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TREATMENT OF PARKINSON' S DI SEASE, OBSTRUCTI VE SLEEP
APNEA, DEMENTI A WTH LEW BCDI ES, VASCULAR DEMENTI A

wo\Ridtd/ 1bENe | M DAZOLE ALKYLAM NES H STAM NE H3- RECERB1065/000739

LI GANDS. The present invention relates to the

t herapeutical application of al kylam nes of formula
(A) as defined hereafter for the treatment of
Par ki nson' s di sease obstructive sl ee

(SERATIGENG OF & ARKINSONS BisEasH @%?WM?B?&%EEP%PNEA
de”emdé‘MéNﬁ’)A V@Pﬁ-ﬂ E%"\/W;E{tg@[)éré’ \M’ecb@\é pﬁgﬁ% HiTH

their f agoni écept or

ar N@(NOMDAZD)EL(EI ALKYLWMINE(S H@'EAWNEH%SRE%HTOQ e@&FNDS.
of cerebral histam ne. Through this nechanism they

i nduce an extended wakef ul ness, an inprovenent in

cogni i ve PRECERRER: ik AU I8 k0 o Bbalfaf ipication of

normal i zat i ul'ar reflexes
Rikgsaroines RéformUul8qR) ,as7definet-fereafter ﬂdr&haﬂtemement of Parkinson’s

rece onists are kno hibit the rel eas
SFedzBe Py IR radn aers 1RO e sy Bodes (DLB)
ERRRAT A& @Ieﬂ?éHt%o?Vb desqapgricnereby re)Eﬁéttreatment of their

n
sedative aﬁ sl eep- prom) ing eP?ects in raln
sgmpdbrosal tissues, H3-receptor agonists exert nanely

sty oni ne AbHdimsts ot SRS Eheptar Atk cfaovn especially to

dasendd agithBsisatd MitdRSof &éré@f‘a‘ﬂhﬁ&émﬂfé agRBLEk tR%E mechanism,
agoni st conpounds previously known resenbl e hi'stam ne

ithepingyes sinngxtandednineketllocss ran geprovamant in cogmtlve processes,

Al M il a4 RS e b e Bufer Bheiey [fonwartz
@t at. hehygibluRey., 1994, 72: 4(53), 507-520). Nunerous
patents and patent appl ications are directed to

ant agoni st Higt@Mbe BgURPERIOE BEPUEISR eHENaWY ta iHbit the release of

SRR aRfEY s bR B e g oge BB ag!Bbentives

WOd 9B & 2BY62xeri\Eefalile BB84siediSpromBing 26fecWOIrBBfdin2In peripheral
07, 93/ 121 08, WD 95/14007, WO 95/06037, WO
9PuRfn I TEERPEE CRERITSIS VY b N8B el ant N awtary, antinociceptive,

%ggﬁ@-ﬁtgﬁt{Héi,g%@%ég‘éé%@é%%%ﬁt mBEde®ht@cting Bdfivitids

Hs receptor antagonist or agonist compounds previously known
resemble histamine in possessing an imidazole ring generally monosubstituted
in 4(5)-position (Ganellin et al., Ars Pharmaceutica, 1995, 36:3, 455-4688; Stark
et al., Drug of the Future, 1896, 21(5), 507-520).

| Numerous patents and patent applications are directed to
antagonist and/or agonist compounds having such structure, in particular EP
197 840, EP 494 010, WO 93/14070, WO 86/29315, WO 92/15 567, WO
93/20061, WO 93/20062, WO 95/11894, US 5 486 526, WO 93/12107, WO
93/12108, WO 95/14007, WO 95/06037, WO 97/29082, EP 680 960, WO
96/38141, WO 96/38142, WO 96/401286.

In the litterature, Plazzi et al., Eur. J. Med. Chem. 1995, 30, 881,
Clitherow et al., Bioorg. & Med. Chem. Lett. 6 (7), 833-838 (1996) Wolin et al.,
Bioorg. & Med. Chem. Lett; 8, 2157 (1998) can be cited also in this respect.
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Citherowet al., Bioorg. & Med. Chem Lett. 6 (7),
833-838 ( 1 996) Wlin et al., Bioorg. & Med. Chem

waebds/1084¢ 2157 ( 1998) can be cited al so i n t RCE/1B2006/000739

respect. Nevert hel ess, such im dazole derivatives may
show dr awbacks such as poor b%ood-brain barrier

penetration, interaction wth-“cytochrone P-450

proteins and/ or sonme hepatic and ocular toxicities.

Non- i mi dazbie¥ekheiaps.neueh-iEidazale datiyatives e sheyy drawbacks

B3 Bs e Brostpble R inelen Ysietipn WY GR6Grome P-4s0
Ewteinls and?besdras bepafi®88d dbufar taxititids) , di maprit (J-C

chwartz et al., Agents Actions 1990, 30: 13-23),
cl ozapi ne NON-RUEHGHN €I0WN . | NEdPcSNRar REEGIOHGHS such  as

|
. 116 - sesfui ter ' :
é{g%'?t?ﬁ% AtR) ﬁ@g@tze{]gﬁ”mc 19“84@%‘3@?@43 uggéitg?m-o 72-84),
dhsptWighi&]q(JFMCAp'leog araﬂ.alﬁ@m.i &rﬁﬁmma@bl_l._ 10B8s¢57. 31—33), dimaprit
co unds have only very.| ow potency. ese _conpo
%ggﬁh\é@ﬁélﬁl%v Rasus é%‘flqrﬁe?@%iﬁwSa%gnpﬁ)&épﬁwhgathmam
i sgov ri i of 44 [ ' ;
FoAS L DYofoharnaLanhe) ) 4o, 160 19t SR iMBauitorpenes (M.
draigaive asahellf OBeptd 642qR6ZEeE 1€P4 hrwereysiggasiednde idisplay Ha-
Phencycl i di ne) age Wien tested at the H3-recept.or
SRS EHBGaRBE Bl RSRAOrEHTGSI Ryl Aih Vg Poieney.
potency t haRekdedmpdlawr! fefepralioLey RUW9Wrdtherapeutic agent
descri bed in patent applications quofed above.

Befareathe tasqoveni aunsl ahaeagterzatione of ihenbistasnisec teegedptor, in

at devel gppi ng potent H3-receptor |i gands , .
BBrCE RS oTBEAINE peTIUS: Rt eriimneeat fimuli8lentic. (clozapine) or
PEONRLtBRIYhEA8 e sHayeh@Rkagdhese conpounds, their
preparation and therapeutical applications thereof

have been Y¥ReStiaséer PhihenBlairacertaatthesaicopwosnds were shown to

SPBIAET R, 10,001 908 Then 285 SheRHL A iing, comsounc
Resetiveay in( &Mt appichhienetiuolertabare. synpt omat ol ogy of

PD, OSA, DLB or VD has never been reported before. PD
is mainly Sesbenat d RipYIRUS c?é@é‘?f@?atﬁhén ipyentors succeeded at

&%P@iﬁ%ggﬁ]l@t@ﬁ:W&gégéﬁlomgq%ﬁ%;?@ ;&r:]@téilniﬁgr AhiddZHE ring that
reducgas theha s va-medtisosdl drswibhcksa dthese stontpafndshheir preparation
ginaejc é%pe‘(}'t’i%éFS‘SpI%S |onsOtti!11§rreof have been described in the international
patent application WO 00/06254.

The participation of histamine, particularly when acting through its
H3 Receptor (H3R), in the eticlogy or symptomatology of PD, OSA, DLB or VD
has never been reported before.

PD is mainly asscciated with a degenefation of dopaminergic
neurons in the nigrostriatal tract from which derive the motor impairments and
neuropsychiatric disorders characteristic of the disease. Whereas some other
aminergic neuron classes might be affected in the parkinsonian brain, post-
mortem neurochemical and immunohistochemical studies have shown that
histaminergic neurons are completely spared from the degeneration process
(Garbarg et al., Lancet 1983,1,74; Nakamura et al., Neurclogy, 1996, 4, 1693).

In addition, in a model of "“Parkinsonian” rat, in which the nigrostriatal
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am nergi c neuron classes mght be affected in the
par ki nsoni an brain, postnortem neurochem cal and

wonmsnost4sst ocheni cal studi es have shown that  PCT/IB2006/000739

hi stam nergi ¢ neurons are conpletely spared fromthe
degenerati on process (Garbarg_et al., Lancet 1983,1
, 74; Nakanura et al. Neurol oﬁy 1996, 4 , 1693). I n
addi t | on, in a nodel "of "Parkinsonian”" rat

ich |
¢ PREMINGFEst rne#r@naodaaﬁ n&EgNc PEYIBHHY h&@stfeé%d W%y unilateral

BB 62 T oL SRR RO Bty OBrghe of e

andpihkbRReNid r’?dev@d@v@ﬂpmheomrhlmg tbehaiiogr, a reflect of its
behavi our, a reflect of its antiparkinsagnian act

BN S ABIENT A thyWapDaldRPATEe it @%dmlﬂiﬁﬁﬁtﬁ%%mlﬂéeram'de
3, SERO0KE] S SRRRAPANAE A YRR TSR ¥ i) Puttaoniam

Reias Cibsrein @D00f cefibOLtThis aheena¢ tofidfiechls aot attebmtlabfe to either
an absence 0

AR R8nBR Qid3Romietalny et HalP SRR OB POUTErSaph e contrary,
'M% rAsHE lﬁotzgfgl' il GrosdiBle Too®, dfﬂammr@@ﬁls%fppéﬁ%nce of

es as resu i he neuronal 'degeneration
HBBcsates assamesult hfethamdmlemnajfdeglaeeeatmrt rrocess, simee e number of

e T o g T b L VI
Neg&Rof | diehgs @g@g]e%t qg% thdraelgetiertthesapadinge suggested the
interest of this class of drugs in the management of

ROk of therageuliointerest aithisegiass of @iugson themanagesnent of PD.

gg\r/:ngptthlgxl %ﬁ;@é go ﬁ]resm%bogtsb@i ﬁﬁbg)gl ﬁg%b%&fw?#ﬂﬁﬁélon and

tastho| desiafednbiidte thd edracofRheRISEAY) if Ifds bé@@ﬂe@parent during
74-81 % of PD patients display sleep and v:\gl [ an

dies st desagen tbataa Haigeepippsiast (28 lar9s|%°e|54 /o) R&\FD patients
AR fesr 1 VRS ABGIOME (EiRpentetlon PRI Sicep oo

Rara2008i #s 1( Bﬁcﬂh&eﬂ@cln@edwd‘naersha‘l sleep natiatomsand maitenance,
sl eep di sordered breathin ?nd excessive d
0

¥]t' nme .
SR AGRENIATR, (RATABOTA IR0l Bp¥s N9 NockiTagh Nallédarions). sieep
t t f
J\?\qulﬁ dér?ﬁ&ﬁ%}‘%ﬁnh@ @gf‘@gcééggv% ?Qﬁﬁﬁe n%%é@mag% gm%lu%% narcolepsy
mﬂé&tlhem attac:ksgr oelplnrabpnbpsmejemsi uslrpelmcﬂq/ faltsl B{ﬁ@csle@p while in
the PD i whet her th . .
SATE AskY Fon {F neRen EhstBaRTnsndt P8P of disqrgers is purely
%?Q@H‘ RERAEL Cngﬁé‘élﬁto? HePet rtﬁéFé‘”ﬁé‘tal% e ﬁérﬁélﬁa%n of the
sorders, result froma |oss
treatvaetitaby roitenti @i tnﬁwect dppaminergid iagosists.: Tmertreatment of this

é;l%%%% FisOR 6r‘£ vr\]/\'ncht rrn%?taq?a su‘ﬂffrg Cgslgss/eofdc?r%'ea% rythmicity, is
poorly efficient : for instance modafinil treatment of excessive daytime
sleepiness was tried with limited success and the indication for this stimulant
drug of essentially unknown mechanism of action has not been recognized by

health authorities.

Dementia with Lewy bodies (DLB) results from the accumulation of
such bodies in the cortex (whereas their accumulation in the nigro-striatal
complex is observed in PD, a related degenerative disease). It is characterized
by cognitive impairment, attentional disturbances, hallucinations, depression

and sleep disorders.



sl eepiness was tried with limted success and the

indication for this stinulant drug of essentially
wanbsawss4orechani sm of acti on has not been recogairaemod§o0739

heal th authorities. Denmentia wth Lewy bodies (DLB)

results fromthe accunul ati on,of such bodies in the

cortex (whereas their accunul &tion in the

nigro-striatal conplex is observed in PD, a related

degener at i\_égsgfl%ggg‘be_ntlﬁtthes.s%qpé}daaoes,t frgoyept, cause of dementia
%g?rr)\ltzﬁﬁnér@)éfs%ggé‘,t is cMab&des S%};é %Eﬁ?éfo@@%‘?ﬁemory, orientation

uci nati ons, pression an
dhg oreecstivéas unationdenamt i &5 bfien seassodiatedt Witheqdemonstrable
e of denmentia after

CHRPERIBER B SV TSe D cPPURES of CHRIRGH 1By TUREHETRAN aribetes,
RYSEHbLYRA WIek) eRReans isorliiRgrgissoci ated wi th

nonstr e cerebrovascul ar I'esions in patients
suffering fromhypertensi on, diabetes, hyperlipidem a,
sl eep apnea for several years. The inventors have now
unexpect edTiye denversbrsat bave habwantuagxpededyi mamewstrated  that

208 ot et G000 REGE A0 By Pl R ALY PR come. major

b@@@@bpgheggtcﬁg@gge%ts Compounds, the structure of
I ch does not contain an im dazole noiety, which are

useful as histam ne H3-receptor |igands, are herein

scribed.. These, conmpounds have.the fol |l owi ng general
PO e it H-RBSRRT B RERIRT [ Wi ar esl due
whi ch i npaChmppnindgotHesétréctgRAdONhRACNDSE hét edrithivi &Y imidazole
at hi stam ne H3-receptors when attached to an

meiefazwhiehraraglseful As5)isiseyne HorfecepiRl ligAadRAMAd@ree described.
I denti cal ' r - :

i ndependenﬂﬁffsdé %gﬁg\?)gbdgﬂg% ﬂ%;%i@%%i?%@?ral goanutIaaE(Aé)h
together with the nitrogen.atomto which they are

attached, a satur at[e\q_nm(ﬁogen-cont ai n'bng ring i) N
(CRaRb)mwith mranging frémz2 to 8 , ¢

in which:
- W is a residue which imparts antagonistic and/or agonistic activity at
histamine Hs-receptors when attached to an imidazole ring in 4(5)-position;
— R'"and R? may be identical or different and represent each independently
e alower alkyl or cycloalkyl,
or taken together with the nitrogen atom to which they are attached,

e a saturated nitrogen-containing ring

N
i) N (CR®R%,
N
with m ranging from 2 to 8, or

e a non-aromatic unsaturated nitrogen-containing ring

/7 (CHR)HTCRP
i) N

.

(CHRY)(TCRC|,
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a non-aromati c unsaturated nitrogen-containing
ringwith p and q being from Qo 3 independently and r

woebwgodzuom O to 4 , provided that p and q ar ePQDAB2006/000739

simulteously 0 and 2 <p + g +r <8, Rad being
i ndependently a hydrogen atomor a | ower alkyl,
cycl oal kyl, or carboal koxy group, or a norpholino

group, or a N-substituted piperazino group:. - N NR ,

Withip 8ndei prjna frosd) toad KyderenpieNthaPRY 1T, PIRE KEM Kobey4, provided
ryl, arylalkyl. an alk | ,gr_ aroyl up. Addition
Mtpsa%%/@ﬁe Fﬁ?'%ﬁ&&tﬂﬁ@y%w %%Aﬁt+hc}/5f{% gmceut ically
recepdiabl pdastfgerite aahgarddrpchid@dor Ehfower alkyl, cycloalkyl, or
pharmaceutically acceptable salts conprise the

AAIMOARIOXKY gaPUP, ¢ i norgani ¢ or organi ¢ aci ds. Exanpl es

of these salts i npﬁ{é)L’I.de t he ha/dr ochl ori de, the
hydr obr om Ye AJ1°% 'H)‘?oﬂIBtj%’n el eate or hydr ogen

oxal ate. The zpuas8atitAePbl g s describes the .
hydrates of the con‘poundgp(éﬁe h)gergjtaed salts of these

conmpounds and the pol ynorphi/ct\ystalline structures.

When the conpounds can ex-5t in N+ or a nunber of

i someric fornms according to\the/ nunber of asymmetric
centres in the nolecule, the invention relates both to

aiith R beingpa iovedr alkgmreydoaliyl, tarbivhéioxyr aggnanylalky!, an alkanoyl or
nodi fi cations and the correspondi ng di ast ereoi soners.

§HY! §EpHr ati on of the di astereoi somers and/or of the

optical i SREBfiSn CHksPRNFR ’EHee@oﬁtbtouﬁGE%%nﬁfithopharmaceutically
Th n al so

nmet hods known per se. e prese application

desaptablesacitit areealsos debtrivadautmmphaombceutically ateeptable salts
conpouncﬁ% \/\4}? her tlge%e taut omers_occur_in iéol at Fd F 1h
FRIMRTIS? TR RHECXIE5AI0PT ANYEAREsOT PIIRIIT afiRS | BXgples of these
sSEiralde/ the hydiodhridrd the rqamramlid@@aﬁh@rhﬂrr@g@h%neate or
al kyl grou&écont aining from1 to 6 carbon atoms, or a
butioganexadde bocycl e containing 3 to 6 carbon atons.

The present application also describes the hydrates of the
compounds, the hydrated salts of these compounds and the polymorphic
crystalline structures.

When the compounds can exist in one or a number of isomeric
forms according to the number of asymmetfic centres in the molecule, the
invention relates both to all the optical isomers and to their racemic
modifications and the corresponding diasterecisomers. The separation of the
diasterecisomers and/or of the optical isomers can be carried out according to
methods known per se.

The present application also describes all the possible tautomeric
forms of the compounds, whether these tautomers occur in isolated form or in
the form of mixtures.

“Lower alkyl” or “cycloalkyl” is intended to mean a linear or
branched alkyl group containing from 1 to 6 carbon atoms, or a saturated
carbocycle containing 3 to 6 carbon atoms.

Typically examples of lower alkyl are methyl, ethyl, propyl,

isopropyl and butyl groups.
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Typical ly exanples of |ower alkyl are nmethyl, ethyl,
propyl, isopropyl and butyl groups.A preferred group

wohowaepasnds conpri ses those with RL and R2 PCT/IB2006/000739

representing i ndependently a | ower al kyl group,
especially an ethyl group. Pr%};erred conmpounds are
al so those of fornmula (A in ith Rl and R2 taken

together with the nitrogen atomto which they are,
attached, foRiefeireshoins eacamppaaﬁwe@ﬁﬂﬁﬁﬁit%@se Wi R and R?

SRR e TR B PR T g
nmet hyl gr oBpefeifbe aprop@sndiaaandifbtlanse ofdértiutal (Adrin which R’
di ff f h ' . Piperi | d
G Lo e Shogath [ TSR B i PR O S o
@Qﬁﬁra@dﬁﬁﬁg\?ﬁ-ﬁ@ﬁ’ta i,qs?:p,a%f conpounds conpri ses

S in whic

compoun and R2 taken together with
the nitrogen atom/t,g\vvhi ch they are attached, forma

non- ar omat i,c unsat.ur fi trogen-contai ning ring:
especially'mﬁth Sﬁrqggﬁﬂ%amr bei ng i ndependently 1 or
2 . In this group, re preferred conpounds are those
with p being 2 and and r each being 1. A sub-cl ass

. q , | . 3
eppeeinby witbup bedigpt i & @5 6 erponalissulisiituted vwitthan ke gseup (RY),
n en NRLR2 is a nitrogen-contai ning
gf%é%%wgrm%@@wgbovedefi ned, the latter is

pref er abl y TaghgbipsitREdand R greeidentiaiorl @fiereralfyleach (CR*RY)

group(s), especially a nethyl group. The position for
simetyitution is preferably sel ected according the

fol | ow . : . : ' .
it ogen-colac 57 BTRSAARL T aBHeR o sSettatpredhse.
this | atteAnothepresferal yroup afetampasidsi commpiisds compounds (A)

espect t.o the ,njtrogenatom For nitrogen-containin
i B G | ARG (o BB BRI Wi rHae A11Veda SRt 1 VG they are

ofia Bl FORR & ndih BREh Sl UnUlBR AR ARG HERL S,
substituted in neta or neta-neta

//"(CHRab CRD
i) N

K (CHR%)4YCRS[;

especially with p, g, and r being independently 1 or 2.

In this group, more preferred compounds are those with p being 2
and g and r each being 1.

A sub-class in this group comprises compounds with R*® being
each a hydrogen atom.

When NR'R? is a nitrogen-containing ring i) or i) as above-
defined, the latter is preferably substituted with one or two lower alky! group(s),
especially a methyl group.

The position for substitution is preferably selected according the
following order:

meta>para>ortho.
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position, especially with a nethyl group, give
particularly preferred conpounds. Wen NRLIR2

woemeassats a N-substituted piperazino group, RCIAB200€000739

a lower alkyl e.g. nmethyl. Typical exanples of group R
being an aryl or arylal kyl noiety are phenyl and
benzyl. R may be al so an alkaﬁoyl or aroyl group e.g.

acetyl or Eﬁn oyl. In E ossi bl.e groups , for
Che 1 kyl [foi Gy dra¥er S0t oTHORPRERNTAIFNGY SRENGEOERG, Py one
L?Hétﬂugh %hik 1QBrls ?Pef@racb’i\f E’P@gﬁ‘%%@&tlo—ﬁ%tﬂfe@ @al {’a’gwe nitrogen-

gr oup re ers to a saturate ycle ont arni ng
gtavar bon atoms. When R represents an aryI or aryl al kyl

, th |1
O o el ol BB aing Bhg. e bie SobsiHRBr neta-meta
g%ﬁﬁ@ﬁ&% i %%fe%e%gp@éisms %%Vﬂ{gs%gﬁw%wstﬁ@bﬁ&t sﬁb in trans-

rom chlorine and brom ne, or a | ower
mwiatogrel oal kyl, a trifluor omst hy| , aryl, al koxy,

I : t I | al
am o, car BRERVHE PyRkENYERry el Bl panete-meta
ﬁoﬂﬁgrﬁ oxyrdily wﬁiﬂ th'?é/thyl g%'&bnplve ;ﬁd-ﬂlélﬁlém beerred compounds.
fanoyl, carbox car boa kyl or
OXI me gr oupVhem Nﬁymééeme%n*@na @bsuéﬁame)d ripB@zinugelp, R may

benz S uent being as defined above with

%% '%ﬁé@‘{]@ qlﬁjgﬁ%[hgnyl group. Typical exanple of -NR

1R2 repr eswplbageﬁarhblé@bﬁté;rbuped b@llr@eaazarwmrgmmkylsfnmety are
N-acetyl pi perazi no. According to one aspect, the

e

beérgyé the fol l owi ng general formula (1):

whi ch: - W%Egbesalgo h%?@jo% gé%‘ﬁafé%phé/gr g&af, P8ﬂbgpzoyl.

chain with nging from n ox

sul fur atom aH S pbssible gropgefior R, die Glktyd nfoisty- rd@rs to a linear
represents each independently a hal ogen atom a

PN CAERyANag) centaingd ftgm 1 gJ Broarpep AR hyl , aryl,
al koxy, @-The cycloalkyl group refers to a saturated carbocycle containing 3

to 7 carbon atoms.

When R represents an aryl or arylalkyl group, the aryl moiety is
especially a phenyl group optionally substituted with one or more substituents
selected from halogen atoms, advantageously selected from fluorine, chlorine
and bromine, or a lower alkyl or cycloalkyl, a trifluoromethyl, aryl, alkoxy,
aryloxy, nitro, formyl, alkanoyl, aroyl, arylalkanoyl, amino, carboxamido, cyano,
alkyloximino, aryloximino, «-hydroxyalkyl, alkenyl, alkynyl, sulphamido,
sulfamoyl, carboxamide, carboalkoxy, arylalkyl or oxime group.

R may be also an optionally substituted benzoyl, the substituent
being as defined above with reference to the pheny! group.

Typical example of —-NR'R? representing a N-substituted
piperazino group is N-acetylpiperazino.

According to one aspect, the compounds have the following

general formula (l):
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al kyl oxyal kyl , aryloxy, nitro, fornyl, alkanoyl,
aroyl, aryl al kanoyl, am no, carboxam do, cyano,

walbosl1o3d4ei no, al kyl al koxi m no, aryl oxi m no, PCT/IB2006/000739

a- hydr oxyal kyl , al kenyl, al kynyl, sul pham do,

sul fanmoyl , sul phonam do, carbgxam de,

car bonyl cycl oal kyl, al kyl carbonyl al kyl, carboal koxy,
aryl al kyl or oxine group, or taken together with the

carbon atons of henyl ring to which it is fused,
a 5- or 6- BrbeT turated or aturated ring or a
benzene ring. - R% e_a}\és.;f bove-defineg in
formula (A). A preferred-gréip fgonpounds s the

group conposed of conpounds of f dFul a (1) in which X
I's an oxygen atom Another preferred group of
WoMpSinds conprises compounds (1) in which -CnH2n- is

a ld nearis GhHdar ed' ' k @MiafYighrom 2 to 8;
2l REHTs By oL BRIt b s B veppom 2 0 &
vanyisrgn brggerdot eulfur,atamd with p being nore preferably

3 . A sub-class of conpounds according to the

Tnvent RBANESPHIToER8 1 Re conpounds of fornula (1) with
n3 j t havi ng an unsubstituted
5he&ﬁ§r{egg%slzeg{t§_eta%ﬁéq%%oretngrggﬁ% of conpounds i s conposed

of conpoungs L£RAbgEAIREMONe or nore substituents R3

whi ch may be identical or different. In this group,
t he conpounds tewenglkyl eormyclogikydi astilsorarnetey!, (argl, alkoxy, o-

or 2) ph | noj et f d th
mono. stibet | t ARGOWAN one BBl FaNs doriWbd BlG0SY]n 2oV
par a- posi ti orprilafaPRiL | Cathiiol Y ddrebramamb, AR, t hgRgloximino,

conpounds, (n3 being 1) R3 is prefer ablc% a hal ogen
atom or a cyaioylalkpximino,abrAmoyino, atkidssxydlk etkenyl, alkynyl,

ct - hydroxyal kyl group. Still nore preferred.conpo S :
are those wt lﬁ%rﬁ@gng éH,lfaW,ﬁ’ COéHTp%,O”_é&é%, %Egboxamlde,
H3C- C=N- CH, '&@o@;@élw@lpmy@am«%wﬁ@u ick®oalkoxy, arylalkyl or
cycl opropyl - CO. bei ng 'a hal ogen at om may be
advant ageousl|gximelgetied from ‘
e or taken together with the carbon atoms of the pheny! ring to
which it is fused, a 5- or 68-membered saturated or unsaturated

ring or a benzene ring.

— R"and R? are as above-defined in formula (A).

A preferred group of compounds is the group composed of
compounds of formula (1) in which X is an oxygen atom.

Another preferred group of compounds comprises compounds (l)
in which -C,Hzp- is a linear chain -(CHa),- with n being as previously defined.

Preferred compounds are also those with n varying from 3 to 5,
and with n being more preferably 3.

A sub-class of compounds according to the invention comprises
the compounds of formula (I) with nz being zero that is those having an
unsubstituted pheny! moiety.

Another group of compounds is composed of compounds
containing one or more substituents R® which may be identical or different. In

this group, the compounds having a mono- or di-substituted (ns = 1 or 2) phenyl



wn

10

30

fluorine, chlorine and brom ne. R3 being an aryl

group, nmay be especially a phenyl group. In the other
weubstinsuents R3, the aryl npoiety is advant agedqsiB2086/000739

phenyl noiety. R3 being an aryloxy group may be

especi al ly a phenoxy group. Agcording to the

i nvention, alkanoyl is intended to nmean a group

containing an al kyl noiety as defined above. Typi cal ,
repigtpBEs PEFfeRed BEichioss mPRemEystiiutadoyith gine group R™ as defined

ryl al e Ts ; ryl and propionyl
%?%Vﬁp@Fp%g%%%@@é%%a?%@ﬁ%@%hﬁfgﬁée vyl group. Typi cal

exanpl es fmBRg ftbese romipeuatisemhs Welty th&daneferabipnshalogen
of the phenyl ring to which it is fused, a saturated

atonyot @ 8¥&NQ A 6alkagoylt alkylignitine vaghbygoxyalkyogietlRg a

benzene ri I [ di

the i nvent$}gln%n%g$%&%@rrgg%%Fr%sghés?@@&ggntb%&# BN, NO;,
e ageousHy, f HAT-E=NoO8, CH T HROHE, and ptloatyl-a0 ke
from1l to 6 carbon atons and preferably 1 to 4 carbon

%StQB?k\)ﬁs'Qplfer@ar boal koxy, carboxyamni do, .
roups. 115 BBl e habe By Hq YhvaRipcBBlan e aes from

groups, t
fnahtehediosind apantraintisean al kyl noi ety as defined
above. In xy, al rrI§/}a/i al koxi m no, al ky| oxi m

ko '
a- al kyl oxf?ﬂ RSING &l FIVABIGHP: BraYRMGERAGA RyANeGY bRHoUP
t he al kyl lﬁ;thété‘tpéﬁ sﬁgst@gﬁgﬂsoﬁwt)ﬁedé;&l Resle®l RCadvantageously a

Parti cul ar preferre ounds ar

Ahdrbd plwetigxypent yl ) - pi peri di ne

1- (5- phenoxypentyl ) -pyrrolidine ,

N ot byl - N B BHAR R PP Bty e RERET S B IBRGY SEOLP-
ptyl ) - mor phldrfifg to the invention, alkanay! is intended to mean a group
N- ( 5- phenoxypent ¥l ) - hexanet hyl enel m'ne

deraaimig &b alkyphmeigtyaspdefiined gbayeopy| anmi ne

1&2 Bﬂgﬁgﬁﬁaié}%mﬁlegﬁéﬂgﬁi :b%iir%cg:a]!ng%ﬁ%noyl, aroyl or arylalkanoyl
group are acetyl, butyryl and propionyl groups, benzoy! group or phenylacety!
group.

Typical examples of R® forming together with the carbon atoms of
the phenyl ring to which it is fused, a saturated ring leads to 56,7,8-
tetrahydronaphthy!l or forming a benzene ring leads to a naphthyl moiety.

According to the invention, alkenyl or alkynyl group may contain
advantageously from 1 to 8 carbon atoms, in particular from 1 to 6 carbon
atoms and preferably 1 to 4 carbon atoms.

In carboalkoxy, carboxyamido, carbonylcycloalkyl, alkylcarbonyl-
alkyl, or carboxamide groups, the hydrocarbon chain is saturated, linear or
branched and contains an alkyl moiety as defined above.

In alkoxy, alkylalkoximino, alkyloximino, a-alkyloxyalkyl, arylalkyl
or a-hydroxyalkyl group, the alkyl moiety is as previously defined also.

Particularly preferred compounds are:

1-(5-phenoxypentyl)-piperidine

1-(5-phenoxypentyl)-pyrrolidine

N-methyl-N-(5-phenoxypentyl)-ethylamine
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1- (5- phenoxypenty]) - 4- met hyl - pi peri di ne
1- (5- phenoxypentyl) - 3-net hyl - pi peridi pe

wo-2ema3d46 4- ( 5- phe poxypentyl) - pi perazi ne PCT/IB2006/000739

1- (5- phenoxypentyl ) -3, 5-trans-di net hyl - pi peri di ne
1- (5- phenoxypeptyl)-3, 5-ci s- d'ﬁt hyl - pi peridi pe
1- (5- phenoxypentyl)-2, 6-cis- di t hyl - pi peri di ne
4- car boet hoxy-1 - (5-phe oxypentyl)-piperidi pe
3- car boet hés&% PI‘G-NPSVMM XYPOROYNS - pi peri di ne
1-[3-(4-cyqf R V) o

propyl ] - pi @eg’pﬁi ned@_ﬁ%gmﬁ%%ﬂg%éelmme

poxy) - 2- R- Neéthyll—rﬂt(émﬁdnqmypenﬁydkmepylamlne

1-[3-(4- cyanophenox eri di ne
h . .
(LRSS
4-( 3- ox F?ﬁ% yg emrg&% I') pi peridine
A tranhen l?i“”’”“ﬂ"“b eyl per i ne
4- cyar{gpﬂ@%’ %‘%’t ﬁﬁ }neﬁh;ﬂ&up@} OE”‘%en di ne

4-ni YL RAR %,péﬁ@wp]ehéilpy},gyéjm@erl di ne

4- nltrophenoxy hyl pi peri di ne
4- cyér(émmm@xypmtugya ~tAne-dimehyinpinsgrisene di ne

(
b
(
(
(
(
|
- Oy AR RPN R R A TR URBer | i ne
§4 CyeaL@RaHHny 9?@*&9”3@ Bhenewyathprapefidipeperi di ne
-
i ne
(
(
(

4 cyanophenox -Ci s-2-net hyl - 5- et hyl pi per
4- carboethoxy 1 (5- phenoxypentyl) plperldlne

4- Cv%%%998&%%9-9t@@gﬁén&@aeﬁtyﬁ-mséme5 ethyl pi p
4- cyarembesyelopreseariblongintieBoky) quﬁpj‘llrwgwi@me din

3- (4- h 4- et h d
4 pr BB U AEHERRTS Y Gogt e BLRSERY] BEBEBITS nel

1- hy qUex ¥Ry BRELNERGRABR WA ekriytsiBBHEP! Per i di

3 [4 ( 11Hgd% ayppoppshphpropyijiBmetyidipdridieehy| pi per
1-[3-(4-acetylphenoxy)-2-S-methylpropyl] piperidine

e

q
000_003 OOOOOOOJOOOOOOOJOOOOOOOJOO

-1
-
-{
-1
-1
-
-
-1
-1
-
-
-1
[
di
-
i
-1
1
-
-

_H'(?) WHRO RO R TRRRRRR R R

QI
—

1-{3-[4-(3-oxobutyl)phenoxy] propylipiperidine
1-[3-(4-cyano-3-fluorophenoxy)propyl] piperidine
1-[3
1-[3
1-[3-
1-[3-
1-[3-
1-[3

-(4-nitrophenoxy)propyl]-3-methylpiperidine

-(

(

(

-(

-(
1-[3-(4-cyclobutylcarbonylphenoxy)propyl] piperidine

-(

-(

(

(

(

-(

4-cyanophenoxy)propyl]-2-methylpiperidine
4-nitrophenoxy)propyl]-2-methyipiperidine
4-nitrophenoxy)propyl]-4-methylpiperidine
4-cyanophenoxy)propyi]-2,6-dimethyipiperidine
4-propionylphenoxy)propyl}-3-methylpiperidine

1-[3
1-[3
1-[3-
1-[3-
1-[3-
1-[3

4-cyclopentylcarbonylphenoxy) propylipiperidine
4-cyanophenoxy)propyl]-cis-2-methyi-5-ethylipiperidine
4-cyancphenoxy)propyl]-trans-2-methyl-5-ethyipiperidine
4-cyanophenoxy)propyl]-cis-3,5-dimethylpiperidine
4-propionyiphenoxy)propyll-4-methylpiperidine
4-propionylphenoxy)propyl]-2-methylpiperidine
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1-[ 3- (4- propi onyl phenoxy) propyl ] - 2- met hyl pi peri di ne

1-[3- (4-propionyl phenoxy) propyl ] - 4- met hyl pi peri di ne
worbtdsassae 1-[ 3- (4- cyanophe poxy) propyl]-tra PCT/IB2006/000739

ps- 3, 5-di net hyl pi peridi pe 1-[3-(4-cycl opropyl

car bonyl phepoxy) propyl] -trans-3,5

- di et hyl pi peri di ne 1-[3-(4-cyc|opropy| car bonyl

SR CLoA m&%‘gé&@h&@%ﬁ% OXy B ARG Smsiayiineridine
Dy SRS RGERSYLRODEL B SoRL) B e
I[ 4 ( 14 ¢3h¢womlopy'lbmerhmrwmwi ehyisthdpipetitiyle

pr b7 S RERSR) TP BRSEF o

di

4-

4-br @Jll@ QKM%%W?Her?I%Haﬁb[@S -dimethylpiperidine
4-ni t enoxy) propyi'] Eerl di ne

4- N, Nah mtynkulps&nw oarhendophenosy propyl] -trans-3,5

r

[
[ 3-
[ 3-(
{3-
pe
[3-(
[3-(
[3-(
S bAriE
0 [ i di.n
[gy(ﬂpug WEHW%EH%H%Q§)propyI]p|perldlne
[ 3- (4- seq¢1hukIyBRBRGHY LaRRY| bRERSY) Brogy(] -cis-3,5
[3-(4-pro yIphenoxy)propyl]p|perldlne
[ 3- (4- etﬁﬁmﬁﬁéﬁwﬂ?w @hepyl ] pi peri di ne
- (5-ph el
L5 (4 i { B RRAS SRR RGP L PR e
[5-(4-ChhqsqnhﬂOQQNme§nbw;ibpynQQMEdnmﬁmendme
[ 5- (4- met hoxyphenoxy rrolidine
5
&
[5
ap
1-[5-
1-[5-

- ( 4- mef Hg1( 61‘%%*)@9)/'10{3@&@5&{%]3[%)’?{r%‘lm%ThW@'pe”d'ne
gg ﬁg@ﬁ?ﬁﬁ%‘o&ﬁ a@?{)‘ﬁﬂidh gﬁ'erIEQ m?@y giperidine

hE gyl glxg{ba (pﬁﬂbmlohylphenmky ;drcrpg/l] -4- Imc—:(‘]]chylplpendme
chl or ophenox rrolidine
(4- phéﬂ?‘r g%ﬁ@'&%’}‘eg@ﬁbé %Mﬁ%%u ding ne
1-[3

p
1
1-
1-
1-
pi
1-
1-
1-
1-
pr
1-
1-
1-
1-
1
1
1
1
1
1
1

- n
4-nitrophenoxy)propyl]piperidine
4-N N-dimethylsuifonamidophenoxy) propylipiperidine

-(
-(
-(4-isopropylphenoxy)propyl]piperidine
-(4-sec-butylphenoxy)propyl]piperidine
-(

1-[3
1-[3-
1-[3

1-[3-(4-propylphenoxy)propyl]piperidine
1-[3-(4-ethylphenoxy)propyl]piperidine
1-(5-phenoxypentyl)-1,2,3,6-tetrahydropyridine
1-[5-(4-nitrophenoxy)-pentyl]-pyrrolidine
1-[5-(4-chlorophenoxy)-pentyl]-pyrrolidine
1-[5-(4-methoxyphenoxy)-pentyl]-pyrrolidine
1-[5-(4-methylphenoxy)-pentyl]-pyrrolidine
1-[5-(4-cyanophenoxy)-pentyl]-pyrrolidine
1-[5-(2-naphthyloxy)-pentyl]-pyrrolidine

1-[5
1-[5-(3-chlorophencxy)-pentyl]-pyrrolidine

1-naphthyloxy)-pentyl]-pyrrolidine

1-{5-
1-[5-(3-phenylphenoxy)-pentyl]-pyrrolidine

~(
(

1-[5-(4-phenylphenoxy)-pentyl]-pyrrolidine
[2-(5,8,7,8-tetrahydronaphthyl)-oxy]-pentyl}-pyrrolidine
(
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1-{5-[2-(5, 6,7, 8-tetrahydronapht hyl ) -oxy] - pentyl }-pyrr
ol i di ne

wa2pwA10B4phenyl phenoxy) - pentyl ] - pyrrol i di nel- ( BEphB2006/000739

poxypentyl)-2, 5-di hydropyrrole 1-{5-[1 -(5,6,7,
8-t et rahydr onapht hy[) - oxy] - pept yl}-pyrrolidine
1- (4- phe poxybutyl)-pyrroli dilRe 1- (6-phe
poxyhexyl) - t%rrol i di ne

|-

1- (5- phenyl

I (g SE:B& ) PE@&” %—;}&i{%ﬁﬁh@ﬂ%ﬂ?hyl -oxy]-pentyl}-pyrrolidine

ZZZZR PR RRRZRRZZR R R R R R
P ] ] ] ] P Ay ] P A P N

5-
5-
5-
5-
5-
5-
3-
3-
5-
5-
3-
5-
5-
5-
5-
5-
5-
5-
2-
3-
4-

pbpeexyentyy 2 Sotlindiesyrrole

( 3- pit-rnphenexgbutyepybidimyr r ol i di ne

ANANAN AN AN AN AN AN AN AN AN AN AN AN AN SN AN N

4-
4

3
4-
4-
4-
4-
4-
4-
4-
4-
4-

4
4-
4-
4-
4-

4-f | uor ophenoxy) - genty ] -pyrrolidine
@YX

ni -G phen wyiofidigenet hyl - pi peri di ne
a e?bﬁgﬁﬂ ?Héntﬁl?—%}/rbﬂldl%r rol i di ne

pyrrolidine
cylacmpEepwweobmhwhbh@mrgl : di ne
n|tro enox i et am ne
cylapd EH@H i rOIBY'bE%r%UCﬂn%t hzl ami pe
b RIEN di ne
(S‘h@ggﬁ glgetyl )bé :é}%ﬁ)? q bef%{@h -pyrrolidine
aclet@c{%ﬂeomp%)snpx;@mér]tylﬁpgmhwlaen ne

Drerol BRRORF Kber pr 21 ?M‘)leﬁe?is*g%e
N-4 Rj’p@’h
(1b Q'@/ thy] ;55%%%%9"] %ly}rbﬁd(l'h]b? Ipylr ?gl i di pe
cmﬁe%ammhmypﬁnwl ﬁ:tylnwhdmepe
cy1a&°B£§2%r¥?{;%h%wiP%m§h RERIRER: ne

erfixh )Lb?fc thﬂé\t}ﬁ RIThiAg

cyanophenoxy)- rop B/ i met hyl am ne

amyph@mv pr@nyé]tq*@tfwﬂﬁm@e
1-[5-(4-benzoylphenoxy)-pentyl]-pyrrolidine
1-{5-[4-(phenylacetyl)-phenoxy]-pentyl}-pyrrolidine
N-[3-(4-acetylphenoxy)-propyl}-diethylamine
1-[5-(4-acetamidophenoxy)-pentyl]-pyrrolidine
1-[5-(4-phenoxyphenoxy)-pentyl]-pyrrolidine

1-[5-(4-N-benzamidophenoxy)-pentyl}-pyrrolidine

1-{5-[4
1-[5-(4-cyanophenoxy)-pentyl]-diethylamine

-(1-hydroxyethyl)-phenoxy]-pentyl}-pyrrolidine

1-[5-{(4-cyanophenoxy)-pentyl]-piperidine
N-[5-(4-cyanophenoxy)-pentyl]-dimethylamine
N-[2-(4-cyanophenoxy)-ethyi]-diethylamine
N-[3-(4-cyanophenoxy)-propyl]-dimethylamine
N-[4-(4-cyanophenoxy)-butyl]-diethylamine
N-[5-(4-cyanophenoxy)-pentyl]-dipropylamine
1-[3-(4-cyanophenoxy)-propyl]-pyrrolidine
1-[3-(4-cyanophenoxy)-propyll-piperidine
N-[3-(4-cyanophenoxy)-propyl]-hexamethyleneimine
N-[B-(4-cyanophenoxy)-hexyl]-diethylamine
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N-[ 5- (4-cya pophenoxy) - pentyl ] -di propyl am ne
1-[ 3- (4- cyanophenoxy) - propyl ] -pyrrolidi pe 1-[3-(4-cya

woaplsanssey ) - propyl | - pi peri di ne PCT/IB2006/000739

N-[ 3- (4- cyanophenoxy) - propyl ] - hexamnet hyl enei m ne

N-[ 6- (4- cyanophe

poxy) - hexyl ] - di et hyl am neN- [ 31’(4 cyanophenoxy) propyl ]
-di propyl am ne N 3-[4- dr oxyet hyl ) - phe

poxy] - pr opMt Sdééwaypamwy% propyl]- dlpropylamme

ir Eg ?Leggpéllt@ﬁ)ﬂoﬁ}g@@%%&g@ﬁe‘?ﬁ%ﬂﬁ%ﬁﬁ&%ﬂ%lamlne

3- gi acei Siowétﬁwewm)ombppxy}aé?etﬁphéndnepmmme di ne
ace

s e B aeet ity raram - mp@réqhn@. ne
4- t
§4 o R BRER e REIPEIC o A STRCbY b ARdin! Pe

4- acel§(plaeetyiphenoxy)-propyl]-3,5- trans dimethyl-piperidine

)(gr?gyﬂ%% vy CI dl neﬁjp}/qp)@rzg-g{e%taylr@pendme

e

3-
OXy
3-
3-
3-
y
3
3
3
3- ( 4- buty[8y4pletymhenoxpi-opsiil-pbpxs-dinetbgl-piperidine
3
, 3
3
3
5
4
3
3
3-
3-

TRRRPT PR

o

-
-
X
-
-
-
X
-
-
[
-1
-

: é4t 2?Ea{ﬁﬁ‘g?@ﬁpﬁp%%@ngé%fgpgp 4188 conpounds
_1 [5-(4sn Médg)‘i(’h%&p@h)éhobl ah e;y]]ﬁﬂyérrd%é di ne

cyanophen rop I hyl am ne
acblt[w éFmOp@say @n@py) progiygicigthlaimiee

SRR B e o R PRk head - pyrr ol 1 dine

Cy@W@Qh%%@tWﬁhé?’fd?@)’Jp}oWl]PﬁQlﬁﬁm@trahydropyrldme
- cyanophe poxy) - propyl ] - hexanet hyl enei m pe

étth}Pdﬁi@w‘@Hﬁ?ICPW &E- propy|o dlmithyl ani ne
X1
acit ﬁgg%di%m?%ggﬁﬁyﬂw Fﬁ - pi peridi pe

N- [3 (4-cyanophenoxy)-propyl] dlethylamme

-b-b-b-b-b-b

i

HbZZHZHZZQNHHZHH

(
(
[
- (4-
-(
(
4-
di
(4

N-[3-(4-acetylphenoxy)-propyl]-diethylamine
1-{5-[4-(1-hydroxyethyl)-phenoxyl-pentyl}-pyrrolidine
N-[4-(4-cyanophenoxy)-butyl]-diethylamine
1-[3-(4-cyanophenoxy)-propyl]-piperidine
N-[3-(4-cyanophenoxy)-propyl]-hexamethyleneimine
N-3-[4-(1-hydroxyethyl)-phenoxy]-propyl-diethylamine
4-(3-diethylaminopropoxy)-acetophenone-oxime
1-[3-(4-acetylphenoxy)-propyl]-3-methyl-piperidine
1-[3-(4-acetylphenoxy)-propyl]-4-methyl-piperidine
1-[3-(4-propionylphenoxy)-propyl]-piperidine
Compounds of formula (1) in which:
o -NR'R?is a pyrrolidinyl group, CyHz, is a linear chain -(CHy),-
and n; is zero, X being an oxygen atom with n ranging from 3

to 5, or X being a sulfur atom with n being 4 or 5;
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1-[ 3-(4- acetyl phenoxy) - propyl ] - 4- net hyl - pi peri di ne
1-[3-(4-propionyl phe poxy)-propyl]-piperidine

wa@anpaustdds of formula (1) in which: -NRLR2 i sPaT/1B2006/000739

pyrrolidinyl group, CnHzn is a linnear chain -(CH2)nand

n3 is zero, X being an oxygen atomw th n ranging from
3to5, or Xbeing a sulfur omvvlthnbelng4or5

; -NR1R2|sap| eridi | group, CnH2n is a |inear

chai n - (CHe) nN% lS(a slpandmyggewumt%ﬂznns aohmaj e -(CHz)n-
with n being 2 bei n Wi_t.h

% OV and n béniXgs Hn Sngerrgiort khated i MRd” GRdp2 5 or &
X is an oxygedt itiding CHiR? éemguuaﬁaén@fmawn 6CH2) n-

and n3is 1, R3 belng 4-NO 2 or 4-COCH 3 W|th n bei ng

3 or R3 bebngNR'&N lwatmeﬂnybaemng Qrotip, X is an-NYgERAPE, LCoHan IS

di net hyl t

i mear chai n 2 (eeg) il BOOHS 13 | Bega 2NPRicP - COCH:
n being 3, akigh K%B@rweb@h@ 4-B0CQitHINgE he 2%0 4;

second aspect, is herein described noni m dazol e

compounds analh@&fsstaodlmﬁhyﬂaﬁwwgd@im%dﬂ ag eaypan \atem, CrHan
96/ 2931 5 and WD 93/ 14 £S S
t he conpoundé (%)Imfagr aﬁ?mn@h@'t%ﬁ H%ouﬁ;gr 8ﬁ2\59i ﬁSéN with n

the foll ow ngb@ﬁ@gral formula (Ha) and (lib): R1 n
;N- (chain A™")- '--(chain B)- Y11 (Ha) Or R"' -
Nretmwmmmartx H-YH (lib) R2 in which - Rl and R2

are as defi ner.al, f y

the chain Alags dmihtgngs%%ggrﬁ %%‘%&g or'%%s%ﬁ”a?de%&'bed non-

ﬁﬁmazgllétccs}ﬁpbua@@ aedichwds o6 and edndtainds aisdlesat MOWIOt36/29315
arbon atons, it being possible for the saturated

ﬁVdNM@anaﬁOZﬂal nto be interrupted by a hetero atom
Thus, a first sub-class of the compounds (A) is defined by the

compounds having the following general formula (lla) and (IIb):

R}:\N—(cham Al—x ll—(chain B —I (lla)
or
in which

- R" and R? are as defined with reference to general formula (A);

- the chain A" represents a saturated or unsaturated, straight
or branched hydrocarbon chain containing 1 to 6 carbon atoms, it being
possible for the saturated hydrocarbon chain to be interrupted by a hetero atom
such as a sulphur atom;

- X" represents an oxygen or sulphur atom, -NH-,
-NHCO-, -N(alky)CO-, -NHCONH-, -NH-CS-NH-, -NHCS-, -O-CO-, -CO-0O-,
-OCONH-, -OCON(alkyl)-, -OCON(alkene),-OCONH-CO-, -CONH-,
-CON(alkyl)-, -SO-, -CO-, -CHOH-, -N(saturated or unsaturated alkyl), -S-
C(=NY")-NH-Y"- with the Y" identical or different and as defined previously, or
—NR-C(=NR")-NR";-, Ry and R'; denoting a hydrogen atom or a lower alkyl
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such as a sul phur atom X' represents an oxygen or
sul phur atom -NH, -NHCO, -N(al kyl)CO, -NHCONH,

woRbbea83Mbt , -NHCS-, -O-CO-, -CO O, -OCONH-, PCT/1B2006/000739

- OCON(.al kyl)-, -OCON(al kene), - OCONH CO-, - CONH-,
-CON(al kyl)-, -SO, -CO, - , -N(saturated or

unsaturated al kyl), -SC(’: NY")-NHY"- with the Y"

i dentical or different and as defined previously, or
I3Gig/ -anc=RRr 8 hysiragen atom or anathan gorer’Ul &Ritidngagtive group,

I |1 iC. '
ST P STy e DR T
glrlc()up, such as %&yﬁaio Bl remékenty auparnyy; 'arydielhgalt bnaraalkanoy!
al kox roup; chain, B" represents an aryl, ,

EF%HpaI}% ir a'@ﬁt _éﬁ‘_&ﬁ%ﬁ‘@(&ﬁém '(E'H?ﬁp'_,v %@W%%hﬁ%ﬂ%%@ﬁ@ can vary
- | = | ¥
Boficrr | e '’ a brafge BikyRRe) QIFIE XortphiTy £8R 236% carbon
etmmsaithe rajkylenen chain b@ingaoponalyoimssrriptedabk phens a number of

S BEADBD O SRS b RLTE B 7GR BSTHFRSE e o

Phegdr@dbto § op2;Where n n is an integer equal to 1 or
2.;°Y" reprlisents a straight or branched al kyl group

cont ai ni ngY'1repregestsr dstiaighbes pranahas alkykgioup containing 1 to 8
ato cl.oal k

B BT AR oo R g g e oica R S &t aroup,
apdcddry SHbsh BHt &4 pRRRY budh @G¢Pandofiondlly substituted phenyl

6- menbered heterocyclic radical containing one or two
BEQUSE oAt Bs0t o sReMPE®H Materegedlicanadingl phortaiirgsone or two

TN TS e T —

tdebcdl Wptionalf bairlkesaissteutetingr tidoaa et \wlieardlcal essulting from the
defi ned above. The chain A can be a straight alkyl ene

tsiamot.q benzgng ring o ahateipcxslerns drfingd ak@\&yer bet ween

1 and 6 c n.at: . pr.ef.arabl, 3 )
car bon at gfrr}gé) %@élgng\r ao%ghgg gl fgrﬁmm%ﬁ(ggegﬂeap%?‘gﬁ]erg%hy”” - M
eepcbseniingudrs tintegee debyeeamé amd 8 carbberatomsyetréfgraldy between 1

ethyl radicals. The chain A' can al so be a stra%eght or

akly a chain
ST bl Aoy i o gromenal s 5

cycl opent yThe csrcdimhakydanoalsa bé cy cdtegidy or grranphed unsaturated
alkylene chain, and can be, for example, the ally! group. | '

When Y represents a cycloalkyl group, the latter can be, for
example, cyclopentyl, cyclohexyl or a bicycloalkyl group.

When Y represents a substituted phenyl group, the pheny! group
can be mono- or polysubstituted, for example, by a halogen, by a Ibwer élkyl, for
example CHs, by CFs, CN, COCHs, COOR"; or OR";, R, representing a lower
alkyl, for example COOCHs, the NO; group or the group NR";R"s, R'; and R';
representing a hydrogen atom and/or a lower alkyl radical ("lower alkyl" means
an alkyl radical containing at most 6 carbon atoms).

When Y represents a heterocyclic radical, the latter can be, for
example, the pyridy! radical, the pyridyl N-oxide radical or the pyrazinyl radical,
optionally mono- or polysubstituted by NOg, CF3, CH3s, NH3, a halogen such as

Cl, the COOCHj5; group or also the thiazolyl radical.
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When Y" represents a substituted phenyl group, the
phenyl group can be nono- or pol ysubstituted, for

wexenspssde by a hal ogen, by a | ower al kyl, for egampioes/000739

CH3, by CF3, CN, COCH3, COOR1 or ORl R'i representing
a lower alkyl, for exanple 3, the NO2 group or
the group NR' 2R'3, RN 2 and R'3 representing a

oyt e ah iy Sraeseaih & a0 VeuRIcaaGay s ipa fiog condensed
] Y - et | i

SR478y SRR lrol R, RIS AT SO HEL 15, grome. s

badrcthiazotyheyudyslingy lisdwroichey| raxtical alr relatachengistisszi nyl

08 ORI e P USSR R DB e
gb o%ﬂpé‘H%vi‘hg!tﬁé@b%beffﬁ%ﬁl%le-(}@)eéh&("ﬂlc@?ﬁ gpts a

pol ycyclic radical resulting fromco nsed aromatic

or het er oaromat RERFBILhE Q8fih&E wWitAFeRMnERtd §eneraPformula (A);
exanpl e, the benzothi azolyl, quinolinyl, isoqui

pol i nyl radi calther ohelirat & mepredants. arA seio@amdhed, branched or

sub-cl ass of the conp ds (A) conprises the conpounds

HES7 HERTBR 2 Ko GE0 oy sl MAJETSnd (5 1 ®) INEEQH WRICN. can vary
i i sk : f

o e bR 0 oy 27 hfangPET ¢ anched

alkenagaoup adveriainkyfrorgr b tp 8-da@htd) aiomsavard eorafemalbly 1ato 4 carbon

BB i WnRched of FrindehERWE BoLG: GnBRGENAkEhG o 4 carbon

gty conprising from1l to 8 carbon atons and

preferably 1 to 4 carbon atons; an unbranched or

branched alkynethgr ogpogont’i srergedarmsn 1-0OONH-ar bQTON(alkyl)-
atons; the group X' represents -OCONH; -OCON(al kyl)-;

=@ (alkrBslk) ~OCQroOC SN of: -OGHBGO= 0§80~ -CS-
S T e CS- -0, urated or unsaturated
gﬁyﬁ’;S%r?ﬁg%hugisgmégérde%%’sents an unbr anched.

branched or unsglurckibaf BOWRLraddhd £OMPRb INe8el! Wrakched or
to 8 carbon atons and preferably 1 to 5 carbon atons;

upsHRyatediqwet aky caropysingdrone 1ta8 dasben atemsmnidspreferably 1 to
5 %%fggér? %%ﬁ@%ﬁ%%&gﬁ( E@teg%]éhg h’netgr%I BforA s preferably a
sulphur or oxygen atom; ny being an integer which can vary between 1 and 5,

preferably between 1 and 4;

- the group Y" represents a phenyl group, unsubstituted or
mono- or polysubstituted with one or more identical or different substituents
selected from halogen atoms, OCF; CHO, CF; SO:;N(alkyl)z such as
SOzN(CHaz)z, NO2, S(alkyl), S(aryl), SCHz(phenyl), an unbranched or branched
alkene, an unbranched or branched alkyne optionally substituted with a
trialkylsilyl radical, -O(alkyl), -O(aryl), -CH,CN, a ketone, an aldehyde, a
sulphone, an acetal, an alcohol, a lower alkyl, -CH=CH-CHO, -C(alkyl)=N-OH,
-C(alkyl)=N-O(alkyl) and other keto derivatives, -CH=NOH, -CH=NO(alkyl), and
other aldehyde derivatives, -C(alkyl)=NH-NH-CONH,, an O-pheny! or
-OCHa(phenyl) group, -C(cycloalkyl)=NOH, -C(cycloalkyl)=N-O(alkyl), an
optionally substituted heterocycle; a heterocycle comprising a sulphur hetero

atom; a cycloalkyl; a bicyclic group and preferably a norbornyl group; a phenyl
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preferably between 1 and 4 ; the group Y" represents a
phenyl group, unsubstituted or nono- or

woabossiokssi t uted with one or nore identical or PCT/IB2006/000739

di fferent substituents sel ected from hal ogen atons,
OCF3, CHO, CF3, SO2N(al kyl) 2, uch as SO2N(CH3) 2, NC2,
S(al kyl), S( aryI) SCH2(phenyI§ an unbranched or

bra cheg unbranched br braFched ? kyne
pci TgRge 1ty 2 %Fcoi%’ BRSNS VR RY NSy BIGra @r g e, carbocycle

ogaaﬁéﬂélréoyde%é‘érmaq) a ke%%|ﬁﬁ‘ éﬁhﬂpﬁancﬁgd A ‘B‘?Qri{éjr?ed Rwer alkyl

hone, "an acet an al co ower al

o@hmrH-lr(g-lcf)(omC( aﬂokﬁlc)a:bemton@( adimy]r)b#ah@(eail onl Braamctied alkyne

CORGT ST Re HRB SBeY Ao ChEs W LR NYRIR PR, Aloms 2
@n@BﬁBVbré?’fch‘e@%tkﬁ(rﬁBrE@ll)/ér)p@!&@@@sﬂtut@@%ﬁ 9%%%4 g?roh’@s‘| .which are

C(cycl oal ze ), an optional subs
lgéher gogehitu drm’treo@@y@n @olusutpﬁtltsﬂedg aep@@lybahkyl kefosedn which

7 nafy EHBL arapfy P o BbBHE 200 eler oty wbstiuted o

CORDDSIHURG DeRkbpRERmehed &iL®saias r h@sm@aﬂbacmbeanched or
or a heterocycle bearing a keto functi on;

branairched eyclisr Biemddaicetier am kynbrepapsd sqrngrarrqudl alkene; a

e iR B e B R R o5P A PENP Pl partioutar o

flaokernargboum aé oaphthy| br Ip@@rhy@rrorhmﬂ‘nh%e@foab kyt| armiidanyorgroup; a
%ﬁsubstltuted W th henc?/ grooups which are either
RR80B5ETAUR: eukeionguH ket efsmaw%@tdlmﬁ%grwmr@rmenoxyphenyl

e al kyl group is branched or
glrtléydncﬁéw *@h@w@}owsubst ituted or unsubstituted
benzopheno@rpup Kbbmpremmmgoramrambﬁns utiedbrstood to mean a
unbr anched or branched or cyclic phenyl alcohol; an

SRBPRIRN S tBHiaby aRMMed al kene; a pi peri dyl group; a
phenyl cycl qagkylk yeiate, aal»f}@lev%?tb' to%'hga'@ cldloalkyl, S-alkyl, O-

particular a fl uoren

p&M/W“cﬁrmhaimthnyangm@pymycdmalry\lo@wps gnemimned ateveohls well as
a et,one .o (S} rrvatlyv ro
i1 B s RERD forolhsts e8aBlan Tl Thm SR e @ asnt patent

ZomeRESESAM 3B é‘é‘rb@ﬁ"dﬂ@m’ssaﬁﬂ%ﬁéf@?&lﬂ 1t grean a
secondary or tertiary amne, The al kyl, al kene,

al kyne, kelikevdseleksiaedenyasiveal kig ungesstegd tocmelaytl any oxime,
E Mmgl Corrﬁlr%@}% phée{@fgl cy&%%aélkylke%rou%oﬁrgnt Ic%rbazone or
semicarbazone group and the thio analogues of these derivatives.

Likewise, by mono- or polysubstituted phenyl and/or
benzophenone groups, it is understood to mean that these groups are
substituted with one or more identical or different substituents selected from
halogen atoms, OCFz CHO, CFs, SO;N(alkyl);, SO:N(CH3)2, NOz, S(alkyl),
S(aryl), SCHaz(phenyl), an unbranched or branched alkene, an unbranched or
branched alkyne optionally substituted with a trialkylsilyl radical, -O(alkyl),
-O(aryl), -CH,CN, a ketone, an aldehyde, a sulphone, an acetal, an alcohol, a
lower alkyl, -CH=CH-CHO, -C(alkyl)=N-OH, -C(alky!)=N-O(alky!) an other keto
derivatives, -CH=NOH, -CH=NO(alkyl), and other aldehyde derivatives,
-C(alkyl)=NH-NH-CONHz;, an  O-phenyl or -OCHa(phenyl) group,
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in the remainder of the description and the clains of
the present patent conprise from1l to 8 carbon atons,

wanweposferably 1 to 5 . Likew se, keto deri vaPCYaB20a6/€)0739

understood to nean any oxi me, al kyl oxi me, hydrazone,
acetal, am nal, ketal, thione,_ carbazone or
senlcarbazone gr oup and t he tHio anal ogues of these
derivatives. Likew se, by nono-_ or onsubstltute

phégloaliyiFOHen sty b @ialkyD e i3 useEpralbod sustituted

%%}O&%@é these groups are substituted with one or
nmore 1'dentical or different substituents selected from

hal ogen at e, kél@F&,ubﬁrIOeniCFFs'% @@Hb@l leglocted from a linear- or
E Hzﬂf % S(aryl), hen% ?1
AT SREriF I R TBhaiz Keiahe 1 kring dadsipie o ehain to comprise

R0, e By e i A g o g
ketomee anaar;élaﬂe,l‘h;&@onea os @rphalkenylaketaoetial whigh the aryl group is
?Jh%@;;ﬁiﬂt?ghér%rn@p}(yWMWtqﬁ_D %g}%(te,rgla}/x)é@tone iIn which the

hetrbdg uniCiEperalaon) mondpgtiiet her al dehyde
derlg\):%tyll E/es b@ Iakwl SIQIH- I—ll-C(]\IHZ an O phenyl or

OCH2(pheth93 @trajabsubxtwmtoranetﬁ%abw\mnsists of an aliphatic acetal
(ORI L LSRR B eSS e

sel ected foppyg Vi n%@resé?ﬁm@r @n‘kafﬁhé?h@' Un@éﬂs@é‘&i't@ mean, in
ket one, it being BOSSI for the said chain to

BaHisHiasea fhedpna stBSBUasH wﬁh 2t alivyl aharybgrownat bgingapossible for

I ket one, an aryl
i TRt IR BE s B itRed B iTURBHY 15 ohten The ary
group is uAsueghidaitied hetero®yties, thebo! dhisdd frobed, to0B hetero
a heteroaryl ketone in which the heteroaryl unit is

B i Bieyaliy FRIY T BXYIRREOTIHEPSEN StABsi t uent
pref erabl yrg Qn?‘l'e?ér%cféle a@u@%ﬂtﬁ’gﬁtt g ?&Ie bl§og.8Ire'c§édngfrom an

fromlto carbon a otlona
byaltiezyie orah icatiazd®oup Y" representi ng a ketone is
under st ood arti uI ar

t e .
substi tut e}ar‘?%ﬂrﬁgaﬁo@PRg'ﬂd%r ﬁ)ry?]”dg%ép ar?tthl@é?n@ which X" is
pORsidl Forhoro hﬁ?ﬁ TEQUPSOEDNIE. SNipREDL u'i\ﬁfﬂcewes.ex“ represents

unsubstituted. As regafrds the héterocycdles,
cwip praferdhlpyanioxyges dtemer o at ons, preferably sul phur,
oxygen or lg'retféprggncompounds (Ila) and (Ilb) are also those in which Y is
selected from a linear or branched alkyl group as above defined; a cycloalkyl
group as above-defined, in particular cyclopentyl or cyclohexyl group; a phenyl
group unsubstituted or mono-substituted, preferred substituent being halogen
atom, in particular chorine; a heterocyclic radical, in particular pyridyl N-oxide or
pyrazinyl radicals; a bicyclic radical such as a benzothiazolyl radical,

Y is preferably a phenyl group at least mono-substituted with
-CHO, a ketone, an aldehyde, -CH=CH-CHO, -C(alkyl)=N-OH, -C(alkyl)=N-
O(alkyl) and other keto derivatives, -CH=N-OH, -CH=NO(alkyl) and other
aldehyde derivatives, -C(cycloalkyl)=NOH, -C(cycloalkyl)=N-O(alkyl).

Y" represents especially a phenyl group at least mono-substituted
with a keto-substituent or an oxime-substituent, or an halogen atom.

Particularly preferred keto-substituent is cycioalkylketone.
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The heterocycle substituent is preferably sel ected
from an oxadi azole or an i m dazole. Preferred

woanpaustdds (Ha) and (lib) are those in which XeCLT/IB®06/000739

selected from-0O, -NH, -CH2- , -OCONH, -NHCO,
-NHCONH-. X" represents nore preferably an oxygen

-atom Preferred corrpounds (Ha)  and (lib) are al so

t hose in ich Y electedfrom i ne
br anched \ggmﬁr @r,eg%r e Scwdaegrq@'bosea F'(S‘aIY yJepresents a

ﬁ%@gﬁ( ﬁﬂ%\é@ 1ef b&%%c%éle Heakhh GUlAb-Gxsigpent yl - or

group; a yl group unsubstituted or
nmono- subst Yetuttdr nme&reed & arebsheénylmky! ketong |nang>danthe alkyl
atom in artﬁewl ar chorin a heterocycllc r.adi

Bietph 1 RGNl Py ITRIA0RToE " 6F  BYAGy ) APl PRNELY s sugstiuted

géﬁy@Héhohgdéq@kon%Jch as a benzot hi azolyl radical, Y
i's preferably a phenyl group at l, east nono-substit ut ed

wi t h - CHO, Particetasiyeprefarrad destwpdé, areGHpmeRdHgDoup unsubstituted or
C(ai k N =NQ( al kyi) and ot her keto
O\/%q/t?%ggeé)%@%@—&/ﬂ NQ(al kyl ) and ot her
al dehyde depé %ahinw&%;s pﬁé(fénafblmlchwro O~ with ny varying from 1
-C(cycloal kyl )=N-Q(al kyl ). Y"_represents, especially a

thefy! PraTei@!at PERST nﬁ@nof-ﬂfsuB@@. che@d A t hearesents  especially
(gt substituent or an oxime-substituent, or an
h n atom Particularly preferred ket o- subst i t uent

i s cycioal Rydiketocaa® Bets HCEGRr DBQCergpounds are
those wherein Y1 1 represents a phenyl t%roup f.used
a car bocycPBOh8ar Pﬁ"g”p@UR@Eo Wlg) p(ﬁ”idon (Ilbyet RﬁrH‘éH”a”y preferred

EFﬁ %[1589 a?(eliﬁjos%ﬁﬂ WhR W%UQL é@teﬁn%oh{‘ AR cfﬁélﬁ e represents -

ranche or cyc
(@Hh @nahﬁyfcsmm;nd:wndsj obémrrophdhanehe aHeért cBﬂerepresents «(CH2)s-
ticularly preferred group Y' are a phenyl group
ubstltut ed or nono-substituted as above-defi ned.

The chai n Ak q,%ugrsﬂl E gp{‘}abﬂ,lgﬁnﬁl—@n - withn

n varying from to 4 . The
chain A" rEm‘fesedlmoe;erbcarm R arg esize)bo@e -defirast with egference to
hal I E%) lis -(CH2)2- or -(CH2)3- . Anpbng conpounds
% YBHY (1ib), particularly preferred
Examples of compounds (lla) and (lIb) are:

— 3,3-Dimethylbuty! 3-piperidinopropyl ether

- 3-Phenylpropyl 3-piperidinopropy! ether

- 3-(4-Chlorophenyl)propyl 3-piperidinopropy! ether

- 2-Benzothiazolyl 3-piperidinopropyl ether

- 3-Phenylpropyl 3-(4-methylpiperidino)propyl ether

- 3-Phenylpropyl 3-(3,5-cis-dimethylpiperidino)propyl ether

- 3-Phenylipropyl 3-(3,5-trans-dimethylpiperidino)propyl ether

- 3-Phenylpropy! 3-(3-methylpiperidino)propy! ether

- 3-Phenylpropyl 3-pyrrolidinopropy! ether

- 3-(4-Chlorophenyl)propyl 3-(4-methylpiperidino)propyl‘ ether

- 3-(4-Chloro phenyl) propyl 3-(3,5-cis-dimethy! piperidino)-
propy! ether
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conpounds are those in which X1 1 is an oxygen atom
the chain AL 1 represents - (CH2)3- and, for conpounds

wohodeawsdba (Na), the chain B" represents - ( CHRLBAB2006/000739

also. In this group, Y' is preferably an aryl group.
Preferred group Rl and R2 are_as above-defined with
reference to fornmula (A). Exaffpl es of conpounds (Ha)

and (lib) are: - 3,3-Dinethyl butyl 3-piperidinopropyl

et her - 3-PhenyBpeeplibrappepeh irddpy @-h§itramshdimethy! piperidino)

3- (4- Cnl or ophen Iaéjoro | 3-piperidinopropyl ether -
2- Benzot hi azol yl r -yy})?géri di nopropyl ether -

- phomyl propyl (e BTG REN SRR PR el Bk
ey prop ot eE PN SR B iy SaRktuLo!per

3- (3-met hylpi pen-HeRQ)-BraRtidies by Bcdrbamatdr opy|
3- pyrrolidinopropyl mgt her 3- (4-FBC]h:bgr ophenyl ) pr opyl

3- (4- et hybpi pe($H{+)N{2- R Dietdtay)butP]-B4righlidinopropyl
phenyl) propyl gé&?,S-cis-dinethyl pi peri di no)- propyl

gt?gré ?(4Chd| ;ﬁrﬁ&tﬁyl)rprppgl r et her
-(3,5-trans-di | i di . |

5 pnepy prony1 Stk red Ly RN ropanemis
N- Pent zl - 3-—Bi Beﬂ'gMgﬁé’ggﬂ"@%@Q"mﬁg{@'-?J-Propyl)urea

(S) - (+) - N-[2- (3p3(DPTRri Iy YArhmd) B rtiidkolBOPT OPY!

car bamat e o _
3- Cycl opentyl - N5(Ripéddipyp&mtlyizmhingl ) propyl ) propa pam de
- N-Cycl ohexyl -N - (1-pyrrolidinyl-3-propyl)urea -
2- ((2-Pi peH di geNitrbyd-jerpipeoidireriesy hp wridihe
5- Pi peri di nopentyl am ne
- 3-Nitro-2-(6-piperidinohexylamino)pyridine
- 2-(6-Piperidinohexylamino)pyrimidine
—_ N-(68-Phenylhexyl)piperidine
- N-(3-(N,N-Diethylamino)propy!)N'-phenylurea

- N-Cyclohexylmethyl-N’'-(3-piperidinopropyl)guanidine

Preferred compounds according to the application of the invention
include compounds of formula (lia);
F;;,“;N——{chain & yam X e zhipin Byl
la)
wherein:
R’ and R? form together with the nitrogen atom to which they are attached
a saturated nitrogen-containing ring
. N
i N C-RERD
N AR

with m ranging from 2 to 8,
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- 2-Nitro-5-(6-piperidinohexyl)pyridine -
3-Ni tro-2-(6-piperidi nohexyl am po)pyridine -

wa-20@+1e333er i di pohexyl am po) pyri m di ne - PCT/IB2006/000739

N- (6- Phenyl hexyl ) pi peridine - N-(3-(N, N-Diethyiam

po) propyl ) N - phenyl urea

N- Cyc[ ohexyl net hyl - N - ( 3- pi per}i di nopr opyl ) guani di ne
gf erred corrpounds according to the application of

tf% G&iNG HGRENASAHY Feh YERBBURIRM AT @byl go01a4)ing d fo § carbon
(a' g wherein: RL and R2 formtogether with the
rogen atomto which they are attached a saturated

mne cn@am”csmeaemfrtgn BN brandtedGRKR Jrowp t-[C i)k andieng ny is 3 ;
from 2 ti "b bei ng i ndependently a hydrogen at om
dpe dPuR yis hiaining 1 to 6 carbon atons, the chai n

'?he SRAiRE'ad afnrm,g CHé@éRglcwpﬁé'h%s éHrBEH a1t§1a| n

where n n Is e grou I's -
ame ugtm@ncﬁédr@prteyéntsormrmmrryg granan, bamsabsmmtedandr trImno- or

roLoS s YETEE wrBE APCHCHRE SeTRaY SopLiiEn S P iesed from
%'afcfg%heﬁionﬁé'bﬁGPgJJe@H@ S@F?S@QNWRW}?%M@E%‘S %@{W(CHg )2, NOg,
such as ( )2, NOZ,

§(arryw ﬁCi‘iﬁ()Blz@@ﬁbr@ﬂ )an@fmc abrarraoched arenscoealkyne optionally

EHPEREAR o PERGT PRty 2RIV By, CHa@tng Kptone, an

keicdde, ansfbBeny den acetdl PAPREcohdN adeleak ,orad"raﬁéh?éﬁ"éﬂkyl group
a |inear or branched al kyI gr oup cont ai ni ngh
CHO, -C (alkyl)=N-OH,

canorinat ors, to CHECHraTHE - @lcanky | YEN=QH]-

éﬁﬂf@f% DR o NI Erppagrgone. an
@-pbignyl- C( cyet oal kyJOGm:henw;( cycl apbliy| ) =N QCadykeldalkyl)=NOH,

-C(cycloalkyl)=N-O(alkyl);

or their pharmaceutically acceptable salts, hydrates, or hydrated salts, or the

polymorphic crystalline structures of these compounds or their optical isomers,

racemates, diastereocisomers or enantiomers.

Preferably, -NR'R? is a saturated nitrogen-containing ring of
formula:

TN
) N (CHR®
\-».__,/

with R* and m being as defined above. Preferably, R?is a hydrogen atom and m
is 4 or 5.

More preferably, -NR'R? is selected from the group consisting in
piperidyl, pyrrolidinyl.

Preferably, the nitrogen-containing ring i) is one of mono- and
di-substituted; more preferably mono-substituted with an alkyl group, such as
with a methyl group.
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or their pharmaceutically acceptable salts, hydrates,
or hydrated salts, or the polynorphic crystalline

wennwscnsfies of these conpounds or their opti caPCT/IB2006/000739

i soners, racenates, diastereoi-sonmers or enantioners.
Preferably, -NR1IR2 is a satura}ed ni t r ogen- cont ai ni ng
ring of formula: i) (CHR)' ' mwith Ra and m being as

defi ned above Preferably, Rs is a hydrogen atom and m .
is 4 or 5 CWrd@‘Q)rt@f@ra’qui?"edNﬁim@Cfr dheesebstbeni®mis(are) in

t [idinyl.
Fglrég g?%@?”mﬁgééé?&c‘?g@%p‘?o éalﬁ%lbngpr/”rg :)I |n>s/ one of

nono- and di - substltut ed; nore preferably

nono- subst | tute an al k rou such as with a
met hyl gr obfE™& YdY Ftr%s%"t%@é%@“b’ggir gast Rgno-substituted

o t%er{a‘rﬂcl?g{é‘n( Stor Sl(érbeéugsﬂ Rt @frﬁéﬁ drp??rcm&é“arlﬁ%%‘?%tr branched

rogen ‘at om era 171 represe
rmhemylalrmampkatonleeaempmemg fsruhnsﬂr tauBedarkidrh atorhal ageoptionally

to ket o; substj t uent ude a line

Befbned oRUTEH | BIEHR ¢ KeCumBRkREIaTS nt r G akylsepne or
af 0 I g I

%ﬁgblgaggki’tgﬁeew;n\gﬁbgnﬁgeyé(g}PEgylegt bsﬁea%rrb’n%y sOb&HBed, or a

@ei&raawehgﬂometone in which the aryl group is

optionally substituted, or a heteroaryl ketone. Mire

preferably, Y' is a phenyl group at | east

mono- subst jowé glzf@réblya Yﬁab%%eﬁgloﬂoupcbplea%thﬂbﬁ@%u bstituted
an aIdehyde

viihal ky hplomeny AR, ) -CJ"@-|:NS. dqetone:r—rzmj( gldghyde, -CH=CH-CHO,
| |
Agéwﬁl_ngjblt% 291 nor a“ﬁr%(é' er #glgyligpec{%gﬂ%%ds arH=NO(alkyl),

LOfoyuloa KyheN G e CYey eetkgl)£ N aalkyl)3- Phenyl propyl
3- pi peridi nopropyl ether - 3-(4-Chl orophenyl) propyl
3- pi peridi nopropyl ether - 3-Phenyl propyl

3- (4- met hy hBL BRI RERPY &t Qe hspect, compounds of formula (Ila)

are selected from:

- 3-Phenylpropy! 3-piperidinopropyl ether

- 3-(4-Chlorophenyl)propyl 3-piperidinopropy! ether

- 3-Phenylpropyl 3-(4-methylpiperidino)propyl ether

- 3-Phenylpropyl 3-(3,5-cis-dimethylpiperidino)propy! ether

- 3-Phenylpropyl 3-(3,5-trans-dimethylpiperidino)propy! ether

- 3-Phenylpropyl 3-(3-methylpiperidino)propy! ether

- 3-Phenylpropyl 3-pyrrolidinopropy! ether

- 3-(4-Chlorophenyl)propy! 3-(4-methylpiperidino)propy! ether

- 3-(4-Chlorophenyl) propy! 3-(3,5-cis-dimethyl piperidinc)propy! ether

- 3-(4-Chlorophenyl) propy! 3-(3,5-trans-dimethyl piperidino)propy! ether.
or their pharmaceutically acceptable salts, hydrates, or hydrated salts, or the
polymorphic crystalline structures of these compounds or their optical isomers,

racemates, diastereoisomers or enantiomers.

According to a still more preferred aspect, a compound of formula

(lla) is selected from 3-(4-chlorophenyl)propyl-3-piperidinopropylether, or its
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- 3- Phenyl propyl 3-(3, 5-ci s-di net hyl pi peri di no) propyl
et her - 3-Phenyl propyl

WG@-200/183346 ans- di et hyl pi peri di no) propyl ether PCT/IB2006/000739

3- Phenyl propyl 3-(3-nethyl pi peridi no)propyl ether -

3- Phenyl propyl 3-pyrrolidi nopr, opyl ether -

3-{4-Chl or ophenyl ) pr opyl 3-(4- et hyI pi peri di no) pr opyl _

et her - 3-(4-Chl orophenyl) propyl (3,5-cis-dineth ¥
pﬂh@émﬁéﬁﬁtbﬁ)adlb/omﬂce@%b@ sals, (myGﬁaT@ﬁopﬁreanraﬁﬁdopw s, or the

h ri t her.
Felr e Iuda Y LR o B PR BETP doticg), isomers,
hyckratiest, siEdstersoonidre opengntiomiers cr yst aI I | ne
structures of these conpounds or their optical
i soners, racemates, diastereoi soners or enantioners.

According tm r§5|¥| 'coﬁgf rﬁi%efa?éﬂﬂdtl'%s?&?ﬁ 1 of2aC BRBAHA utically

of formula (
aac(:éptzalbllenrsmhemryd)mldpysbktmspl plerseth rftmno;tryé egfoerp, aomsisting in
it sphar ma aII acce bl e sal drate
VARETETES, uSRbromRg” o JRarpnacats sbh Miarader oxalate. The
BHSAHIS 6ge o Aithi 87 CHIRRERGGFhd 88 inbS@PBbfopylether |
ir?htgl/cemates dlsastterem sonergr(géheﬁ rﬁ’?ﬁ)ynef@pwefe? pylet o
¢coefeoi@ads are in the formof a pharnmaceutically
acceptable salt and said salt is chosen fromthe group
consi sting in hydrochl oride, hydrobrom de, hydrogen
nal eate or Apedrd 'tb @Xtﬁlrélta%pe'E'ﬂenMﬁﬁ@@Bd)l@rddiﬁpéL%ds ghalogous

3-(4-chl orophenyl per| di nopropyl ether is
e %c@@woux&d&qusgdtl@%?ﬂ Moﬁgmcrlmhemlaazole

o S HE A IS IS L RS s i
ciosTsiondsg fﬁh&@%l ses conpounds having the follow ng

formula (I11) in ich: NRIR2 is either in 3-position
or in 4-position on the p' en% noi ety, Rl and R2

being as defined with r K& to for II)a (A ;
R2"ldenotes a linear ory bra che& al kyl oup having 1
to 6 carbon atons; all n group, a 3-(1

- benzi m dazol onyl ) pro yI gr oup a group of formula
in which:

. NR'R? is either in 3-position or in 4-position on the piperidyl
moiety, R" and R? being as defined with reference to formula (A);

. R." denotes a linear or branched alkyl group having 1 to 6

carbon atoms; a piperonyl group, a 3-(1-benzimidaiolonyl)propyl group; a group

—(CHz)m—XI@
R,

3

of formula

in which njjis 0, 1, 2 or 3, X""is a single bond or alternatively -O-, -S-, -NH-, -
CO-, -CH=CH-or

Ry




10

13

30

in whichnmis 0, 1, 2 or 3, X" is a single bond
or alternatively -0, -S-, -NH, CO, -CH=CH orand

wWe&32006/1035461, CH3, hal ogen, CN1 CF3 or an acyl gPOU@B2006/000739

-COR4 111 , R "1being a linear or branched al kyl group
having 1 to 6 carbon atons, {ycloalkyl group havi ng

3 to 6 carbon atons or a pheny group which can bear a

CH3 or F substituent; or alternatively a group of

formula - GNHRS51 NZ" in which Z2" denotes an O or

S atomor a divalent group NH, NCH3 or NNCN and R5 1"
denotes a |inear or branched al kyl group having 1 to 8
aadboRsﬁtons 4, chHgaIM$bg@noupChBV|@§33 bo Gamcardoy group

can hear a bsti t uent

S BRE AR T Pelit maneanst BaaEs 8V Lot nIing 10 Gigon atoms,
3 r

2 PR LIS NG, (o BBh ol B A @y, e can bear
al &iyd pr greobptitiend; araptermstivelyaalgraum gf foomula
pt ol uenesul phonyl group. Preferred conpounds (lI11) are
those with R1" representi g THEgsbup - CNHR 1 1,
"1 and RN 15 being as abov@ldeﬂ ned and Z"1 is Il ziii
especially O S or NH Preferred group R111 is a
(C3-Cs) cycl oal kyI group Preferred RL and R2 groups
are as above

such conpolth¥ %c?mb eglo,t\fas s or(ﬁru&{a%(ﬂ% i BEQr@gﬁgpfgr%plNH N-

CH, & RiORrant m@"'(m@y@dnnb%@or HHaeeRed %ﬂk @r@uﬁ AHUNG 1 to 8
aspect, a sub-class of conmpounds (A) includes th

carReoLaiam S eyFlerllnd arrep heringwd ﬁ@mﬁrhgnaat@mmwhlch can bear a
ﬁﬂ@rl]ﬁgs%%étﬁu%n?,ogrﬂeg- escﬁ'losa?liy?)sﬁﬂebpoFbrar%he% Jé) C3 alkyl) group,

a phenyl group which can bear a CHj, halogen or CF; substituent, a
phenyl(linear or branched, C4-C; alkyl) group or a naphthyl, adamantyl or p-
toluenesulphonyl group.

Preferred compounds (lll) are those with R" representing the
group  —c—nH—Rll, , Z" and R"s being as above-defined and Z" is

%m

especially O, S or NH.

Preferred group R"5 is a (C3-Cs)cycloalkyl group.

Preferred R" and R? groups are as above-described in formula (A).

An example of such compound (lll) is N'-Cyclohexylthiocarbamoyl-
N-1,4'-bipiperidine (compound 123).

According to a fourth aspect, a sub-class of compounds (A)
includes the compounds which have the following formula (1V), analogous to
compounds disclosed in EP 494.010:

/R’1
R[V—-NC>—N\ (V)
R2

- R' and R? are as defined with reference to general formula

in which

(A
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in which - RL and R2 are as defined with reference to
general fornmula (A); R v represents a hydrogen atom or

wea 2006008546€0R3 |V , in which R3 |V represents (2LTAB2006/000739

| i near or branched ali phati c group containing 1 to 11,

and in particular 1 to 9 ,. ggon atons; (b) a cycl ane
ring-system such as cycl oprop phenyl cycl opr opane,

cycl obut ane, cycll\ppent ane, cycl ohexane, cycl oheptane, _
por bor nane;~ adafan representsr adapdioganeatom or a group CORsY,

ox ane, chl oroet hyl enedi oxynor bormane,
&Hﬁ%&’ F@Fggpgxynor bor nane and the anhydri de group
of hydr oxyear boxyingar or branched aliphatic grOL(J:F contamlng 1 to 11, and
2,2-trimethyl cycl opent anecar boxyl i c aci

b@ﬁ@éwlan%@samsbmtatqnm,ed or substituted at the

araposi ti W L h ar nched aI I phatic u
gont ai ni ng t055 CQJFL%% gh% SK/% | B 8@ WES a%y(9 Bropane
fpalleﬂglevélobdﬂpaaegrdw@b@%he?) ﬂyclaéérwah@ whtieReRtNe | Bydloheptane,

nunber bet ween and 10 , and R4'v regresents a
WEW%‘?@”% n@d%@ﬂéf‘@ﬂesumr%@a@?ma@ﬁr ogaIRE00X3ArbBIREAEe, chloro-

rbc?rY] haPepLeReth r‘?éo‘? %ﬂ?or EXE! QREPHR Gnhydride
po ornan nd

nor adanhnt ane,

@rGup oﬁ’eydmkynambmtyan 2, z-tnm]etr’fmtc&m@ntamdwm@qmradm
unsubsti t u%{gd or nonosubsti t ut fluorine at

a chlorine(@t onf RENEENRY[INGr Hﬂﬁuﬁﬁt't‘geﬁe‘?mwwfﬁ%ﬁ%at athe para-
&)*&b%BHG\W/ﬁhré 'TIQSQF %frtt?r‘én\‘,h@d'élgah%'tﬁ rBQ 56rﬂQ|n%npé)&fé?5% carbon
ac

i ng-position car boxyi 1 rou
BXoms,i as whil eéb With & Yaicgemn; cycl ane ri ng syst em such as

cycl opropans, CYLSBNLER,, Yol SPENANS, YS! SOk e ieen
ghbued UsAd ORNHReBrds¥nts idh cBiafB R@g system such as cyclopropane,
cyclobutane, cyclopentane, cyclopentene, cyclchexane, cycloheptane,
norbornane, noradamantane, adamantane and 6 6-dimethylbicyclo[3.1.1]
heptene; a benzene ring, unsubstituted or monosubstituted with a fluorine atom,
a chiorine atom, a methyl group or a methoxy group; a thiophene ring grafted
via its ring-position 2 or its ring-position 3; a carboxylic acid ester group
COOR;", in which Rs" is a cyclane ring-system such as cyclopropane,
cyclobutane, cyclopentane, cyclohexane or norbornane; a carboxylic acid amide
group of structure CONHRg", in which Rg" represents a cyclane ring-system
such as cyclopropane, cyclobutane, cyclopentane, cyclohexane or norbornane;
a carboxylic acid amide group of structure

in which the group

represents pyrrolidine, piperidine or 2,6-dimethylmorpholine; or an ether group —

O-R;", it being possible for R,V to be a benzene ring, unsubstituted or
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IV represents a cyclane ring-system such as
cycl opropane, cycl obutane, cycl opentane, cycl ohexane

wonrosaokias nane; a carboxyiic acid am de group 8ET/1B2006/000739

structure CONA in which the group represents
pyrrolidine, piperidine or 2, 6- di met hyl nor phol i ne; or
an ether group-- OGR 7 IV, i t2%pei ng possible for R7

IV to be a benzene ring, unsubstituted . _ .
ofeBRBLRAIEYIeduY Y avghierne enfleringatam for disubsttuded mitbra chlorine

j i ' | ori t d with a nethyl
S?@%éwgﬁ%:gaﬂéhg gqeji@ orine atom and w

CHR8 IV, in which R8 IV

represents (@)cCyca ameup i-Co=IREM BUAMics ReY Cleppeiigea cyclane
cycl obut ane, cycl opentane, cycl ohexane, norbomane or

NOtbBYFieRe SUCH) 2% WEOBRRANE, amcibWaRRIpCYIPREraNe, cyclohexane,

2} pi I i ' .niv is a nunber between 1 and 5
a%ﬁb%ﬁ%lné %ror‘}]cfs}tb}ﬁ’{Hu@& a cyclane ring-system such as

cycl opr opan®, cya:bemncmnysanﬁmeIgmole;ﬁlt-lﬂlgiecHgM?Rg’H,emaNHich ny is a
nor b ne r a, henzene.ring, unsubstituted,
ﬁ%%b%rugéﬁﬁn 3daf06# %ha%‘? %shvomﬁéltlaﬁscqncwlaﬁg 0P Sem such as
i 0 or ' it ' t
o OOt PR, (Lol P, o
: SR CirdR) isuRs0twWed/ HiGho-isubatitiutsd piitt & $luarineirdpethlorine atom

3Rty el oSk Suasituuse B PiathSey afe i ch ni v
i's a nunberR'betseRPrdsesla hyanskyB%kenyl group

~
HO”

C=CH(CHz)pyR+o"
in which piv is a number between 2 and 9 and R«", represents a benzene ring
or a phenoxy group; as well as a group
CSNH(CHz)nvRg"Y

- in which ny is @ number between 1 and 5 and Rg'"V has the
meaning stated above.

Preferred compounds (IV) are those in which R" represents the
group CORs", Ry representing especially an aliphatic group a).

An example of compound (IV) is N-Heptanoyl-1,4'-bipiperidine or
1-(5-Cyclohexylpentanoyl)-1,4-bipiperidine.

According to a fifth aspect, the application describes non-
imidazole compounds analogous to those disclosed by Plazzi et al. (Eur. J.
Med. Chem. 1995, 30, 881). '

Thus, another sub-class of compounds (A) comprises compounds
having the following formula (V):

R
N—(CH,)gq7=2"

in which
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I'V has the nmeaning stated above. Preferred conpounds

(I'V) are those in which R v represents the group COR3
wOY006/1RZB46V representing especially an ali phat PCTGBOE000739

a). An exanple of conpound (1V) is N Heptanoyl -

, 4' - bi pi peridine or 1-(5-Cycl ohexyl pentanoyl)-1

, 4-bi pi peridine. According to2a fifth aspect, the

appl i cation descri bes noni mi dazol e conmpounds anal ogous

to those di-scl oR'dahy B aaz s etefidbd \)(/llt?ﬂ#rrefe]rencé\/%I formula (A) in
C&em 1995, 30, 881). Thus, another sub-class of

ﬁ‘;%unds (A) conprises corrpounds havi ng the foll ow ng
formula (V): in whi ;f}%and R2 are as defined with

reference to fofmif inclaimi; qvis 2to5 2Zv
represents NH, Qw0 - XV esgnts a heterocycl e,
(ﬁpti onal |y clong B%S@Qﬁ Qm%ﬁrSne or nore
brachor, ured o RuREes Y SRREba bl mpasp condensea
qumaramgl orleover maldcy| h:ltm;olagimgeme Pﬂaidggned leygenkor sulfur,
Comp v bei ng an heterocycle

'@ng‘@&‘f C@PE ﬁu%fsﬁ“é%gr ﬁsgefmef RE M ehgPLbSekkaabrh lawer alkyl and

or a |ower alkyl. Exanples of conpounds (V)

are *~ 2-((2-Pi peri di noet hyl ) am no) benzot hi azol e
2- ( 6- Pi per Paefesiesxsdrapdurdshanezbose aitbl X’ being an heterocycle like :

N
=8 Galn
S
N
—~<FCO
S

or

" (ve)

with Y representing an hydrogen atom, an halogen or a lower
alkyl.

Examples of compounds (V) are :
2-((2-Piperidinoethyl)amino)benzothiazole
2-(6-Piperidinohexylamino)benzothiazole
4-(6-Piperidinohexylamino)quinoline
2-Methy! 4-(3-piperidinopropylamino)quinoline
2-Methy! 4-(8-piperidinohexylamino)quinoline
7-Chloro-4-(3-piperidinopropylamino)quinoline
7-Chloro-4-(4-piperidinobutylamino)quinoline
7-Chloro-4-(8-piperidinooctylamino)quinoline
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4- ( 6- Pi peridi nohexyl am no) qui nol i ne 2- Met hyl
4- ( 3- pi peridi nopropyl am no) qui nol i ne 2- Met hyl

wa-20®+1p33aer i di nohexyl am no) qui nol i ne PCT/IB2006/000739

7- Chl or o- 4- ( 3- pi peri di nopropyl am no) qui nol i ne
7- Chl or o- 4- (4- pi peri di nobutyl g {2 no) qui nol i ne
7- Chl or o- 4- (8- pi peri di nooct yl am no) qui nol i ne7- Chl or o- 4

-(1 O-pipetidi nodecyl am no).qui pol i e 7-Chloro-4-(1
2- pi peri di Add0BE:Ft(@ARiRIBSE n%@qyﬂﬁmno quinoline

7-Chloro-4 r m@g ui

poli pe 7- Zh(#%lg)gb'% Rg dgélrkg%l&)perl da%ﬁlﬁe?d()poxy ghenyl )
et hyl am noy-Qhibroki( nq3ﬁmpem@inngrdp@xa pﬁenylhnaap)mtmoltriee
anal ogous 1ok REEE- 4T €c R oNBE R AOWEROS AT T Eammo?
anot her SUEE'n@ﬁﬁeOf compounds (A) includes the

conmpounds having the follow ng formula (M): H2)n-
i- Rovi (v]) vvhereln AV| IS selected from

-0- CO NRV, O NR 1Vi -
TRROv T petoidig WRU: noAsPark e ANRIIGHARY dgecribes non-

Wnrdazore é&ﬂmﬁsummaﬂavare aMHISdbUERY thesd BRCRARR iRWO 95/14007.
ferent en there are two or three such groups in

the mol ecuiTBusf aoether a subclasse &fel e@npaundsm(A) includes the

%éﬁ'bp%g@%ﬂ%%&ntggﬁé oa\& 5§J8 @V%I chglr gﬁ:ol;yl and groups

of the faormula_ -(CH2)yvi - where Gv i is selected
from ~(Corav C(]\IRS\/ RAVi, OR3 Vi, SR3 Vi, NR3
V| Rdvi, heteroaryl an
FB R2y; (CH)py—AV=—R", (v
4
wherein:

- A" is selected from -O-CO-NR'y-, -O-CO-, -NR'y-CO-,
-NR"y-, -NR"y}-CO-, -NR'y-, -O-, -CO-NR'y-, -CO-0-, and -C(=NR'y)-NR"y}-;

— the groups R'y;, which may be the same or different when
there are two or three such groups in the molecule of formula VI, are selected
from hydrogen, and lower alkyl, aryl, cycloalkyl, heterocyclic and heterocyclyl-
alkyl groups, and groups of the formula -(CHa)yv-G"', where G"' is selected from
COzR%;, COR®;, CONR®R%, OR%, SR, NR R, heteroary! and phenyl,
which phenyl is optionally substituted by halogen, lower alkoxy or
polyhaloloweralkyl, and yy; is an integer from 1 to 3;

- R?y is selected from hydrogen and halogen atoms, and
alkyl, alkenyl, alkynyl and ftrifluoromethyl groups, and groups of the formula
OR®;, SR% and NR*Ry;;

—~ R, and R%, are independently selected from hydrogen,
and lower alkyl and cycloalkyl groups, or R%, and R*%, together with the
intervening nitrogen atom can form a saturated ring containing 4 to 6 carben
atoms that can be substituted with one or two lower alkyl groups;

—  the group ~(CHa)wi-AY-R"y, is at the 3- or 4-position, and

the group Ry, is at any free position;
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whi ch phenyl is optionally substituted by hal ogen,
| oner al koxy or pol yhal ol oweral kyl, and yVi is an

wonumsgess4brom 1 to 3 ; R2v i is selected from hgdnezes000739

and hal ogen atons, and al kyl. al kenyl, al kynyl and
trifluoronmethyl groups, and groups of the formula O
R3Vi, SR3Vi and NR3 Vi Rdvi ; B3vi and R4 Vi are

i ndependent |y sel ect ed from hydrogen, and | ower al kyl
and cycl oalkyl gmoupsn inegBiromando BAvi together with
the intervening nitrogen atomcan forma saturated

ri ng contaimni ng and aviés ¢&r Boriniggenfronhatto8an be

aroup - (o Bl AR, I MRl RS aulat meanings

and the gr ogpeR2aMy! (ﬁwcﬂldlr@g"‘)’thfef e@kﬁ%bﬁid?ﬁ Iy xdvﬁerafélkoxy) -
integer froml to 3; - and nvi is of an iInteger from

1repEEsents QrdipighRied hﬁ@rﬂ@hasﬁ,, sehuates mxdmﬁ@fbpérqfﬂelrhm\eng from 1 to
t@@ar%'o\ﬁeé}o r&g% , gﬁ‘ﬂ ?A?e (i ncluding the al kyl
o 0X pr

portions esents a straight or

br anched, slaWer atkeﬂth R@)@)il- bepreseatda kewighy of b@éﬂclwetooahphaﬂc
6_carbon ato referably from1l to 4 ; |ower alkenyl
(T eeben. ThalRb SRS aatstl%ﬁitgrﬂneorcajbgﬂﬁ@réérbon double bond

%p?&@@ﬂl?lﬁ%@@ﬂ@%&oub itPHe ond pre er%gba ﬁ%séro%%eRz substitutes)

car bon-to-car
1Y hayang drormi2ttb 6td:mfbbweltcen9 ring that the group R2

bstitute and, havi hg_from?2 to 6 carbon ato
IS(l;WZrI alukyﬁé‘fv ?WVE&\H")QR vik eﬁ?@@éﬁf‘@ 2 spjot thri‘j’rChed aliphatic

h’fy@%ﬁé@%ﬁ'ré@l‘&ﬂ h&vn'i’é’ df Eé‘é@f be& cé%ﬁ% cé}‘%l'\ riﬂp Iatbén%laﬁ:treferably

one carbon-to-carbon triple bond (preferab
doron@ation with the henpere eéng thanthe petupt Re sgbswtuiptdﬁz and having

TS bt bl MaPBocy i i o group having from 6 to 14
carbon at ongylandeha¥bng éiba}tfb%?bll@@?o@pﬁﬂéﬁﬂe'f?orﬁ'6‘% 14 carbon
with all avall able substitutabl
atoms and having at least one benzenmd ring, with all available substitutable
aromatic carbon atoms of the carbocyclic group being intended as possible
points of attachment, said carbocyclic group being optionally substituted with 1
to 3 Yy groups, each independently selected from halo, alkyl, hydroxy,
loweralkyoxy, phenoxy, amino, loweralkylamino, diloweralkylamino, and
polyhaloloweralkyl. Preferred aryl groups include 1-naphthyl, 2-naphthyl and
indanyl, and especially phenyl and substituted pheny!:

cycloalkyl — represents a saturated carbocyclic ring having from 3
to 8 carbon atems, preferably 5 or 6

halogen ~ represents fluorine, chlorine, bromine and iodine:

heterocyclic — represents, in addition to the heteroaryl groups
defined below, saturated and unsaturated cyclic organic groups having at least
one O, S and/or N atom interrupting a carbocyclic ring structure that consists of
one ring or two fused rings, wherein each ring is 5-, 8- or 7-membered and may
or may not have double bonds that lack delocalized pi electrons, which ring
structure has from 2 to 8, preferably from 3 to 6 carbon atoms; e.g., 2- or 3-
piperidinyl, 2- or 3-piperazinyl, 2- or 3-morpholinyl, or 2- or 3-thiomorpholiny:
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aromati c carbon atons of the carbocyciic group being
i ntended as possible points of attachnent, said

woaondnoysasi ¢ group being optionally substitut edCWiIBn04/000739

to 3 Yvi groups, each independently selected from
hal o, al kyl, hydroxy, |oweralKk oxy, phenoxy, am no,
| ower al kyl am no, dil oweral kyl a and

pol yhal ol owsr al kyl . Preferred ar groups i ncl ude

1- napht hyl , eﬁerﬁa rh&ﬁprawtﬁ @da@c OF%@C@‘pé@uP@ww@ at least one
eryl t; nyl e

RS LosiA SLBRRA W RRETY! o BH B! ML s SRR, fovin -

auffisentprushiegradi gelbcalized pi &ladtmgsrto proeices®nistic character, with
fhuori ne lg%hl orine, bromne and iodine; heterocyclic -

BresQaAtie NS{GTORARIG PERHR: BaYIRE ek & arl$1 PERBTRRY 4 or 5 carbon
dabinged goe 0w, P . F%ﬁtﬁﬁdz agds ! V&gﬁ?&?tﬁﬂmébfﬁbr C’N - gr B-thiazolyl,

organi ¢ “groups havi hg "at | east and
iftasr rupti ng a carbocym ic ring structure that

consists o or t fused rin wher ei n each
ring is 5- E (fp H@Fﬂﬂ@ et PFRE W rgg? r Oy @ ZiR¥y Btc.

doubl e bonmefeh% ﬁ&ehﬁgﬂqwaﬂaé é?edzp's - Logdy. whi ch

ring structure has from pr ef er abl 3to
6 carbon ahei@ocycly-alky— mprasents aemeterarqmllc grouy defined above

SUBRGHAZ i ot e b oo Ry hBinlTs Gbinserrinyi-methy, o
qRgadvioh o gyOMpropgy i nqsahnolrmﬁgholmw Rethyl and-of. pglr ét}lpmhgu (3-
i nterrupting rbocyclic ring structure and
Q)(f'fiy]e\:ﬁ'@wylnghf?efhl@my%‘m%@dl ized pi electrons to

d h B th t
et er ocyel [ BeERlE T e GHNB 1D °0h SR G - NR

@refBrreddonpANABENCIAds. thoé?e whérelrﬁm\ﬁrrso’}/blrbend 2, |§r0 1 or 2.
3fury| 2- or 3-thienyl, 2- - or 5-thiazolyl,

2-, 4- or SEinsewEr EﬁﬁyVaﬂJ%erézAanIUQﬁ $-GE-NR v, -O-, and
4 oa r K

2{3’@‘10' qﬁ%ll”ﬂ%se%@wdﬂrﬁf; (’Eakieg rou'f)g H é?’% a¥ d%Hﬁ?%%gﬁyg, and the
&ideethaiocigcpiefembhu @t dbél@@dsmbnvm s:mmpd)unﬂsl Bf farmula VI, one

a k%q pg{@gﬁﬁyl gr%%ﬁ%yf 3s§|e%§e§ a né’h)o|h?/::ng)gerbr opphenylethyl,  4-
bﬁl'otr%}@wgg?ﬁy} W(@aﬁgﬂ{b\ﬂeﬂ%@n%ﬁ#gwthﬂ%% %tﬁyllgbﬁﬁ%mﬁthyl and
A Dy ykDPrEthNRblv is mpm@i@c#adhllqmphﬁm}ﬂhﬁe{m diny other group Ry,
PRLEbItaP RTBRURY LRYHTEH ISR STk drolp. '

Partlcularly preferred compounds are those wherein ny; and my
are each 1, and A’ represents an oxygen atom.

R'vi is preferably an aryl or -(CHz),vi-G"' with GV being a pheny!.

R" and R? are preferably selected as specified with reference to
formula (A).

Another sub-class of compounds (A) comprises compounds of
formula (V1) wherein R’y represents an aryl group, especially a phenyl
optionally substituted with a keto substituent, R, ny;, my and A having the
above-meaning.

The keto substituent is as above-defined in Y'" with reference to

compounds (lla) and (Ilb).
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O her preferred values of A include -0-CO NR 1Vi -,
-0, and -CO-O. In all these conpounds, the groups Rl

woiomressas defi ned above, and the side chai n i BCT/IB2006/000739

preferably at the 4-position. In conpounds of fornula

VI, one group Rlvi is preferably selected from

hydr ogen, 2-phenyl ethyl, Achl <§|lophenyl nmet hyl ,

4- met hoxyphenyl net hyl , 4-trifl uoronet hyl phenyl net hyl

and 4- pyr i &yﬁel@é&aﬁmqmﬁwncd%aé%ﬁ@@emwnw and my, being each 1 and
\C ; any other group Rlvi that is

gﬁegéﬁ@oﬁsgdgﬁgértgmy a hydrogen atom or a net hyl

group. Par tExerized gf porebeungs \tarpounds are those

wherein nvi and nvi are each 1, and Av | represents an
oxygen at o (ARBYYIPherOpN of wip@lidinan-wia)l or - (CH
2)yvi-Gv | wit i being a phenyl.. and R2 are

pr ef er abl ya\é\g"g%%@hgg% "%i'@i'@&"éwwﬁarlpéﬁ‘ Pence to
formul a (A).(35PRé %?L)Lb? & i ds (A

conpri ses co(n'pounrz&gbcj gf%ﬁ%e?@{@%glggl n Rlvi

r epr esent s cafd-Acgtlyipheoory)- es géanainyipigerfesiylxylol
optionally substituted with a keto substituent, R2vi

nvi, Vi aRd@ARCetyiRaenaYy k- (Edoois-aHviipe A oleylol
PP e T B e
t hose WIthaDMLA@étQIp'F%hoKeW-%9-<9§!ﬁ§th§rl\9§/ﬂglr@\ﬁpbp&9loﬁ‘g an

oxygen atom Exanpl es of " ‘conpounds
a- (Acet yl phefdeQyglopepypiapes nydpnendey)yd epiperidino-p-xylol
a- (4- Acetyl phenoxy)- a'-(1 -pyrrolidinyl)p-xylol
a- ( 3- Pheny Ppéop R ropyicash eyl ple rxyproxyf-snethylpiperidino)p
a- (4- Acetyl phenoxy) - a' - (4-nethyl pi peridi no) p-xyl ol
a- (4- Acet yl'phenoxy) - o
a'-(3,5-clg-= dLmlbgﬂomwnﬁfrb&hwp&%de-Q&’-pyrrolidino-p-xylol
a-(4-AcetyIaL) enoxy) - o
a' - (3, 5-f r Ah&-ahiesdlvgnayp2(4 diprsjdinxy| anethyl)  phenyl)  ethan
a- (4- Acetyl_m@ﬂfgy) - a' -(2-nethyl pyrrolidino)p-xyl ol
a- (4- Cycl opropylTcar bonyl phenoxy) -
a' - pi peridi no-p-xyl ol
According to a seventh aspect, it is herein described another sub-
class of compounds (A) including non-imidazole compounds having the
following formula (VHl) which are analogous to compounds disclosed in

Clitherow et al. (Bioorg. & Med. Chem. Lett., 6 (7), 833, 1996) :

PV —|

)\9)\(0}'@

R1\N/(CH2)nvu mvi
mo” O\ (V1)

Cl
in which
—~ R" and R? are as defined in reference to formula (A):

- XYYV and ZY" are identical or different and represent O,
NorS;

- Ny is varying from 1 to 3:

— My is 1 or 2.
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a- (4- Cycl opr opyl car bonyl phenoxy) -
a' - (4-net hyl pi peridino)p -xyl ol

Wa-zo%ﬂﬁ:;&lb opr opyl car bonyl phenoxy) - PCT/IB2006/000739

a' -pyrrolidino-p-xylo

N- (4- Chl or obenzyl ) - 2- (4- plperldlno met hyl) phenyl)
et han -am di ne According to a’sevent h aspect, it is
herein described another sub class of conpounds

(
i ncl udi ng ReniSiRREERIRBIVE2 eodpRANEERIINRA/8NG NMhhés mr@mreguyn‘g

f I V|

i sol oned Frere R BREu R ROMRs iy KeP RBE ey Y ana 2
lsath beiryy K p reBR3eni 9962, 4-dxadwzoph gREJu ind R2 are as
defined in re@erence to fornula (A, - " Yv " and

2 " are i Bt yeiEAt lV@rCQfmwmdéﬁtgl»éﬁmmr@@r@@I@ni ® N or
nvn isp }Z‘@éﬁéﬁ téré)'@%ntﬁoﬁsop’eg 8' rﬁreéhég’cm% é‘é’drfbe:ssanother

preferably , espe
Bub%&a&a‘sewfrceﬂnpwmﬁmh@)analmdlrtgmoemom inidXxolée dmnp@r@swmi/mg the

and, Zzv " Nto represent a

Xl aPgnyla g@éﬂb RN mrﬁsaﬂakoe%scmmtseﬁ% fisclgsggnin WO
ion/0anpl e 130. According to a eighth aspect, the
appl i cation descri bes anot her sub-class of conpounds
(A) including the non-imdazole nds having the
followng formula (VII1), whi c/h/are anal ogous to those
di sclosed in WO 95/ 06837—¥B{l') wherehofgl and R2 are
as defined wittRxefefence to foxgul a (A and"wherein
Av | " is 1) agrO)D\b of the fornmulav( )nviii 1lwherein
mm= 0-9; or B?a group of the formula: R5 VIIl 5
VI

(VI

wherein R" and R? are as defined with reference to formula (A) and wherein
AVHI is
1) a group of the formula (CHz)mvi, wherein myy = 0-9; or
2) a group of the formula:

F?SVJH
_C|:_
RSVHI

wherein  R%;; represents hydrogen, (Cs-Ca)alkyl-, aryl(C:-Cs)alkyl-, aryl-,
wherein aryl may optionally be substituted, hydroxyl-, (C4-Cs)alkoxy-, halogen,
amino-, cyano- or nitro; and R®y; represents hydrogen, (C+-Cs)alkyl-, aryl(C;-
Cs)alkyl-, or aryl-, wherein aryl may optionally be substituted: or

3) a group of the formula:

wherein R%; and R8,, are as defined above: or

4) a group of the formula:
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wherein R5 Vmrepresents hydrogen, (G -C3)alkyl -,
aryl (G -C 3)al kyl -, aryl-, wherein aryl nmay optionally

woeomubsist ut ed, hydroxyl -, (G -C 3)al koxy-, hatogewe6/000739

am no-, cyano- or nitro; and Révm represents hydrogen,
(G-C 3)alkyl-, aryl(C - CS)?L kyl -, or aryl-, wherein
aryl may optionally be substifuted; or 3) a group of
the formula: wherein R5vw and R6v m are as defi ned
above; or 4) a group of the Rgrmula:R 6 VIi. if Bv i"
is a group of the fornula: = ‘s=such that AVNL and Bv
i" together forma group of the fornula: wherein R6

Vi i\i/m_is as defined above; or 5) a group of the

fiol muisea gwhipradithe FBvnwWel s as defined above; or 6) a
group of the fornula: R6 VIII V-C Cif BpMVIII is
a group of the formula: = < suegh that A VIII andr
BVII| together forma group of dhe fornula: wherein
R6v mis as defined above; or 7) a group of the

fornmul a: cHz)cv,| , S(H2)yuvl||] wherein
xMich thatyA'th andB' together fdBwm P groupsdthe femaula: of t he
formula: wherein R5Vili is as defined above; or 2) a

group of the fornmula: if @ge@”&a group of one of the
f ormul as: C=C

/s AN
wherein R® is as defined above: or

5) a group of the formula:

Revm\ ,Ravm

7 AN
wherein R®; is as defined above; or

6) a group of the formula:

fTs\/l!\ $6VJH
ReVlH
if BV is a group of the formula:
7/
=cC
N\

such that A" and BY"" together form a group of the formula:
ﬁGV\!T$6V\I\ /
—C—C=C
| AN
RSV]H
wherein R%; is as defined above; or

7) a group of the formula:

(C HZ)va—-S —(C Hz)va

wherein Xy + Yvir = myp-1;

BV|I| is
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such that A and B together forma group of one of the
formulas: R6 VII wherein RGv mis as defined above;
wonro@)ioas4gr oup of the formula: > - if Xv i" i sSPaTABIOE000739
of the formula: (C H2)Pv]|i such that BVi" and Xv i"
together forma group of the fgrmula wherein pvin =
1-3; or Xvipis 1) a group of the fornmula (CH
2)nviii [ 0o r 2) a group of the
formul a: |fe%ed #ﬂ'oﬂ?{dfthe F%rﬁné”%f the formula: > - such
that Xv i" and Bv i" together forma group of the
formul a: wherein pvm = 1-3; orR QD two hydrogens (one
on the carbon and one on the—r&-t—rogen) or 4) one
hydrogen on the carbon atom and one R7 Vin group on
the nitrogen atom wherein R7vmrepresents hydrogen,
(eergin 6)\al Ryas-defiaegiabiage; or o) al kyl -, or aryl, wherein
aryl may o t ut ed YV|p|sagroup
of the for %tul ad}?@—l%éw ?c’%ﬁ}lév\herel n kvm = 0-2; R4
Vili represents hydrogen, (G - C]/o)al kyl -, aryI(Cl-
G o)al kyl -, aryl, wherein ar§FC Qqay optionally be
substituted; or a group of the fornmula: or a group of
the formula: r -G NR7VIilIR7V]|]

if A is a group of one of the formulas:

R\va FIstm ‘I?evm
/ = or _Cl —_—C ==
RSy

such that A and B together form a group of one of the formulas:

v }?svm
C

R8y i / FIa /
C=C —_— ——C==
AN 17\
RSVHI
wherein R% is as defined above; or
3) a group of the formula:

\ ——
A=

if X"'is a group of the formula:

<CH2)pvm_

such that BY" and X" together form a group of the formula

wherein pyy = 1-3; or

xVIH is
1) a group of the formula (CHy)nviy wherein ny; = 2-4: or
2) a group of the formula:
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wherein XVI1! represents O S, or NH, R7Vili is as
defined as above; R8 Vili represents (G -G o)al kyl -,

wanyle(103d5 0) al kyl - or aryl, wherein aryl may optCraBzbé/g0739

be substituted and wherein aryl is phenyl, substituted
phenyl, naphtyl, substituted ngphtyl, pyridyl. Both

linear and ringstructured conpounds are enconpassed.

The |i near conpounds have for exanple one of the
formulas(Villa) (VII1IDb) _Fig%rred Rl and R2 groups are

as defined with reference Qé_gzrrrul a (A). A conpound

(MII'l) is described in exarrpi a3 and 169. Accor di ng

to a ninth aspect, the instant application describess

af Biibisch gssumbf therfpounlds (A) consi sting of conpounds

having the follow ng fornmula_(1X) which are anal ogous

to those described in WD 97/ }%O;&Z: wherein: Rl and R2

are as defined with reference to fornmula (A) RLix is
GuéhttpalX8" BydmYeabhythet fdtm\Rigebu®BELHRY fofR: hydr ogen

atons may be replaced by hal ogen, and up to four

carbon atoms [and especially HromO to 3 carbon atons]

may be replaced by oxyge@=a(trogen or sul phur atons,
provided that RV does not con(@Hgpgmr—0O O group), R2ic
identical or different, are Hor G to G 5

R L 4(k! i ch one or nore hydrogen atons may
mrgm\?%d 1b§/’n?1ﬁgilqogen, and up to three carbon atons

may be repl&cee bydrogggemnendm tiogearbmn snd pheibnahemitrogen); or
provi ded that R2i c@does not contain an -0 O-group),

mx is frof1G EegRLPRAGGRMRCH glorp andyeyie R vii group on the
piteddeBlom3 to 10 , eg. 4 to 9) R3 LX each X ix group

is independently - ¢c- , or one Xix group is R4,Xx

wherein R'yy represents hydrogen, (C+-Cyo)alkyl-, aryl (C+-Cqo)alkyl-, or aryl,

wherein aryl may optionally be substituted:

Y""'is a group of the formula (CHz)kvii, wherein kyy = 0-2:

R represents hydrogen, (C1-Cyo)alkyl-, (C4-Cs)alkyl-sulfonamide-, aryl(Ci-
Cro)alkyl-, aryl, wherein aryl may optionally be substituted:

or a group of the formula:

X Vil
Il
—C—R8,

or a group of the formula:

X VI
Il

_C—NRTVIHR7\/H1

wherein X" represents O, S, or NH,
R’y is as defined as above:
R®i represents (C+-Cig)alkyl-, aryl(Cq-Cqo)alkyl- or aryl,
wherein aryl may optionally be substituted and wherein aryl is phenyl,
substituted phenyl, naphtyl, substituted naphtyl, pyridyl.
Both linear and ringstructured compounds are encompassed.

The linear compounds have for example one of the formulas



-N(R 4]X)-, -O or -S (provided that this Xi x group
is not adjacent the -NR 2ic - group) and the renaining

W& 2006/1937@6ps are i ndependently R3,x , wherei n PCPIB06/000739

-R3ix is H, G to G alky!, C2 to C6 al ke pyl, -CO2R5
Ix , -CON(R s Ix )2, CR5|X20 R6ic or -ORS I X (in
which R5 ] X and R6ic are H or £1 to 3 al kyl), and R4
Xis Hor G to C6 alkyl. The term"hydrocarbyl", as
used herein, refers to nonoval gnt groups consi slsl ng of
on and h dro en. Hydrocarb ar R d el ude—rvin
al kg &MU NEnd al kyng/ grou\ %S) othuh-%stral gﬂﬁ R
a @I/ ranched chain fongg), cydal kyl (including (VIib)
polycycloalkyl) cycl oal kenyl, and aryl groups, and
conmbi natio h 1f 08k a
& Keny! aryﬁef%frkeyn argbﬁ R %P%@#CA}[? és ac!ié(fﬁ'Leg:r Yith reference to
dychwal(Agnyl aryl groups. A’ carbocycuc group, as the

termis used herein, rises, one or nore closed
chains or f3 po‘\}\Wﬁ é\i'?'gp desaribeatn Péﬁﬁﬁpéﬁs 43¢ e 169,

atons. | nch‘é?&%rﬁ y?%'ﬂlrﬂﬁ %@t yﬁrtﬁe % ‘é)ﬁ?'aka@'@it%‘ﬁpéescmbess a

(such as cyclopro cycl cyc
Sybtadhesk pf mndpmd’admmAylc)qnsgltiogpsf comp@lumdsghbmhg the following

el T 815 o p@%?&%ﬁqs& aiRRd (R 29002

phenyl , naphthyl, indanyl, Horenyl (1
, 2,3, 4) tetrahg(dr onapht hyIRz,,a denRPmand i soi ndenyl ).
The term " aryl™ \i‘ eig.1oyrefessto gpgmatic

carbocyciic gr@ﬂbs |HEV |ng"those menti oned "above.
When reference is nmade hereingto a substituted
carbocyciic group (such as substituted phenyl), or a
suHeséint ut ed heterocyclic group, the substituents are

preferably ﬁrom 1,to 3 in nunber and selected from0G
to CB R' and R* are as defined with reference to formula (A)

R'x is Cs to Cag hydrocarby! (in which one or more hydrogen
atoms may be replaced by halogen, and up to four carbon atoms [and
especially from 0 to 3 carbon atoms] may be replaced by oxygen, nitrogen or
sulphur atoms, provided that R"\x does not contain an -O-0O-group),

R%y identical or different, are H or C4 to Cys hydrocarbyl (in which
one or more hydrogen atoms may be replaced by halogen, and up to three
carbon atoms may be replaced by oxygen, nitrogen or sulphur atoms, provided
that R%x does not contain an -O-0O-group),

mix is from 1 to 15 (preferably 1 to 10, more preferably 3 to 10, eg.

4 to 9)
R3|X
each X group is independently — L or one X* group is -
Réx
-N(R*x)-, -O- or -S- (provided that this X* group is not adjacent the -NRZy-
group) and the remaining X* groups are independently F|i3,x , wherein

_?.—
Réx
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alkyl, G to C6 alkoxy, G to C6 al kylthio, carboxy,
C to Ce carboal koxy, nitro, trihalonethyl, hydroxy,

wamosap3sds to C al kyl amino, di (G to C6 al kyl) agrmB2006/000739

aryl, G to C6 al kylaryl, halo, sul phamoyl and cyano.

- The term "hal ogen", as used herein, refers to any of

fluorine, chlorine, brom ne angdlodlne Preferably

%df@aﬁkéﬁl egf éﬂ*&vfl Eggszi/_l% ggk?é}/ﬁyq%Z%Elx’t @Q%(R lx)z‘ ‘CR x2ORx or
g:rdﬁf’ AYAVYR RO r]oaR k ofd ﬁaﬁ% €8 t@%yélkgﬂgda RURSE I EAC, to o
taky3 aIkyI In certain enbodi nents, -Xlx mc . is a

Cl to C8 alkyl ene a butyl ene grou
I ncl uded in e%?.hﬁ(ﬂ?@@ﬁb@ﬁ 8F eUsHY INSERAt d?ﬁirﬁg’fo monovalent

Hreups &W%ngsopbgf%'ny?ﬁ&‘bn?d&&%‘éc@g‘-lgar%% @prg‘y’chus include

and substitu napht h al ky
gﬁlbwpellqeﬁlubrarmisakkyrmwcgmum Ginobyth straight and branched chain forms),

RO TR ThgkeValRakvn C digalidh BB rao! "Groups, and
heriisihBtiBh d>f5 tﬂe Oforé%lﬁﬂl s'u’éh' BsHafly| : té’lk@ﬁylé WiYlalkynylaryl,

gix is fromO |X|sacarbx
Syesalieviayd %‘@r%@&gﬂﬂ(&rwaml@r@upwcl ic or subst i tuted

T T L
Gr rh@rec@lobﬁdrcﬁéhh@dﬂfln sCGivhich é&\sﬁ’étkéﬁtlfﬁéﬂWo@&?dd?Vétoms Included
aryl Cto C6 alk substi t ut ed aryl

an th gnﬂ%%a@ﬂoa@/nycmgwpﬁdsnyfm raégefﬁlopcmmcnmmu(wlchbpentyl
WRIRIRy R 3dBmARRHP gttt rafihg BStheaikl and cycloalkyl moieties
(such as adamantanemethyl), and aromatic groups (such as phenyl, naphthyl,
indanyl, fluorenyl, (1,2,3,4)-tetrahydronaphthyl, indenyl and isoindenyl).

The term "aryl" is used herein to refer to aromatic carbocyclic
groups, including those mentioned above.

When reference is made herein to a substituted carbocyclic group
(such as substituted phenyl), or a substituted heterocyclic group, the
substituents are preferably from 1 to 3 in number and selected from C, to Cq
alkyl, C1 to Cg alkoxy, C4 to Csg alkylthio, carboxy, C to Cg carboalkoxy, nitro,
trihalomethyl, hydroxy, amino, C+ to Cs alkylamine, di(C+ to Cs alkyl)amino, aryl,
Cs to Cg alkylaryl, halo, suiphamoyl and cyano.

The term "halogen", as used herein, refers to any of fluorine,
chlorine, bromine and iodine.

Preferably, R%x is selected from H, Cs to Cg alkyl, Cs to Ce
cycloalkyl, C4 to Cs hydroxyalkyl, Cs to Cg alkylhydroxyalkyl, aryl C4 to Cg alkyl
and substituted aryl C1 to Cs alkyl. For example, R%x may be H or C+ to Cs alkyl.

In certain embodiments, -X*x. is a C+ to Cg alkylene group, e.g. a
pbutylene group.

included in the definition of R’ are aryl-containing groups (such
as phenyl, substituted phenyl, naphthyl and substituted naphthyl), and
(cycloalkyl)alkyl groups (such as cyclohexylpropyl and adamantylpropyl).
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represents an optionally substituted phenyl, are
preferred. Preferred groups Rl and R2 are as specified

wonods/wefser ence to fornmula (A). An illustrati veCceasaops/ann73o

is conpound 173. According to a tenth aspect, another
sub-cl ass of conpounds (A) is;described that conprises
conpounds having the following fornmula (X), which are

anal ogous to _.conpournds. di scl gs In et al.

( Bi oor g. &lsli\%%r_a gﬂ‘n’x IE%tqrp!JBé)??h€¥olr§£h% 1 998)):
wherein: - Rl and R2 are,as defjned with reference to
formula (A); - RlXisl%@r *x- R2 is selected from
a phenyl optionally sthsijttt(Gd)yitR'4xhal ogen atom
preferably chlorine, a (& C 4)al kyl, a (G -C4)al koxy,
(m3reiCF3, NCO2, NH2; or a CH2-phenyl optionally
substituted as above-specified;- nx is fromQo 3 . n
is preferabkys @.0'R2 is preferably a phenyl group,
especi al | yo& nQno- [ phenyl group, Preferred
RL and R Rr @ngggggg:\?éégﬁ;géﬁ&i ed for for rrﬁl a (A).

Conpound 15&43’ fronl DtisYrati ve of conpounds (X).

According to an el eventh aspect, the applicatijon ,

descri bes Romi rf dazeR@O¥WHE0 FYPSTIIEE hCAPECKRI JRRsgEoCYClic or
[ i 6/ 38142. Thus, another

ég%gtgﬁggsﬁééﬂgg%%wggv& is directed to conmpounds

havi ng t heRF%gl isowidepehdentl) aclextad frohert &1 tarts BRyar@ to Ce

Syswdefilfﬁﬂ(t%g hygonva Ry o G %Mgmﬁl & &, b alky
] - i 2 loHOCH 2- , or -OC
?%Qg‘é?tgfeﬁ %i;éﬁé,‘co N:g?E,IEENl' H( CHB) ,(ﬁlj(_DCI—B)Z, oH OB,

or SH. R2 Preferably, R"*x is hydrogen.
Compounds (IX) wherein R'ix is a group =NH-CH,-Ph where Ph

represents an optionally substituted pheny!, are preferred.

Preferred groups R' and R? are as specified with reference to
formula (A).

An iliustrative example is compound 173.

According to a tenth aspect, another sub-class of compounds (A)
is described that comprises compounds having the following formula (X), which
are analogous to compounds disclosed by Wolin et al. (Bioorg. & Med. Chem.
Lett., 8, 2157 (1998)):

| R\N/{/M

wherein:
- R" and R? are as defined with reference to formula (A);
—  Ryis Hor CHg
- R? is selected from a phenyl optionally substituted with a

halogen atom, preferably chlorine, a (C4-Cy4)alkyl, a (C-Cs)alkoxy, CFs, OCF3,
NO,, NHz; or a CHz-phenyl optionally substituted as above-specified;
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X1 is hydrogen or a nethyl or ethyl group; R3 Xl is
hydrogen or a methyl or ethyl group; pXi is O 1, 2,

W0 20064103546 or 6 ; and Rix i is selected from t ReTGBIOE000739

consi sting of C3 to C8 cycl oal kyl; phenyl or
substituted phenyl; decahydron phthalene and

oct ahydr oi ndene; or Rix i and i may be taken
together to denote a 5,6 or 6,6 saturated bi cyclic
ring struct‘ure WRéNfrow @1a 8. NH O S, or S2.

?Lﬁ&g abl y &%@?QMQN]S_U%Z |£ odr%(r@\%%}ogﬁ@w Qrcviusp, especially a

@ﬁf@ubsﬁt@@-}aﬁ’eny,l grda?CH2- OH)CH 2- , or
- - | ,
OCH3, or SHrefered E%L[ag%d @&f@@é@@veasmw|906formw9|< A).
R3 t Ryl
group; Oédmgéuabg@w%emug%atw&t% y; 9orup;
sel ect ed frﬂmmtmﬂg gow.rpetaveswmtaspgctofthé a)ppﬁaatﬁcm %scribes non-

oal kyI pheny r substituted phenyl ; , ,
Hét 18 c190 Eé éec‘ﬁh roﬁéﬁ)htal*?&‘hj‘%ﬂﬁélSanHD (ftlyose disclosed in
q/q@aéel/gg%@_dene or R x i and Xx | may be taken
together to denote a 5,6 or 6,6 saturated bicyclic
ri ng structlinue, warothax sulrataste diHEOMpmun8s KAJ eis directed to

preferably t he, pre ent |nvent| prOV|des conpounds
WREIROURKS; ”%Vg‘g‘iﬁ Kiefo- " - orect .
-COCH2- , -CH2 ,or-C"C—XX||sH,
CH3, NH2, NH(CH3) . )2 Q—|100H3 or SH Rx i 2is
hydr ogen or a 3 or hyl group; Rx i 3 is

hydr ogen or a ojA%et QIHZWOUP (XD

e
RZX]

where R" and R? are as defined with reference to formula (A);
where AX! is -NHCO-, -N(CH3)-CO-, -NHCH,-, -N(CHs)-CH3-, -CH=CH-,
~-COCH3-, CH2CHj,-, -CH(OH)CH_z-, or -C=C~:
XX is H CHa, NHa, NH(CHzs), N(CH3)2, OH, OCHj, or SH;
R, is hydrogen or a methy! or ethyl group;
R:' is hydrogen or a methy! or ethyl group;
n"is 0, 1,2, 3,4, 50r6; and
R is selected from the group consisting of Cs to Cg cycloalkyl: phenyl or
substituted phenyl; decahydronaphthalene and octahydroindene; or
R and X*' may be taken together to denote a 5,6 or 6,6 saturated bicyclic ring
structure when X*'is NH, 0O, S, orSO;.

Preferably for compounds of formula (X1):

A* is -NHCO-, -N(CH3)-CO-, -NHCH,-, -N(CHa3)-CH,-, -CH=CH-,
-COCHz-, -CH2CH3-, -CH(OH)CHz3-, or -C=C-:

X*is H, CHa, NHz, NH(CHs), N(CHs)z, OH, OCHs, or SH;

R2* is hydrogen or a methy! or ethyl group:

Rs* is hydrogen or a methy! or ethyl gorup:

X5 0,1,2,3,4,5,or6; and
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nx I isoL 1 2, 3, 4, 5, or 6; and Rx ii is
sel ected fromthe group consisting of (a) C3 to C8

woyaileonadiayl ; (b) phenyl or substituted phenyl ; pCT)B2006/000739

het erocyclic; (e) decahydronaphthal ene and (f)
oct ahydr oi ndene; or Rx ii and i may be taken
together to denote a 5,6 or 6,6 saturated bi cycl iC

[ whe NH1 01

or ofer ably i praedse fRPerRoIpRANSS Ehufals Co to Cs
: 1

@@%’%nd b&e Qﬁ?ﬁw & - nxt%trtut&f gényhl' (@5”; O'Ez‘?tgtgﬁ'yc“c ()

are H
ideoshydioneghthatana ard ¢f ostahydnsndgimgrof (a) C3 to C8

| oal kyl ;5 &b r stit ted hen
ﬁgfe?gcy%:/l i k %‘85 ggc%%ﬁrsugﬁﬁm E\nt& (iﬁj’\%gg a 56 or 6,6
Qe @Ay @ﬂo?@i%ﬂﬁwg audtlureiwheANd dn be'mé( Geof gken

together to denote a 5,6 or 6,6 saturated' bicyclic
ring st ructMare nmtaﬁabdx thej ;srememanvmtlcm profvédesecompounds

"substitut AV r ef a phenyl
gr oup substW}eP%% 'Sy mﬁéﬂ% @ Qlt}ff)as al kyl ,
haI ogen, and:mo;Hzrre.td]W-]gngm@a{)gng @ps=Clhe term

"alkyl" refgrs to_ straight or hed chai n radical s.

Repr esent alx| v'é Foxalitp | N2, oNHéFI)*Plg/ N@@HBI)BSOI}-h@@U{Gy or SH;
e R4 OB A

sec- butyl
li ke. Conpoﬁﬁ‘dss hydjr)og\dmeasr&a methylloﬁs ettiyitigfdtip,or - G, Xx
I, Rz X1 apd 1areeachH1nC||slandR|X|

is a C3- CS”C)J%IOOAI kyP 42 O'&s386i al |y preferred. R1
and R2 arepyr, efser%ki’ééf %ekrﬁﬁwt &fle 2§ vnsidingat?ddne, 1o s

reference to for
cycloalkyl; (b) phenyl or substituted phenyl; (d) heterocyclic; (e)

decahydronaphthalene and (f) octahydroindene; or

R¥, and XX may be taken together to denote a 5,6 or 6.6
saturated bicyclic ring structure when X*' can be NH, O, or S.

Most preferably, the present invention provides compounds

where A¥' is -CH=CH or -C=C-;

X*'is H, CHgz or NHy;

R.X' and R3" are H;

Xis 1,2, or 3

R is selected from the group consisting of (a) Cs; to Cs
cycloalkyl; (b) phenyl or substituted phenyl; (d) heterocyclic; (e)
decahydronaphthalene and (f) octahydroindene; or

R* and XX may be taken together to denote a 5.6 or 6.6
saturated bicyclic ring structure when X* is NH, O, or S.

The term "substituted phenyl" as used herein refers to a phenyl
group substituted by one or more groups such as alkyl, halogen, amino,
méthoxy and cyano groups.

The term "alkyl" refers to straight or branched chain radicals.
Representative examples of alkyl groups include methyl, ethyl, n-propyl,
isopropyl, n-butyl, sec-butyl, iso-butyl, tert-butyl and the like.
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Representative particularly preferred conpounds are
conpounds 177, 178 or 179. According to a twelfth

waspscn3s4st is herein described non-im dazol e eompB2NEa00739

whi ch are anal ogous to those disclosed in WD 96/ 38141
These conpounds have the fo}lowi ng formula (XII):
where R1 and R2 are as definedlin reference to fornul a

(A, where . R2 X é&‘?o e |or hyI or hyjx| X|

group; R3 &e p:?“é‘d%y&g % F{/n%“t eé uplRz and

'F%X' ark £aBn H, by B 1 aBd'RA is 2Ca- CQrcyéloalk?/mdarB'es?ema!ly% preferred.

sel ect ed erm{he group consi sting of

cycl oal kyl R" @by Rhany brafatadiyi seleciédors aboveyndiertedrin reference
e s such as a hal ogen atom a |ower al kyl or

E%/f:q[?g’ C/:ﬂ; a trifluoromethyl, aryl, alkoxy,

a- al kyl OXbeFbéserﬁéWéJMr‘uchatrlS/Oprefé?Féﬂ’|corr?}idﬁaaﬂ§yére compounds

aroyl, aryl al kanoyl, am no, carboxam do, cyano,
éW 18%Pri A, al kyl al koxi mi no, aryl oxi ni no,

2ur%’g:rg§%’a}a\§%+rgﬁg¢§hﬁ%/ef@\l %%d%’?g %ullwgrtgf\mdggcnbed non-imidazole

@@ﬁmuwﬁ@yclmldhyl @tbkyl epslpgoys al kid , chbbeal kakglosed  in
aryl al k I or oxime group, or two substltuants t aken
é 144t h the carbon atons of the phenyl ring to
which it r g‘%{ d or
unsat ur at e‘ghélé@ggn{rp%u%gﬁzag%éﬁer fsr? §ﬂ3rﬁﬁflﬁ§ﬁ I)e( d)
het erocycli c; (e)Rdecahydr onapht haI ene and (f)

oct ahydr oi ndeﬁe, t he prow $0s that vvhen

H Ax " can be » AX! ) - “bO\I(CH
3)-, -CHECH, G, |[-CH -NH-, - -N(CH3)
-CH(()—|)CH 2- , -NH CR,2- xxi+N(CHs) - CH2- -CH20,

-CH2S-, or -NHCOO-;whén Xx " is NH2, NH(CH3) ,

ufq%é%hz anw%ggﬁe%ﬁgiérﬁ% Cgﬁznul%'ﬁg be

|s@(:ﬁ3}dirﬁgen w@—méworethywi(o@ﬁ)CH 2- , or
t aken toget her denote

5% ao*evcﬁoee@gf sty B EUd e ne
X”|so 1,2,3, 4,5, or6 and

RX!" is selected from the group consisting of (a) Cs to Cg cycloalkyl; (b) phenyl
substituted or not by one or more groups such as a halogen atom, a lower alkyl
or cycloalkyl, a trifluoromethyl, aryl, alkoxy, a-alkyloxyalky!, aryloxy, nitro,
formyl, alkanoyl, aroyl, arylalkanoyl, amino, carboxamido, cyano, alkyloximino,
alkylalkoximino, aryloximino, «a-hydroxyalkyl, alkenyl, alkynyl, sulphamido,
sulfamoyl, sulphonamido, carboxamide, carbonylcycloalkyl, alkylcarbonylalkyl,
carboalkoxy, arylalkyl or oxime group, or iwo substituants taken together with
the carbon atoms of the phenyl ring to which it is fused form 5- or 6-membered
saturated or unsaturated ring or a benzene ring ; (c) alkyl; (d) heterocyclic; (e)
decahydronaphthalene; and (f) octahydroindene;

with the provisos that

when X* is H, AM can be -CHyCHz-, -COCHy-, -CONH-, -CON(CHa)-,
-CH=CH-, -C=C-, -CHz-NH-, -CHx-N(CHs)-, -CH(OH)CHz-, -NH-CH.-,
-N(CH3)-CHg-, -CH,0-, -CH>S-, or =NHCOO-;
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structure Xx " can be NH, O or S. The term"al kyl" as
used herein refers to straight or branched chain

woadictiadse deri ved from sat urated hydrocarbons BgTaB®06/000739

renoval of one hydrogen atom Representative exanples
of al kyl groups include nethy et hyl, n-propyl,
i so-propyl, n-butyl, sec- butyﬁ i So- butyl tert- butyl

dt J i r st p ny

R G RIS Ue T S Fi it 55 SoRG oy can be
Q a | . - aa}_ﬁxq e - - -

gﬁﬁ%%n@%bgﬁgg ﬂ]e bérmNt%':-@ycﬂFd al ky Hngés:bgfé%zd CHZCH,-
heHéDH) Cehere -CaCan andgani ¢ conpound havi ng two ring
tce ed to an al ky] group. They may or ., .
T B Eand 12 o gt Seiills Arahinet searaiag tevclic ring
%yggttulré MedaRheONE, @ ofere groups. Representative
bi cyclic al kyl groups I ncl ude adanmant hyl ,

decahydroné‘@l&t teime falkylh chsn osbdrhvarein ratees dgcstrgjgkntpandoranched

SRR MR, TPt | % BISLELEL B SBuel of e
@%ﬂéﬁg@@ﬂd@éggﬁcﬁ@@regéﬁ@m% e&@h‘!ﬂiésao{ él)}é)l)(lb grdIME@rlﬁcléﬁe Méshyl, ethyl,

NHCOO-
RPTRPYlaif®- R rab@tsteﬁabu“tyh |§o@utxﬂ tegt-brtys andrhesike.

Icf,nggﬁlng:e(iﬁh e%e@ﬁbsﬁt@teysjgﬁ%hghta% ggi@lél_relglrr%f%ﬁéo a phenyl

BOUS' subBBtXEd angl ofe 'or anereeagbues pasdhaldsy akyhydaiegen, amino,
atom ncii is preferably 1 and R x " is especially an

mqgqu)xyg ,a&gipcyano groups.

The term "bicyclic alkyl" as used herein refers to an organic
compound having two ring structures connected to an alkyl group. They may or
may not be the same type of ring and the rings may be substituted by one or
more groups. Representative bicyclic alkyl groups include adamanthyl,
decahydronaphthalene and norbornane.

The cyclopropane attached to the NR'R? moiety is preferably in
trans configuration.

More preferably, it is described compounds of the general formula
(XIly:

where A'is -CONH, -CH=CH-, -NHCOO-, or -C=C-;

X*"is H or NHy;

R and R*' are H;

n'is 0,1, 2 or 3;

R+ is cyclohexyl, pheny! or substituted pheny!.

In compounds (XII), A*' is especially -CH=CH- or -C=C-:

R, Rs" and X*" are each especially a hydrogen atom:

nxu is preferably 1 and R¢*"

is especially an alky! group.
R" and R? are preferably selected as above-indicated with

reference to formula (A).

Representative example of compounds (XII) is compound 180.



10

13

Rl and R2 are preferably sel ected as above-indi cated
wth reference to fornmula (A). Representative exanple

wohowaepasnds (Xl 1) is conpound 180. Accor di ng POTAB2006/000739

thirteenth aspect, to the instant application
descri bes non-im dazol e conpoynds anal ogous to those
di scl osed in WD 95/1 1894. Thus, the sub-class of

compounds ( c rj ses gonpounds having the following . .
Formil s (ACPHReie s Rl RESARE: A® dBfi et 1 fPplicatior
[RBFIS8S endrRirhibEdIbacbrbonhgs ehRalbYolis thStHedé @isclosed in WO
CH2-CH2, Zx i" represents sulfur (S) or oxygen (O,

T EUbly O Xxmis Qor 1, nxmis an integer from Qo

6 , and R2 " .represents a.substituted, or .

insubst i 1 utol® TRETUERASR O THRHRACH ENacRMEriese compounds
Pty mfe faRowdgdbeutiiagX]ipar bon atons, a substituted or

unsubstituted carbocyclic group of up to about 20
carbon atons includizng nono and bicyclic noieties, and

a substituted anllunsubstituted aryl group of up to
about 20 car bOn anonBy (k. apys. ¢onkinati on of
above- tioned gﬁoups%cgo)?lﬂsal2 rg‘”‘t Rereof and with the

substituants DRg represented by one or nore gI‘OLtF@”)

such as g | ogen atom a lower al kyl or cycloal kyl,  "a

trifl uorfdnet hyl , aryl, al koxy, a- al kyl oxyal kyl,
kanoyl , arayl, aryl al kanoyl,

e R R AT g daiRa v &1 rrpisomcormuld ()
I i @ ~ Xllax , (Bl
ket 670 o8 9 dgxom nox e ygionralink. o) botboen (0)
paefecatzlpiQ eXx  ciarthomy | reyids @al ikidger dloky DeaBbonyl al kyl ,
b , [ al kyl .. [ , ot .
il L e T o o v
CREiIPARDYErolibn u‘p%\(’?yo‘&'ﬂ 20tcdrBoh %ﬁﬁsfeﬁ’ﬁ%sﬁﬁut@% or unsubstituted

6- rrerrber_ed sat urated or unsat urat rorng or a nenzene .
Icarzpeyehc grayre of tip do eatimodi2PecarpoR2atXis inaindimgpmesenasd bicyclic

NI, YN TN ST VI, P T P
caBdrCaldres, 2r anypssmbitaitibhks- addveRAentioned groups, or salts thereof
and with the substituants being represented by one or more groups such as a
halogen atom, a lower alkyl or cycloalkyl, a trifluoromethyl, aryl, alkoxy, o~
alkyloxyalkyl, aryloxy, nitro, formyl, alkanoyl, aroyl, arylalkanoyl, amino,
carboxamido, cyano, alkyloximino, alkylalkoximino, aryloximino, a-hydroxyalkyl,
alkenyl, alkynyl, sulphamido, sulfamoyl, sulphonamido,- carboxamide,
carbonylicycloalkyl, alkylcarbonylalkyl, carboalkoxy, arylalkyl or oxime group, or
two substituants taken together with the carbon atoms of the phenyl ring to
which it is fused form 5- or 6-membered saturated or unsaturated ring or a
benzene ring.

In a specific embodiment, R*"

can represents a disubstituted
methyl, such as but not limited to dicyclohexyl methyl (-CH(CsH1+)2), diphenyl
methyl (-CH(CsHs)2), and the like. If R is tert-butyl, cyclohexyl, or
dicyclohexylmethyl, Xy or nx must not be 0. If R,X'" is adamantane, the sum

of xxj1 and nxj; must be greater than 1.
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XI" is tert-butyl, cyclohexyl, or dicycl ohexyl nethyl,
Xxmor nx In nmust not be 0. If R XI" is adamant ane,

woOheresiosa46f xxm and nxm nust be greater than 1PCWIB2006/000739

preferred enbodinent, Dx i" is CH2-CH 2, resulting in
a piperidine ring structure. kHowever, it is
contenplated that Dx i" can be CH2, -yielding a

[ di ' ' t h e di : :
BT can b3 oSl B BT O e A Jasdiine I 2
nEvdretiesl rivgt strostvied. eHoivekegnie iglidohagehted Ahat SBECEdn e CH,,

enbodi ment, a tetramet hyl ene bound to the amde or .
Vi Bigeed dYgobdipe BngsdaicteerRrygblanotheryembedingyl Br can be

S ShPuRe o DEEPIIAS SRR RerhB BB TRLE RN Rir one

tréttogamet hyl ene cycl ohexane (cycl ohexyl butyl) is bound

to an am de. Althgugh specific hydrophobic al kyl and _
aryl groupd ASPECHEMRERITSH ol ISR BY IeP R ta kg pmide or

| bli O t [ i
R e i Ly
ianvidatar carbafhateevid #ied sirbight ohaiheallst gpmupofin ehepaaifid ambodiment,

[ t . Th R2X 1" can be one or nore bul ky .
IRHRTRINERE BN (QhavEaves bALRE o dbiide. Although
; hiRV ' t ti n
S58SEE FlUS oY ERy| ang g, BHs DS, AU rtfes, ore o
Ergisandsil inihe ad vélseoogmizaithatitherenareemaogti passihle Ry drophobic
éléogés‘f’foﬂge%hﬂé Ipc?rdﬁgiélémg? a'f grp%m@y%!r?ti%ms?é %Jlov{/iﬂﬁn ?}Qg scope of
khd rstd®d ipvdntioand R4 X |" can be the same group or -

n anot her enbodi nent, R2

di fferent %roups. .
h can be one or more bulky substituent groups. As

us, R2x|h
stated above, in a preferred aspect of the invention, the bulky substituents are
removed from the amide or carbamate group on the piperidyl, by increasing
nxi. In one embodiment, R\" is CHR:X"R" in which nyy; is 3 or 4 and RX"
and R are cyclohexyl, phenyl, or the like. R:*"" and RX" can be the same
group or different groups. In another embodiment, R*" is decalin or

adamantane or the like. If R,

is adamantane, preferably ny, is greater than 1,
but the sum of xxy and nxy must be greater than 1.

As used herein, the phrase linear chain or branched chained alkyl
groups of up to about 20 carbon atoms means any substituted or unsubstituted
acyclic carbon-containing compounds, including alkanes, alkenes and alkynes.
Examples of alkyl groups include lower alkyl, for example, methyl, ethyl, n-
propyl, iso-propyl, n-butyl, iso-butyl or tert-butyl; upper alkyl, for example, octyl,
nonyl, decyl, and the like; and lower alkylene, for example, ethylene, propylene,
propyldiene, butylene, butyldiene, and the like. The ordinary skilled artisan is
familiar with numerous linear and branched alkyl groups, which are with the
scope of the present invention.

In addition, such alkyl group may also contain various substituents
in which one or more hydrogen atoms has been replaced by a functional group.

Functional groups include but are not limited to hydroxyl, amino, carboxyl,
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XI" is decalin or adamantane or the like. If R2Z XI" is

adamant ane, preferably nxmis greater than 1, but the
weumenh3dEm and nxm nust be greater than 1. AsPUTAB2006/000739

herein, the phrase linear chain or branched chai ned

al kyl groups of up to about 2Q carbon atons neans any

.substituted or unsubstituted acyclic carbon-contai ni ng

%ﬁﬁ% es Bfe Cq&;%lna %%bggrﬁﬁwﬂt T angrife, ldE?c{nK%Eeénd iodine), to
ﬁﬁ‘éﬁ?@h%ut'&%%" et hyl , npropyl, iso- propyl n- butyl
I so-butyl or tert butyl exanp

per al kyl, fo
oct yl, non)9\IS uw@cwrelmrﬁwbﬁﬁwmd rad tmﬁﬂihsavvé@d &aktgﬂ%fﬁ%c groups

@F@ﬁ@o%?@ %ﬁﬁ@%@ﬂé%%&ﬁ%‘%ﬁm ?‘ﬁ%ﬂoﬁ tg&ﬂalmng compounds,

ﬁi@lud@gﬂ bt tos dimitedt faBydIbEaNt totlclbh&&ylouyclbhep'@tr amdantyl and
branched al kyl groups, which are with the

m%&@qtsuqﬁ\/@mhp@foupﬁ néﬁi’d?'ﬁpcﬁﬁ’m%f]é’ﬁmﬁpﬁﬁu O@GBTW Which one
ﬁk{jﬂofeo%%k%@ré@ ﬁﬁgsgé%n“‘?gbl%gée B‘? &hfuﬁet‘?o | §RU®. Such

rogen has Deen” repl aced unctiona
furtipnaFgredpgsoiradiudye dhgse desd:rttﬂafd hbbvar anddower rélkyedgroups as

to hydroxyl, amino, carboxyl est 4
R&PYN 3PPN90r iNge CYElif gfqu,pé ofar?tﬁ.nlrp,\ée Wg}r m?d’l ﬂ&gﬁerfgompnse a

unsuggt{&l t ﬁoe%)f car ‘ocyC%J§;%jcnﬁ’eé'%Ib%d'néu‘ll'l%)tsRZ}NUtse‘%"ﬁﬂ%XanOI

I'C groups up to abou
car bon at oAs mmhheuamlswsbuﬂ%mndomwbstlhgedz@MCgmdQS means

%:gg?%bn trgﬁg'éﬁﬁw%t%e\%é(ts yﬁ?fl Eg%ﬁtgétdﬁi é%)gH)eh XMbis, usually
%%‘Pénrf@ﬁgnﬁ'o$ome%ﬂe%ﬂ NATbBHDrSHOR)! blertibhs! Exeiibs of ary

re hydrogen at ons has beenh 'repl aced
Bumgds mnmldegbgwe rﬁhd:mltédmctprmmﬂ rgapjumsl ankswdéuylhm;lenyl and

g@%\‘j@'ebe %caq? \é]egl éo ﬁghg\é\e@sgp gentﬂ;}'gug ﬁ&isg[ﬂdfeﬁepeteroaryl
éﬁ%‘%{f‘ssee? h%‘?lhﬂéﬁw%mor':@\"o;ﬂ?%@m?heéé‘ é‘ryﬁp@@'ubscmay also be

is cyclohexanol. As used herein,
substitutast wdhany ouwsbes of au/la@etyaefyfur*@h@ualsgr@ﬁaaslnaaddltlon to the

B OR Sihes, B, Pl Y bR lor” B SR flus g aroves
ERid) calbeel st Trof@nMiresotdl §foibs on the aryl groups can be nitro
groups.

As mentioned above, R*"

can also represents any combination of
alkyl, carbocyclic or aryl groups, for example, 1-cyclohexylpropyl, benzyi
cyclohexylmethyl,  2-cyclohexylpropyl,  2,2-methylcyclohexylpropyl,  2,2-
methylphenylpropyl, 2,2-methyiphenylbutyl.

In a specific embodiment, Rz represents cyclohexane, and nxy=4
(cyclohexylvaleroyl). In another specific embodiment, R represents
cinnamoyl.

Particularly preferred are compounds (XIII) wherein ZX!" is an
oxygen atom and wherein xxy is 0 or 1, nxy; is an integer from 0 to 6, more

Xlll

preferably nx; = 3-8, and most preferably nxy=4, and R;"" is as defined above.

Xl

Examples of preferred alkyl groups for Ry™" include but are not limited to

cyclopentyl, cyclohexyl, admantane methylene, dicyclohexyl methyl, decanyl
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groups include, by are not |limted to, phenyl,
napht hyl , anisyl, toluyl, xylenyl and the |ike.

wéeewridssag to the present invention, aryl al SoPCTaEB2d€800739

het eroaryl groupss, e.g., pyrimdine or thiophene.
These aryl groups may al so bessubstituted with any
nunber of a variety of functional groups. In addition

G DB AT e ERaERS B eBIRAC T, BRI es

bragds inBRIded O URS neniirhed & )bheggfa@&cﬁcﬂ@hébqll mhéthol and the like.
groups. As_nentioned above can al so

repr esent s PEIPIIEa i RAE] Bn e sflesied asainginajed jvithoreference to
%Mul R for exanple, 1-cyclohexyl propyl, benzyl

cyclo é tlnethyl 2-cycl ohexyl propyl ,

2 2- et hyl Rﬁ@keﬁmlv@r@whplea,ﬁe corfdoyhpbe2gl o pys.,

2, 2- met hyl phenyl butyl In a specific enbodinent, R2
representsAé%fl éﬂ@ex@n@ %ngﬁaﬁ\:@spect the appllcatlon describes

%%@o‘&ﬂ@é%‘n‘é% Lo }hoéenduépl%tsg in 9@@@'3‘7 £ yrbodi ment,
represénts ci nnano articul ar y preferred

are corrpou?h’dss (Kbhb)clardseo’ecmmzﬂnmdm,%)ncmmﬂgem catrgroumad having

mqerﬁin.Xx 0 {;{ nCIpIS an integer fromO to 6

, IQWHP% iﬂgﬂ Xme 3-6, and nost preferably ncne4,

and R2 XI" is as defi ned above. Exanpl es of preferred

al kyl grdis, for RR,XI" incl «RUIR%BKe not limted to
cyclopentyl cy¢l ohexyl , adpan e met hyl ene,

di cycl oh hyl.--decan 1(1 yryl and the
i ke. Exa I—e‘é on”'r preferred a X¥ubstituted ?Ml
groups | ude but are not N n¥t to phenyl, §

cycl ohe met hyl and the |iKe)pPr&Rerred Rl and R2
are selected as indicated with reference to fornul a

re bative are conpoun 3 and
(e RIS 3 b8 HAPR USRS R &5 oat i on
gg/ﬁirzllbgs BN whdBteRfedlsetisd front thesgodp %@h@%ﬂﬁlgldﬁ Wend 2;
Nxyv and pxy are intergers and are each independently selected
from the group consisting of: 0, 1, 2, 3, and 4 such that the sum of

nxiv and pxy is 4 and TXY

is a B-membered ring;

(C) Ry and Ry are each independently bound to the same or
different carbon atom of ring TX such that there is only one Ry
group and one Rxy group in ring TXV, and each R'xwv, R%wv, R%wv
and R*y is independently selected from the group consisting of:
) H;

(2) C1to Cs akyl; and

(3) ~(CH2)axiv-R%v wherein axy is an integer of: 1 to 7, and
Ry is selected from the group consisting of: phenyl,
substituted phenyl, -OR'xy, -C(O)OR’xv, -C(O)R’xwv,
-OC(O)R"xy, -C(O)NR'xyR%y, CN and -SR’xy wherein
R'xyv and Ré are as defined below, and wherein the
substituents on said substituted phenyl are each
independently selected from the group consisting of: -OH,

-O-(C4 to Cg)alkyl, halogen, Cq to Cg alkyl, -CF3, -CN, and
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Thus, a sub-class of conpounds (A) concerns conpounds
having the following fornmula (XIV) wherein Rl and R2

waneaecas3def i ned in reference of formula (A); (RALTABiI0RG/000739

is an integer selected fromthe group consisting of: 1
and 2 ; (B) nciv and pc iv arg,intergers and are each
i ndependently selected fromthe group consisting of: O

, 1, 2, 3, and 4.such that .the sumof .nc iv and pxiV
54 and Tx v QR (R BIell SFich S ytoR Ny SIS from 1
Rdc iv are each {ngepgegtaBhisy bound to the same or
different carbon atomof ring Tx iv such that there is

4Rl y one RBCuvisgselaptediftorodiee BrouR) songisling of ring TX V

, and each ,{?10 iy, Rexiv, R3xiv and RAXiV is

independen{ )y seHect ed fromthe group consisting of: (

1) H (2 [2)1 t oCC%o @syhklkyrnd (3) -(CH 2)qgc iv-R 6xiv
wherein gX|Vis an integer of: 1 to 7, and R6 XiVis

sel ected ft®m t hes{e SaFVe®RdiVsti ng of : phenyl ,

substi t ut ed,\phenyd ,~\GR 7 - ) 7.X - R 7, .
XV o R T QR SRR Y e e s A Ry pefines
wherein R xi v ange|Bd éﬁc\épamat&é'xq/aﬁirm@d{;bel ow, and

wherein the substituents on said substituted phenyl

s
are each i Wlependel®)Ry xsel ected from the group
consi sting/Qf: - GH, (Crb to C6)al kyl, hal ogen, G
(' FHONEHR,

to C6 al ky andYNeR, " and wherein said

substi t ut e?)phengllylcontains from1
(8) propargyl; and
(9)  -(CH2)q-R%w wherein gxv and R%y are as defined above,

and when gxy is equal to 1, then Ry is not OH or SH;

(E) R'xwv and Ry are each independently selected from the group
consisting of: H, C4 to Cs alkyl, and C; to Cg cycloalkyl;

(F) the dotted line (-------- ) represents a double bond that is optionally
present when myy is 1, and nxy is not 0, and p is not 0 (i.e., the
nitrogen in the ring is not bound directly to the carbon atom
bearing the double bond), and when said double bond is present
then R%y is absent: and

(G) when mxy is 2, each R'yy is the same or different substituent for
each myy, and each R’y is the same or different substituent for
each myy. and at least two of the substituents R'xy and/or R%qy
are H.

Those skilled in the art will appreciate that the total number of
substituents on each of the -(C),*'"~ and -(C);*"V- groups is two, and that such
substituents are independently selected from the group consisting of hydrogen,
R’ and R such that there is a total of only one R%y and one Rixy
substituent in ring TXV.

As used herein the following terms have the following meanings

uniess indicated otherwise:



to 3 substituents; (D) RS XiVis selected fromthe

group consisting of: (1) H (2) G1 to C20 alkyl; (3)
wQ20denn08386 cycl oal kyl ; (4) -C(O OR 7Xi V ; wher ePATHRED06/800739

is the sane as R7 X|V defined bel ow except that R/IWis

not H (5) -C(OR 7c,v ; (7) gglyl; (8) propargyl; and

(9) -(CH 2)g-Rsc iv wherein qc iv and R6c iv are as

v s ot Bl GRS Rrsdiahha” e onr e et b Rydrocaroor
CRABRANARDILY 39b o0datbdy aride o oup consisting of:

and to 6 cycloalkyl; (F) the
dotted Ii ney@lo;alknybprrea@aemsaa delushtecheariotyelic ring having from 3
%ﬁélo aII resent when nt iv is 1, and nXiVis not O
My (i.e., the nitrogen in the ring is not

5 bound di reﬁtawgehqhbhﬁ%Emn@é@u%rl@e@mom Brigoisubbe.
bond), and when sai d double bond is present then R2XiV

is absent; and (G when nX|]Vis 2, each Rlc iV is the

same or di f S ti n 0 :
R2c iv is Fﬁ‘g@% g&s ﬁ@l@ﬁ% éﬁe@wyggqu& orﬂpgggﬁ’crwx'v 1S
&EBlgctad ﬁraﬁh ﬁ’(e bmq:i ccbrmsmfg ohe mgqltbt(emakﬂla%b R'yiv to R
and/or R2 X H. Those skilled in the art w |l

appeaeh mcten&m@ntlhée{e@t%d frﬁmnﬂb@rgr@upsqmﬁstlﬂgéﬁﬂé G to Ce alkyl,
10 %"ﬁah @ﬁ qxw Reg<|v)v9here|n RS is phenyl. Most preferably, Ry is selected

from the group consisting of H and C+ to Cg alkyl with H and methyl being even
more preferable; and Ry and Ry are each independently selected from the
group consisting of: H and methyl.

Representative compounds include compounds of the formula:

R5

Ry Ry 17

R\ N R3xy

AN Cmyg (XVa)

R Réyv .

Ry R2xy Réxy

N Y N

N—(C)
R2” Mxiv (XVb)
Ry . and

Réx

For formula (XIVa), (XIVb) or (XIVc), R’y is preferably H or CH:
R%v and R’y are preferably each an hydrogen atom.
Preferred R' and R? are as specified for formula (A).
According to a fifteenth aspect, the application describes to
20 compounds analogous to those disclosed in WO 93/12108.

Thus, these compounds have the following formula (XV):



xiv - and -(C) p xiv - groups is two, and that such
substituents are i ndependently selected fromthe group

woaowi1eti4ng of hydrogen, R3Xi V and R4c iV suchptcinaB2006/000739

there is a total of only one R3c iv and one R4 X
substituent in ring Tx iv . Aggused herein the
follow ng terns have the foll ow ng neani ngs unl ess

i ndi cated ot herwi se:al kyl - represents a straight or
branched, saturated hydrocarbon chain having from1 to
20 car bon atons; cyci oal kyI - represents a saturated
car bocycl i c Rliyp haV| IRG s frid ;R)4x§ car bon at omns;

hal ogen (ha p) esents f@ chl or o, bromo or

i odo. Prefera Ny—d P@Q ormul a XI\/) mis
1; R5 XV i R2fel ect ede r ou%) Xlonsi s >f\r‘l)g of H

and G to C 15 al kyl; an Rl PWto Rdc iv are each

i ndependent |y sel ect ed f rRmit hemk\pup consi sting of:

H G to Ce alkyl, and -(CH2)qc iv-R6xiv wherein R6¢clv

' { t f ' d from

e bR AR B PO e o P T ¢

ahd net hyl n’n;@e/l|Slgnervtegermelecmdeﬁremathbeg‘,rowdorﬁﬁstlrilg/oﬁrcm, and 2;

c iv are each jndepende sel ected f omthe oup
Ehei ot e ey 2ng am U RROe et caon. GO BRRA I selected
i ncl ude co rof I
(XI'Vb) or Emil Ve), dx?(?/jgllgﬁ@bfer aﬁ % éHdc.)rrg %—Clg‘;)qh\ég)the sum of

Xi V and R4ox ang rm/es ercbd )%uehdhahwhepd}n@gem at oy and pxy is 2,
Preferred and are a eC|f| r for (A). :
Accor di ng t és f"ll‘f\>2 é‘ﬁ‘?ﬁf{easrﬁg%?”dt F‘érﬁtmy v (Bl Pxv I8 3,

descri bes qﬁVq@gEQﬁg%eaé@hﬁgous to those di scl osed in
WO 93/ 121 08.

(C) gach R1xv, R XV R XV R XV, R XV, R XV and R XV is mdependently
selected from the group consisting of:
(1) H;

(2) C+ to Cg alkyl;
(3) Cs to Cg cycloalkyl, and
(4) -(CH2)¢"V-R%y wherein axy is an integer of: 1 to 7, and

R%v is selected from the group consisting of: phenyl,
substituted phenyl, -ORyy, -C(O)OR"y, -C(O)R"%v,
-OC(O)R "%y, -C(O)NR"xyR"'xy, CN and -SR"y wherein
R'%v and R''xy are as defined below, and wherein the
substituents on said substituted phenyl are each
independently selected from the group consisting of; -OH,
-0-(C4+ to Csg) alkyl, halogen, C: to Cs alkyl, -CFj,
-CN, and -NO;, and wherein said substituted phenyl
contains from 1 to 3 substituents; examples of
-(CH2)exv-R%v include benzyl, substituted benzyl and the
like, wherein the substitutents on the substituted benzy!
are as defined above for said substituted phenyl:
(D) R®xv is selected from the group consisting of;
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20

3]
i

Thus, these conmpounds have the follow ng formula
(XV):wherein R1L and R2 are as defined in reference to

woaomsubzs46A) (A) nxv is an integer selected frearaBm6/000739

group consisting of: 0,1, and 2 ; (B) .nxv and pxv are
i ntegers and are each indepengloently selected fromthe
group consisting of: 0, 1, 27, and 3 such that the

sum of nxv e>md pXV is 2 or 3 such that when the sum of
nxv and px</1 is 2 Tx v is a 4-nmenbered ring and when

the sum of (3x v @n ,6 3, Tx v is a 5-nenbered
ring; (O ggch R% %@’é%l&ﬁ R3xv, R4xv, R6xv, R7xv and

R8 XV it_s i(ﬁj;epe?ﬁem D,gczlgll)oadqi/é? from It Ee gr ogp o

consistin . ~102), 0 val, ) 19 .
% cyel oal ki a-ﬁélﬂ)ﬁz@R-mﬁrz YR Ry 'a}ihaéeﬁ-(aﬁ%eqﬁ%#sxv defined
an integer of: IhdiBwlexceplthdf (Y, § riglpcted fromthe

group consi sting of: R enyl, subStituted phenyl, -OR

10 XV! -C(BOR 1E@)R xvi COR 10 x v , -O(O R 10Xv,
-C(ONR 10@5R1 1 ggyan 11 SR 10 XV wherein RL1Oxv and

RL 1 XV ar&as def(HAG b W' and wherein the

substituentm on ggjd substituted phenyl are each

i ndependent|y sel ected fromthe group consisting of:
-OH, -0-(d8) to EPasgwydnd hal ogen, Cl to C6 al kyl,

e oM, RSP NE R S AR koo svove
with the proviso that when gxy is 1 then R%y is not -OH or
-SH;

(E) R'%y and R''xy are each independently selected from the group
consisting of: H, C+ to Cg alkyl, and Cs to Cg cycloalkyl; and, for the
substituent -C(O)NR™xyRxv'", R'%y and R''xy, together with the
nitrogen to which they are bound, can form a ring having 5, 8, or 7
atoms;

(F) the dotted line (-----) represents a double bond that is optionally
present when myy is 1, and TXV is a 5-membered ring, and nxy is
not 0, and pxv is not O (i.e., the nitrogen in the ring is not bound
directly to the carbon atom bearing the double bond), and when
said double bond is present then R%y and Ry are absent;

(G) when myy is 2, each R'xy is the same or different substituent for
each myy, and each R%y is the same or different substituent for
each myy;

(H) when nxy is 2 or 3, each R%y is the same or different substituent
for each nxy, and each R%y is the same or different substituent for
each nxy; and

( when pxy is 2 or 3, each R%y is the same or different substituent
for each p, and each Ryy is the same or different substituent for
each pxv.

As used herein the following terms have the following meanings

unless indicated otherwise:
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-(CH2) qgcv-ROxv include benzyl, substituted benzyl and
the like, wherein the substitutents on the substituted

woenwyl3sase as defined above for said substit uPed/iB2006/000739

phenyl: (D) R5Xv is selected fromthe group consisting

of:( 1) H (2) G to C20 alkyls'1 (3) C3to C6

cycloal kyi; (4) -C(OOR 10 Xv wher ei n RlO CV is the

same as RlO XY defi ned bel ow except t hat 0 Xv is

H (5) - m;@pre@@;ts a;e@ng p@cq,rﬁmcheq(vsaw(aﬁed hydrocarbon

x}h'a}’rt ha&lﬁéfﬁrnﬁ’ﬁat@dvcar%ﬁ’a qug}s (CH 2)g x v -Rocv,

erein gxv an are as defined above with the

provi so t haycinaky! exepresehts haatiRaed carboal/clidth®@having from 3
Oxv and Rllcv are each independently

151 Ay -

481554780 AIYRF A group consisting of: HIG to Ce

al kyl, andpgid ,fﬁ cl i

substi t uent &éo a@? rg&leié h’es fﬂﬂ)% wg&‘%}%z%@%?{ lcidg(v

toge]tc her varefarakﬁlynfctrrmmjepoumdsv\hﬁ fdnntutmjxm) enoisr@l or 1; Ry is

can forma ring hav ato

STRcLEH e e BrodeBdaRito 27 ib8BH Coomaa Y &7 R to Ry

eid RNt RN @58 RachhedlegBidehay Selctisd FronY thes gfdup consisting of:

S-menbered ring, and nxv isg :

H, 01 to Cg alkyl, and -(CHz2)gxv-Rxv wherein Ry is phenyl. Most preferably,

Ry is selected from the group consisting of H and methyl; and R'xv, R%v,

R, R'%v, R%v, R'xv. and R%y are each independently selected from the

group consisting of: H, methyl, ethyl, pentyl, benzyl, and 2-phenylethy!.
Representative compounds include compounds of the formula:



not O . and pxv is not O (i.e., the nitrogen in the
ring is not bound directly to the carbon atom beari ng
woOheootiossabe bond), and when sai d doubl e bond | BCPABRE6000739
then R2cv and R8cv are absent; (G when nxv is 2
each Rl XV is the sane or diffgrent substituent for
each mXv, and each R2 X is thé sanme or different
substituent for each nxv; (H when nx v is 2 or 3,
each R3 XV is the sane or diRffer g substituent for
each nxv, and ed@h/RACvFVs'the me or different
substi tuent forReggh n%@ wﬂgp px v is 2 or 3
, each R6 XV isrgth Xubsxva) uent for
each p , and each R7 XV | me or different
substituent for each pxv. AsruSegsherein the follow ng
terns have the foll ow ng neani ngs unl ess indicated
ot herwi se: al kyl - represents a straight or branched,
sat urat ed hydrocarbon chain haV|m@x;ron11 to 20 carbon
atons; cycioal kyRiy reprregents “sat ur at ed car bocyclic
ring having from3 car bo Réxand hal ogen
(hal 0) -represen;sMikio ) 101D oxviyodo.
Preferably, for conpound§€%ﬁ f 6%&0 rrixvis O
or 1; R5cv is selected fromyd, Goup consi sting of H
and G to C20 alkyl; and Rl to R4cv and R6 Xv to R8
XV are each independently selected fromthe group
consi sting of:

oro

ST

R1x\/ R XV XV\ RGXV
Rﬂ\ \ / N R7XV

RZ/N—(C>mXV RBXV R}jGXV (XVc)
Rixy” Réyy "~

; and

(XVd)

wherein mxv and R'xy to Ry are as defined for formula (XV)

Compounds (XVc) or (XVd) are preferred.

Representative compounds (XVa) to (XVd) are those wherein R%y
is H or CHs.

Preferably, only one or two of substituents R%wv, Rxv, R%v, R'xv,
R is different from H and represents especially CHa.

R" and R? are preferably selected as indicated in reference to
formula (A).

According to a sixteenth aspect, the application describes to
compounds analogous to those disclosed in WO 92/15567.
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15

H, Cl to C6 alkyl, and -(CH2)gcv- ROxv wherein ROcv is
phenyl . Most preferably, R5Xv is selected fromthe

waroesposansi sting of H and nmethyl; and RL XV, RETAB2006/000739

R3Xv, R4Xv, R6Xv, R7XV, and R8cv are each
i ndependently selected fromthe group consisting of:
H nmethyl, ethyl, pentyl, benzyl, and 2-phenyl et hyl

Represent ati ve c¢onpounds i nclude conpo s _of .the

Formul ot | THHer BT SIS 5R (O RECOPP BN BB A0) SRl of compounds
Fehvimedefioloding ToauleXXvConpounds (XVc) or (Xvd) are
preferred. Representative conpounds (XVa) to (Xvd) are

t hose V\,herein1 RS XV is kREXVICH3. Preferably, only one

or two of sudbsyjrzients XV, R4cv, sxv, R7xv, R8 Xv

is differ enhzi/r[\bm\klxwm TR BERMYS especi al | yXGH3. R1

and R2 are preferably selected as indicated in

Rx@rfe"réﬁrﬁe%ﬁa’ R? %{r@%‘sadéﬂ%)eg iﬁ‘?é@ééjﬂcrégtotfsrrﬁu & @eem h
aspect, the application describes to compounds
anal ogous to those disclosed in WD 92/ 1 5567. Thus,

t hi b- i st ds
havi ng e o P GWorat o mt 10 CRUF Y ColkErds Anef ey -5 or 2

greu@sf thefformadlai n reference to fornula (A) Zxvl is a
group of the fornmula (CH2)ncvi wherein ncvi = 1-5 or a
group of the TftmnuiHa: R6XVIi H- CC , wherein R5cvi=

(G-C 3)al kyllHR VL R Qefeif 5@ exlcgauer el n 2xv

i may optionally cénprise other Substitu sel ect ed
such that thetactiBiy of the &kiivaiGvesatkyhot
r\}ver%%iinv Vym%lfyfggttloendaﬂyxcxovmpi)risree trh%§%UEgtitgén{\lsHsgrectgalzsuch that the
activity of the derivative is not negatively affected,

X*V'represents S, NH or CH;

R'xvi represents hydrogen, (Ci-Cs)alkyl-, aryl(C4-C+o)alkyl, wherein
aryl may optionally be substituted, aryl, (Cs-C7)cycloalkyl(C4-Cqp)alkyl-, or a
group of the formula:

H

/ !
_(C HZ)nX\”_S _C\_RB XV

Rexvi

wherein nxy = 1-4, Ry, is aryl, aryl(C4-Cio)alkyl-, (Cs-C7)cycloalkyl- or (Cs-C-)

XViand

cycloalkyl(C+-Cqg)alkyl-, and R°%uw is hydrogen, (Cs-Cqo)alkyl- or aryl; Ry
Rs*' represent hydrogen, (Ci-Ca)alkyl-, aryl or arylalkyl-, wherein aryl may
optionally be substituted; wherein aryl is phenyl, substituted phenyl, naphthyl,
substituted napththyl, pyridyl or substituted pyridyl;

R*V" and Rs*! are preferably a hydrogen atom.

Mxy, is preferably 2 or 3

X*V!is preferably S or NH

R*V'is preferably selected from H or an opticnally substituted ary!.

Preferred R' and R? are selected as specified for formula A.

According to a seventeenth aspect, a sub-class of compounds (A)

comprises compounds having the following formula (XVil), which can be
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R1XVi represents hydrogen, (G -C3)alkyl -,
aryl (G -G o)al kyl, wherein aryl may optionally be

weubwtiotsed, aryl, (C5-C7)cycl oal kyl (G -G 0) aPkyiiB200€000739

a group of the fornula: wherein nXVi = 1-4, R8cVi is

~aryl, aryl (G -G o)al kyl -, (C54C7)cycl oal kyl - or

C5 C7) cycloal kyl (G -G o)al kyl -, and R90vi IS

RS e BN, oho Glent B B b SR Pl 2 k-

wherein aryl may optionally bezwbst ituted; wherein
aryl is phenyl, substituted ph le ,R4napht hyI,

substi tuted napt ht hyl, ri Ksubstituted pyridyl;
R2 XVI and R x v i ﬁe ef efably a hydrogen atom

ncvi is preferably 2 r %,)pg | is preferably S or NH
Ri xv i is preferabl y sel eczt "from KX an optionally
substituted aryl. Preferred Rl and R2 are sel ected as
specified for formula A According to a seventeenth

aspect, a %Gr&h%ﬁn@épr‘é%’m%ﬂiﬁtég@r dWFHPrﬁ u&@%
conpounds havi ng t lowi ng formula (XVI1), which

can beconsRé;emefﬁpd@SQm&Ia)defpgaﬂ tefioe @l@@ﬁbﬁdbr&mcﬂiﬁd alky!

S0 oI R Y KRR ERA T, B EHEL fLpoussed

b @%u;@rorta" é[ibétﬁdte@' dﬁryunﬂfb@t«lmte@ BHRYogldkiyt agt Y. represents

E#éc' oal (I% gr oup Mbst ituted or unsubs&wf ut ed
Wi §F gtip d%xau,swb@talm Wed @Presesssi eut@d kgpresents a

RhEPEen Yy Pusr B8 FEAR 3 Ml Lo st oy orous o
hysiibegimediopmnsabsituied ardakyl gy mnaRsWstplestets atower alkyl
O e o B R S Tl 0w o syotres o
LiAY&SstiRl 4! aralky! group:

The lower alkyl groups are preferably linear or branched alkyl
groups having 1 to 6 carbon atoms. Specific examples thereof include methyl,
ethyl, n-propyl, iso-propyl, n-butyl, iso-butyl, sec-butyl, tert-butyl, n-pentyl and n-
hexy! groups.

The linear or branched alkyl groups are preferably those having 1
to 8 carbon atoms. Specific examples thereof include methyl, ethy!, n-propyl,
iso-propyl, n-butyl, iso-butyl, sec-butyl, tert-butyl, n-pentyl, n-hexyl, 1,1-
dimethylpropyl, 1,2-dimethylpropyl and 1,2,2-trimethylpropyl groups.

The cycloalkyl groups are preferably those having 3 to 10 carbon
atoms. The cycloalkyl groups include not only monocycleoalkyl groups (for
example, cyclopentyl, cyclohexyl and cycloheptyl) but also polycycloalkyl
groups (for example, bicycloalkyl and tricycloalkyl). Examples of the bicycloalkyl
groups include nerbornyl (for example, exo-2-norbornyl and endo-2-norbornyl),
3-pinanyl and bicyclo[2.2.2]oct-2-yl groups, while examples of the tricycloalkyl
groups include adamantyl groups (for example, 1-adamanty! and 2-adamantyl).
Such a cycloalkyl group may be substituted by alkyl group(s), etc.

The cycloalkylalkyl groups are preferably those composed of a

cycloalkyl group having 3 to 10 carbon atoms with a linear or branched alkyl
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group, a |l ower al kenyl group, a |lower al kynyl group or
a substituted or unsubstituted aral kyl group; The

woamwsriozd4kyl groups are preferably |inear or brpanabmde/000739

al kyl groups having 1 to 6 carbon atons. Specific
exanpl es thereof include nethgk, ethyl, n-propyl,
i so-propyl, n- butyl i so-butyl, sec-butyl, tert but yl ,

TrBEB KRBt e e Bomd Sl B BB e -

adyolthexPeeiey! fand ﬁawmregyfbhwl@%uwcl ude met hyl
ethyl, n-propyl, iso-propyl, n-butyl, iso-buty

sec-butyl, & lowsnekenyhgissinsyare mefeéahw lingar QF branched alkeny
' |

%Hﬁbé‘)ﬁla’?@g}pé’ lrt% p61 %ng%é%% %yg%%# ;g)pg é?%ﬂ?ﬁé include allyl, 1-

pnethgt-akdrgpeings @-mattyhg-Fopenii0 @@anemlomffansﬂlbutenyl and 3-

cl o rou S |nclude not only nonocycl oal kyl
d%%@ﬁgzﬁﬁﬁ? cycl opentyl, cycl ohexyl and

| ohept yl I -
Sxanpl o, %.%yeﬁﬁ%%ﬂ%ﬁyﬂﬁ' YRS ST RIS e 3 o 6
tdaeb i ejarhoah kpéecific emmpimttﬂemd@‘dndgbes a;bﬁ piidpyny! group.

- 2- I

b hanyl “atE B ng;gorpya@?“ﬂraggs%@l&g ea%%fg Pyl eand naphthy
QTS hie rﬁélﬁbé@u%)éﬁﬂu@é”d %' héﬂ d)rﬂ§ etrﬁl@ég@rﬂémyl lower
groups (for eXanpl e, amant
S, IQW@y@IH@a(kaDWegetkythayyaeo fauUS'tlhrd) |tcm1bsby al kyl

roup(s), The cycl oal k oups _ar e
gr ef gr abl y%ﬂ?&g 4%89158 eée%%c'lnggﬂ Ryl Pty ARARYNYL  2-
IhicropRe bl b@ncrﬁb@?ﬁel%lt hcﬁchl‘oﬂ%ﬂferﬂlf b&-%rfﬁfbﬁgmethylphenyl 3-
aIkyI roup havin 3 carbon atofs. Specif
& Qfﬁﬂ Ydr%f'@@mphﬁﬂy|uaeﬂith%ybmméx%‘e&thykymyl 2-tolyl and 3-
}O@y ropylethyl groups. The | ower al kenyl groups

% erably | i near or branched al kenyl groups

having 3 tahe ammrgraumream@erﬁbg pERAP| aRaryIRRStRQN and trityl
i ncl ude allyl, 1- nethyl-2-propenyl,
A%yl - 2- propenyl ci s-2-butenyl, trans-2-butenyl

and 3 oL ZUBGRN RS P S vt rous

abonmsed sfpephéng oexmmltrejltgneme,oﬁ/huchohayi% dubstituted by halogen

GRS e etnaindo Relp A} 108RD KPR gy thio, oyano and
ﬁ%F&bfd&Hse@nQ)é NP Qe Brat PR AR drblip heehe i karbon atoms.

| ower
Specific examples thereof include benzyl, a-methylbenzyl,

phenethyl, 3-phenylpropyl, 4-phenylbutyl, 4-chlorobenzyl, 4-fluorobenzyl, 4-
methoxybenzyl, 4-chloro-a-methylbenzyl, 4-fluoro-amethylbenzyl and 4-
methoxy-o-methylbenzyl groups.

Among the compounds represented by the general formula (XVII)
preferable examples include those wherein:

mxwvi is from 4 to 6;

Rl is a hydrogen atom; a linear or branched alky!l group having
1 to 8 carbon atoms, a cycloalkyl group having 3 to 10 carbon atoms, a
cycloalkylalkyl group composed of a cycloalkyl moiety having 3 to 10 carbon

atoms and an alkyl moiety having 1 to 3 carbon atoms, a substituted or
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al kyl, | ower al koxy, |ower alkylthio, cyano and nitro
groups. Specific exanples thereof include phenyl,

wa-20mplosiayl , 2- chl orophenyl, 3-chl orophenyl, PCT/1B2006/000739

4-chl orophenyl, 4-trifluoronethyl phenyl, 3-
f.1l uorophenyl, 4-fluorophenyl, ;2-net hoxyphenyl,
4- met hoxyphenyl, 2-tolyl and 3- tolyl groups. The

EpRt R o PhE &8 88l s Sy B, R s BBeroBh Carrying

Rheflief| abigtyaawired Kb 4060088 at@fiposed of a phenyl or
napht hyl group, which may be substituted by hal ogen

atoms and Rpiviilieict Giefegan ataern alkyll groupweaviag kbitg,6 carbon

A R TN g

SpecihdtitcteedaraRlegroupeszenfing a6 lallde mysstyHaving 1 to 4 carbon atoms:
a- met hyl benzyl , phenet hyl, 3-phenyl propyl,
Z0phenyl butyl, 4-chl orobenzyl, 4-fluorobenzyl,

Amet hoxybeﬁ;’ﬁ@h%?rﬁ%ﬁl rl]%zc))/@p %&%Eﬁ@zélcqrébﬁlé‘@ﬁ% an alkenyl

anet hyl benz enzyl ~“groups.

Amnpghavieg Sdofocartenrapmes entadicynyy gtdup gevieg @ tof ® catdon atoms
|,es include those wherein:

XVI | referabl e ex

%’Wisido?ﬁtufer‘g?ﬁ LJL”%L@S@?U%@Z@WV% a hydrogen atom a

i near or r Qup VA RoTelns

atons, a csgﬁﬁgl%ﬂhﬁh%i %Hg%asd%%o%aﬁg%ﬁé atorr%,by the
geogiE bamiija BX\KY) argrioope setigfyigdheffolovdpg Irealikgments:

noi ety havjng 3 to 10 carbon aienms and ;alkyl i et
navi g 1t BarBerna ARt T § ey R EnaR! 81 each 2
orunsubst i t uhodradjen at@Pup or a substituted or
unsubstituted aral kyl group carrying an al kyl noiety

having 1 t@) 4 canusunat svhereiRs Rk issaacysidalbyegraumnsuch as

subet i1 ut o STOTRYGREIN . aBvERGRTG, B0 "Siofhioalkyt groups. A

substituted @refersdideixbinpleds W@M&Mbc@]@&@yl?ﬁﬁbi@g &Rdlohexyl

al kyl noiety having 1 to 4 carbon atons; an ,
group. preferable example of the bicycloalkyl group is a
norbornyl group, more preferably a 2-exo-norbornyl group. A
preferable example of the tricycioalkyl group is an adamantyl
group, more preferably a 1-adamantyl group.

(3) A compound wherein Ry is a substituted or unsubstituted
phenyl group or a substituted or unsubstituted phenylalkyl
group.

(4) A compound wherein Ry is a hydrogen atom.

(5) A compound wherein A" is S and Ry is a lower alky! group.

(6) A compound wherein a lower alkyl group is a methyl group.

R"and R? are preferably selected as specified for the formula (A).

According to a eighteenth aspect, the invention is directed to non

imidazole compounds having the following formula (XVIII), analogous to those

disclosed in Van der Goot et al. (Eur. J. Med. Chem. (1992) 27, 511-517):
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R6 XVH is an al kyl group having 1 to 6 carbon atons,
an al kenyl group having 3 to 6 carbon atons, an

walbosngds4gr oup having 3 to 6 carbon atons or aPCT/IB2006/000739

substituted or unsubstituted aryl group. Preferable
exanpl es of the conpounds represent ed by the general
formula (XVII) are those satisfying the foll ow ng
requi renents: (1) A conpound wherein nxv " is 5 and
Rl, R2 and R3 are each ®&ygrogen atom (2), A conpound

whergin Rdcv n is a cyltl oal kyl group, such F%\”'
nonoc , hic QIC?LI | tricyclg N groups.
A prﬁﬁgng%IMI% ) tﬁ% rr@ﬂ-?fé%VHioup i s (RVII
cycl ohexyl group. A preferable exanpl e of =F#e

m\w&lhoal kyl group is a norbornyl group, nore
preferably a 2-exo-norbornyl group. A preferable

exanpl e of _the g iagé%”%e'ﬁé'ad ah%‘c!i%iiﬁré‘f%r%ﬂ%{’@)%wwula (A);

group, nore prefer mantyl  grou

conpound wher ei R%RAGYIH, ialitys ofcpdi®sikit ut ed or
unsubstituted phenyl group or a substituted or

unsubsti t uted plﬁ&wliSiHI@’Ihmgnm.in péiticAlaraipBuBd or an alkyl;
wherein R5cvi i is a hydrogen atom (5) A conpound
wherein Axv " iftxvisisahdoB6cVi i is a |ower alkyl group.
(6) A conmpound wherein a | ower al kyl group is a nethyl
group. Rl and R2xwrie Tptoterably sel ected as specified

for the foPFQféﬁe&ﬁ%r&@%éﬁ“ Al 10 320 5 ?@ﬁe@iﬂ%hwﬂﬁﬁ%iérence to

the invention'is t0 non I'nm dazole conpou
fariug(Ahe following formula (XVII1), anal ogous to

those disclLosed in Van der Goot et al. (Eur. J . Med.

Chem ( 1989preseniafiveRxamps i§ somAPERd 1%? AR are

as define L R refier, I : I Ak

H, al kyl g-lr—M%y\}g/I (gg%glf/%n&e d&?&%ﬁllﬁutc@ 0 %7 hgailq%(g\g@r%arlhﬁwar as

pastratedl by f@rulBe @) to dKVal), gréferably xaoritains Ao timidzole moiety

attached in 4(5)-position and more preferably W contains no imidazole moiety.
The compounds may be prepared according to one of the

schemes described in the international patent application WO 00/06254.

Treatment of Parkinson's disease, obstructive sleep apnea,
Dementia with Lewy bodies and/or vascular dementia and their symptoms

The compounds of formula (A) according to the invention have
antagonistic and/or agonistic properties at the histamine H;-receptors. They
affect the synthesis and release of histamine monoamines or neuropeptides in
brain and peripheral tissues.

The inventors have now demonstrated that the Hs-receptor
antagonists/inverse agonists as described herein are able to treat the
wakefulness/sleep disorders of PD, OSA, narcolepsy, DLB, VD.

The invention thus provides a method of treatment of Parkinson’s
disease, obstructive sleep apnea, narcolepsy, dementia with Lewy bodies
and/or vascular dementia, comprising administering a patient in need thereof

with a therapeutically effective amount of a compound of formula (A), as
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UXVIIl is 1 to 4 . Preferred groups RL and R2 are as
defined with reference to fornula (A). Representative

wexerpes4s s conpound 122 and 167. The W resi dueCagB2006/000739

defined in formula (A) and in particular as
illustrated by fornulae (1) tg (XVIII), preferably
contains no imdazole noiety attached in 4(5)-position

d f Ly W, [ no im.d L
S TR L HR Y FBLARRAR BB kB BUGH, paccrtesic
§§m§|!é5b9r méhped in the international patent
application WO 00/06254. Treatnent of Parkinson’

S
di sease, obberiantivs alsexatesiedhe vereria eormpewnd eiprmula (A)

AT BT i o L AR PP
Hreasantoaeaictid Gleas/ aneagomdreblepspr aeenéntis vdth tesvy bodies

hi stam ne H3-receptors. They affect the synthesis and
pafieayasedlandem@ntide nmonoam nes o r neuropeptides in

brain and i i.SS The i r
denonstr at Egét'ﬂggﬁﬁne%@- ﬁ%§p¥%% gﬁ%g’gtérglioét \gﬁi‘}i\(ﬁavgre\éﬁepound of
AgONIS1A) as defised Bbede With @innareti-pardhsort drugr eat t he

wakef ul ness/ sl eep di sorders of PD, ,._har,col. epsy, :
DLB, VD. TAE §sffeheiesh th%&@%ﬁ@@?&é%@"ﬁéi’%@%ﬁ%é obstructive
t H 1 | . . )
L8R Dy SOEMS0N S ) BRI RBURUSHENS Rpgr demenia
gasoupasseetfentreaimeard b eissocigteadaisnidsarer ¢sppciallpdhe drgatment of

in need thereof with a ther ically effective
ﬁ@ﬁﬂrﬂndo‘f'g. ar&?ﬁrﬁ'éal r%?s??ﬁl%%ﬁgh?@’f”l‘ sdescri bed
above, opt P?-f‘flﬁlréMy,' A ceRPRIURat Ao MLIEN (A intended for the treatment

therapeutically acceptable vehicle or excipient. The .
ph\Renkinean'sl diseaskavestrudivensalegpe aphea, cammieray, gdementia with

| e eies spdBhas S Ul e i e Per e SRR 0 0 ocvin

obstructivetigl geperapea nsthea! epIsatdentesi Rawiison's disease,
Lewy bodi es and/or vascul ar denentia. The invention

absibustersieen aprRAmbNACIANEYW EAME@NEBmYoiindeyly bodies and/or
g?%&gﬂ_férad{emerﬂ% A6HoREgs SRRYRiAlY & paRLht RARELESRBreof with a

therapeutically effective amount of at least one following compounds:
1-(5-phenoxypentyl)-piperidine
1-(5-phenoxypentyl)-pyrrolidine
N-methyl-N-(5-phenoxypentyl)-ethylamine
1-(5-phenoxypentyl)-morpholine
N-(5-phenoxypentyl)-hexamethyleneimine
N-ethyl-N-(5-phenoxypentyl)-propylamine
1-(5-phenoxypentyl)-2-methyl-piperidine
1-(5-phenoxypentyl)-4-propyi-piperidine
1-(5-phenoxypentyl)-4-methyl-piperidine
1-(5-phenoxypentyl)-3-methyl-piperidine
1-acetyl-4-(5-phenoxypentyl)-piperazine
1-(5-phenoxypentyl)-3,5-trans-dimethyl-piperidine
1-(5-phenoxypentyl)-3,5-cis-dimethyl-piperidine
1-(5-phenoxypentyl)-2,6-cis-dimethyl-piperidine
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As used herein, the treatnment of Parkinson's disease,
obstructive sl eep apnea, narcol epsy, denentia with

woews/losfds es and/ or vascul ar denenti a enconpas®es/1B11e6/000739

treatment of associated disorders, especially the
treatnent of sleep and vigilange di sorders associ at ed
therewith. Preferably, a corrpound of formula (A

ded f Ki di
obstruct i ve Gl BBpREREAT WA CHVBRCY BB EEPa w ¢ h

Lewy bodi eg.gardbethoxasicid-ghesieapeht adigempound of
formula (I) to(XVII?SwSQHI efe\fldr}i)aﬂt)Jl ?/, Ia nmet hod of

treatment Jfl F(Arwcdmnpﬂcarbﬁw enoky prapy-pépasicies
apnea, nar ens th .es nd/or
vgscul ar dg]nig’ @ %c é@ﬁﬁgﬁé@‘%ﬁﬁ“ﬁ@fﬁf’@gp@e& tN%nt in
need thereaqt 3\L\44tetyaaqobheh@mptdpwu-yneawlﬁ@tehumeaﬂount

of at l|east one follow ng

nds
1- (5- phenoxy[éewrwaﬁoshﬁeempmyll 3methylplperldme
ﬁl—gngt ﬁl;lenox1y & Léééne)éy(lgp{ @Ly)d‘i @eme ha/nqrogyl] piperidine
1-(5- phenoﬂy@eﬂt—@l—dxaﬁmnpmemy] propyl}p|perldme

N- (5- ph t hyl

N-c(at h;el enoéylggae‘%g@)? ngqp ngghlpg]ﬁyﬁeomendme
1-(5-ph t

1- 25 Phenory e 3 ?p%W%|°pg]%§ﬁe$W&per'd'”e
1-(5- phenoﬂy[@e(ﬁt%ahophaemxwbrq;uwijeﬂxme’nieylplpendlne

i ‘gge?gﬁn%y@e@ﬁ%héR 5 r)0p§|]%§ %w,@pendme
(B by
y

1- ( 5- phenox e(ﬁt-@MaﬁOQhen@xsépmmﬂt%@fdmeﬁyml}deMAGCar bo
th 1
3 car boet no RIS ERERSEDRERIE Y 5p Hsthupiperiine

1-[3-(4-cyal p(ﬂO@mlcw @arfbb'nplib%@%)@ )propyl] piperidine
propyl ] - plperldlne 1-[3-(4 | phe
poxy) 2-R ﬁe[@ﬁﬂrwﬁtqmn}ylg@arb@nm @BOXY) propyl]piperidine

1-[3-(4- Cya}r—‘[%p@?@y%)ﬁ&ﬂér?&w Lro‘bﬁ'—%@élrﬁéﬁ'@ -Sgetﬂﬁplpendine
1-[3-(4-cyanophenoxy)propyl]-trans-2-methyl-5-ethylpiperidine
1-[3-(4-cyanophenoxy)propyl]-cis-3,5-dimethylpiperidine
1-[3-(4-propionylphenoxy)propyl}-4-methylpiperidine
1-[3-(4-propionylphenoxy)propyl]-2-methylpiperidine
1-{3-[4-(1-hydroxypropyl)phenoxy]propyl}-3-methylpiperidine
1-{3-[4-(1-hydroxypropyl)phenoxy]propyl}-4-methylpiperidine
1-[3-(4-propionylphenoxy)propyl]-2-methylpiperidine
1-[3-(4-propionylphenoxy)propyl]-4-methylpiperidine methoxime
1-[3-(4-cyanophenoxy)propyl]-trans-3,5-dimethylpiperidine
1-[3-(4-cyclopropylcarbonylphenoxy) propyl] -trans-3,5
—dimethyl piperidine
1-[3-(4-cyclopropylcarbonylphenoxy) propyl] -cis-3,5
—dimethy! piperidine
1-[3-(4-carbomethoxyphenoxy)propyl] piperidine
1-[3-(4-propenylphenoxy)propyl]-2-methyl piperidine
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- [ 3- (4- cyanophenoxy) pr opyl ] - 3- et hyl pi peri di ne
-[3- (4-acetyl phenoxy) - 2- S- et hyl propyl ] pi peri di ne
208

- (4- cyapo- 3-fl uor ophenoxy) propyl ] piperidi ne
-(4-n|trophenoxy)propyl] Onethylplperldl pe
- (4- cyanophenoxy) propyl ] - 2- net hyl pi peri di ne

(4 i trBRRE SRy DI BPk BISRAINY Tt BpiRR e

{4 oS R DT[NP e
(¢ g s e,
- §4- cygr{gp{ﬁ%m%egﬁg r%q@pyeﬁ@ -5- et hyl pi per
€ 1-[3-(4- nltrophenoxy prop%/l]plperldm

3
3
3
3
3
3
3
3
3
3
n
3- (4- cyanophenoxy) pr P/ fans met hyl - 5- et hyl pi p
i di ne 1-[3-(4-N,N- d|methy sulfonamidophenoxy) propyl]piperidine
3-
3-
3-
dr
3-
d
3-
3-
h
3-

1715 (& SRR RERE Rk Bl Bk i per' e
(4 pr oqeqméa@h@qrtwpwenbsammpyaprﬁ%hblmepI peri di ne

r

;1 rgiypr orgyl ) peﬁ %1893? %¥y38y3W| &'pﬁe?'ﬂw pi peri di ne

(4-pr ORBWF@NW@MM)W@Q)A Iet%hvﬂtdpyridnn;@rl di ne
(4- pr?%lonyl henox ¥ - 4- et hyl pi peri di ne
oxi me 5-{4=ni ophenoxy pen vl] pyrrohdme

(4 Cyﬁ%?%@%ﬁ@?@%&%ﬂﬁ%ﬁ% )g/d;,qé met hyl pi peri d

propyl ]
I? ans 3, 51-[8%( mety]onpptmmOW)-lpentyl] -pyrrolidine
L ot ot B BRI ERBD PO Bl | €129
1-13-(4- 1 | I di ne
HERY ;?232‘5;#3%2%@5%% WA |
pi g ri di nel-[pg2(nappitiopoxynydetigrpxydiisingy| | - 2- met hyl pi p
TS [ 4 (L AHEATRP IR PRSI PEFIENAS - 2- et hy!
pi peri di ne1-[5-(3-chlorophenoxy)-pentyl}-pyrrolidine

1-[6-(4-phenylphenoxy)-pentyl]-pyrrolidine
1-{5-[2-(5,6,7,8-tetrahydronaphthyl)-oxy]-pentyl}-pyrrolidine
1-[5-(3-phenylphenoxy)-pentyl]-pyrrolidine
1-(5-phenoxypentyl)-2,5-dihydropyrrole
1-{6-[1-(5,6,7,8-tetrahydronaphthyl)-oxy]-pentyl}-pyrrolidine
1-(4-phenoxybutyl)-pyrrolidine

B-phenoxyhexyl)-pyrrolidine
5-phenylthiopentyl)-pyrrolidine
4-phenyithiobutyl)-pyrrolidine

-(3-nitrophenoxy)-pentyl]-pyrrolidine

T(

(

~(
-(3-phenoxypropyl)-pyrrolidine
-[5
[5-(4-flucrophenoxy)-pentyl}-pyrrolidine
[

[

1-
1-
1-
1
1-
1-
1-

5(
5-(4-nitrophenoxy)-pentyl]-3-methyl-piperidine
5-(4-acetylphenoxy)-pentyl]-pyrrolidine

#3464 3- oxobut yl ) phe poxy] propyl | pi peri di PO®1B2006/000739
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1
1
0
1-
p
1-
'1-
1-
1-
p
1-
1-
1-
1-
1-
1-

- [ 3- (4- propi onyl phenoxy) propyl ] - 4- et hyl pi peri di ne
- [ 3- (4- bronophenoxy) propyl ] pi peridi pe
DB/10

4- N, N- di net hyl sul f onam dophe poxy)
] pi peri di ne
4- |sopropylphenoxy)propyl]plperldlne

4 pr ST BB Rp e SRR R e "

(
I
(
2
(4 et hgbgh%ﬁy@mhﬁém b@hﬁ/ﬂtpﬁrm@ﬁew phenoxype
(
(
(4
(
(

3-
rop
3-
3-
3-
3

-t étrahydropyri di'ne

4 ni Ne 6p(l4emutmp)1ewy@wmylb@et@lamim
e e GRS IR
4- met hgl( @ftfé’iﬁéybph@ﬁoﬂﬁ yddmwbmbndihe pe

4- cyano henox rrolidi ne

h(ﬁ Ioafbﬂﬁﬂﬁ @iwmylp@ewgﬂp]hepwy]merﬁvl&r@ylrogﬁtm(el )
- t
ooy - pont ST BBt O D B id oyt pe

ptyl]-pyrr mlésqn -gqutamidophenoxy) pentyl] pyrrohdme

1-{5-[2- (5, tetrahydronapht hyl ) - oxyl - p
ptyl}-pyrr 61[5df’rrrg1enoxyphenoxy A ot

(s éﬁ;ﬁﬂiﬂgém%%ﬁém%thﬁhé"@p% revPfae,

-(5,6,7, 1-{5-[4-(1-hydroxyethyl)- phenoxy] pentyl}-pyrrolidine

g e B e ™

6- ph

0. Sh:BSFEﬁ% )ahelé;wé%ﬂpg-'g@ﬁ%/yli;merl;lnle

4- ph t b 0 e imethylamine

3- Bh:%ﬁy@:@pwm phrp?gx ptH .y Y

5 (3 nt Y BHARARARY BERR S By sy iaming

5-(4-fl MO[BO(Iﬂh@ya‘?@ﬁ%an?y Rrpbyi-B¥h&SliHhiRe
N-[4-(4-cyanophenoxy)-butyl]-diethylamine

[ I |

[
o
[
[
[
[
ty
[
[
[
[
[
[

5
5-
5-
5-
5-
5-

1-
1-(
1-(
1-(
1-(
1-1
1-[

N-[5-(4-cyanophenoxy)-pentyl]-dipropylamine
1-[3-(4-cyanophenoxy)-propyl]-pyrrolidine
1-[3-(4-cyanophenoxy)-propyl]-piperidine
N-[3-(4-cyanophenoxy)-propyl]-hexamethyleneimine
N-[B-(4-cyanophenoxy)-hexyl]-diethylamine
N-[3-(4-cyanophenoxy)-propyl]-dipropylamine
N-3-[4-(1-hydroxyethyl)-phenoxy]-propyi-diethylamine
4-(3-diethylaminopropoxy)-acetophenone-oxime
1-[3-(4-acetylphenoxy)-propyi]-piperidine
1-[3-(4-acetylphenoxy)-propyl]-3-methyl-piperidine
1-[3-(4-acetylphenoxy)-propyl]-3,5-trans-dimethyl-piperidine
1-[3

(

(
-(4-acetylphenoxy)-propyl]-4-methyl-piperidine
1-[3-(4-propionylphenoxy)-propyl]-piperidine
1-[3~(
1-[3+(
-(

1-[3

4-acetyiphenoxy)-propyl]-3,5-cis-dimethyl-piperidine
4-formylphenoxy)-propyi]-piperidine
4-isobutyrylphenoxy)-propyll-piperidine

A10354pi t r ophenoxy) propyl ] pi peri di ne PCT/IB2006/000739
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1-[5- (4-pi trophenoxy)-pentyl]-3-nethyl -pi peridi pe _
1-[5-(4-acetyl phenoxy)-pentyl]-pyrrolidi pel-[5-(4-am

woaplsapssey) - pept yl ] - pyrrolidi ne PCT/IB2006/000739

1- [ 5- (3-cyapophepoxy) - pentyl ] -pyrrolidine
[ 3- (4-ni trophenoxy) - propyl]- gl et hyl am ne N-[3-(4-cya
henoxy) - propyl ] -di et hyl am pe

henoxy) - pentyl ] - pyrrolidi

b

-{ Ej: (Snzo%ﬁffamqn QW&(?IQ&Y&Q'?T@WW'SEOI i di ne

4- her

E4 gggi[gn@d g@rghﬁ%@@yb Olps/r eéa%r@o [ d| pe
(4-phd- [ﬁe(ﬂymyiph@'ﬂowwﬂl}hmw3Gl-tledahﬁdropyrldme
(

-{5-1
(

o

4- N- benzam dophenoxy pentyl]-pyrrolidine

4- (1 = tyarelipbeRgxy)- Ghéﬁﬁ&??‘zlﬁé@ﬂ@ﬂ”}o Byl i di ne
L4 oy BRORRERSTREnRER: U143 5 e RlaR My Mrerinelp-ayg

5-
5-
3-
5-
5-
5-
5-
5-
5-
Eenoxy)up Ay 'eﬁBiqf)th(‘B BP@amS-bEn&thy BYridino)p-xylol
3-
4-
5-
3-
3-
3-
6-
3

O O

enoxy) - e hyI] d| et hyl'am ne
(4- cyan@p.heemtgtfm)anpxppyd szmathylpyhandme)p -xylol

4-cya henoxy) - butyl] di et hyl am ne
(4. cy aroRunBRIYiS A

(4- cyén WIRh&N g opy HRiReH@ino-p-xylol

2 g§”@p§2ﬂ§§@y§pg@c{;{%lpr§%o§} I i (éipmethylplpendmo)p -xylol

4-cya pophenoxy

t
4- cyan@m@ a@gswpgvra;ﬁm% WI @aség;widmcns xylol

(

(

(

24 cyd d Imr@?% 3-(#- O‘ﬁ;ﬁhﬂ’lpmqnldowpmpéﬂ gtfwﬁr o

en |.e

0 ot naT BBl SRS R gt ony) Bther

(

(

(

e

I~ 1

4- acstmhéﬂwm@w)s-w Qﬂbélri&cﬂ)ih@hwﬁlﬂé%dmo propyl ether

4- acet Iphenoxy) prop - 3-nmet hyl - pi f)erl di ne
4- ac 8thyhemeriery)3 b?rfwwlp@%ldtnoéh@pd efbehyl - pi pe

p
- [
[
- [
- [
- [
- [
- [
p
p
[
[
[
- [
- [
[
[
[
3
-(
- [
- [
- [
I di 3-Phenylpropy! 3-pyrrolidinopropyl ether

3
3-
3-
3-
|

SRR EA

n

3-(4-Chlorophenyl)propy! 3-(4-methylpiperidino)propy! ether
3-(4-Chlorophenyl)propyl 3-(3,5-cis-dimethylpiperidino)propy! ether
3-(4-Chlorophenyl)propyl3-(3,5—trans-dimethylpiperidino)propyl ether
4-(8-Piperidinchexylamino)quinoline

2-Methyl 4-(3-piperidinopropylamino)quinoline

2-Methyl 4-(6-piperidinohexylamino)quinoline
7-Chloro-4-(3-piperidinopropylamino)quinoline
7-Chloro-4-(4-piperidinobutylamino)quinoline

7-Chloro-4-(8-piperidinooctylamino)quinoline

7-Chloro-4-(12-piperidinododecylamino)quinoline
7-Chloro-4-(4
7-Chioro-4-(2
4-(6-Piperidinohexanoyl)pheny! 3-piperidinopropy! ether

~(

~(

(

-(

7-Chloro-4-(10-piperidinodecylamino)quinoline

(
-(4-(3-piperidinopropoxy)phenylamino)quinoline
-(2

-(4-(3-piperidinopropoxy)phenyl)ethylamino)quinoline

5-Nitro-2-(5-piperidinopentylamino)pyridine
3-Nitro-2-(6-piperidinopentylamino)pyridine
5-Amino-2-(6-piperidinopentylamino)pyridine
2-(6-Piperidinohexylamino)quinoline
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1-[3- (4-acety] phenoxy) - propyl ] - 4- et hyl - pi peri di ne
1-[3-(4-propionyl phenoxy) - propyl ] - pi peri di ne

wa-2p@Apss4acet yl phenoxy) - propyl ] - 3, 5- ci s- di met hpCTpBe6/000739

di ne 1-[3-(4-fornyl phenoxy) - propyl ]-piperidine
1-[3-(4-isobutyryl phenoxy) - prepyl ] - pi peridineN-[3-(4-p
r opi opyl phenoxy) - propyl ] - di et hyl am ne

1-[3-(4- bUU\Y‘WClhi‘tﬂ'Bbébﬁyl)O ?/blbh@kﬁ@'—bl@brlﬁﬁﬁopropyl isothiourea
1-[ 4- acet

4-

h
t et r%{@ylghpgg%&emamlm)bﬂeé@t@iqmémoxy) a’

(
6-
hyl 4- Acet yl phenoxy) -
2 (35 o B BBNRaEE e o Ly ol
Do i Mot hy Loy por s A g ok e e oeN ST -
g - (2- et %%‘F@ﬁyé{ Pd;ﬁt%\ﬂ)am&g)lpmpmzph@wﬂm opyl car bo

| ph
SY(E ggxg)ﬁ ggyllo@g (F)dﬁ‘irh%ﬁ@n@ ﬁﬁ;ﬁ!eﬂclimopropyl guanidine

- (4- met hyINs{ @Brordoher);y—l)ew ¢4-piperidinobutyl)suiphamide

2 (gyﬁlgl Iogrﬁg% 3{/{) %gﬁg}q@%ﬁ%}@wpthyl benzene sulphonamide

(2 A ot e SR

3- Phenyl pr dp()’él—C)’&l()BeﬂAweraasewlg]r‘rm bgpllpﬂr;éﬂme dl) no) pr Iopyl
et her 3-Phe t ridi, po)propy

et her 3- Ph&pRyI é%‘o@xgiﬁ :H%xreﬁ &S@WB?)W t her

3- (4- Chl or epRsny| al@ygahéx@ a‘ ﬁei?@r‘i PV RiRaIdisk no) propyl
et her 3-(4-Chl or ophén

3- (3, 5- ¢/ sdinbtdr lrpeﬁ‘w& ﬂoh&t@) Prydjsyclogtamt)piperidine.
3- (4- Chl or ophepyl ) propyl 3- (3, 5-*ral/ 7s- di net hy] pi peri di
no) propyl ether 4-(6-Piperidi nohexyl am no)quinoli pe

2- Vet hyl 4AC3oRimertd i pesfepidl 8rbdelshiNehé NBethddeiohtteatment
pi peri di nohexyl am po) qui nol i ne

?cgﬁwqu)iqib@ Iﬁvqﬁiqndcwarl§9§/|a@mln|@tgrmu Aopatint in need thereof
s}\/_ltgqlé’“?hélra%guﬁéé?g Iec‘i’l@BUt yrjpémwt p%) qé‘fg%‘arﬂ@%phenyl )propyl  3-

oro-4 pooctYI an noj qul
pipehidaraprdpyll dhe, p@pltldnakb,deﬂyl esmbmatighnatithea therapeutically

acceptable vehicle or excipient.

3-
3-
.2, 3,
- (

The invention further relates to the use of 3-@4-
Chlorophenyl)propyl 3-piperidinopropy! ether for the manufacture of a
medicament intended for the treatment of Parkinson's disease, obstructive
sleep apnea, narcolepsy, dementia with Lewy bodies and/or vascular dementia,
and in particular the treatment of the symptoms thereof.

As used herein, “obstructive sleep apnea” (also referred to herein
as "OSA") denotes a breathing disorder that occurs primarily during sleep with
consequences that may persist throughout the waking hours in the form of
sleepiness. This increasingly well-recognized disease is characterized by
periodic collapse of the upper airway during sleep with apneas (periodic
cessation of breathing), hypopneas (repetitive reduction in breathing) or a
continuous or sustained reduction in ventilation and excessive daytime
sleepiness, neurocognitive defects and depression. It affects almost every

system in the body, resulting namely in increased incidence of cardiovascular
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7-Chl oro-4-(12-pi peridi pododecyl am po)qui poline _
7- Chl or o- 4- (4- (3- pi peridi nopropoxy) phenyl ani no) qui nol i

WOe006/1058461 0- 4- (2- (4- ( 3- pi peri di PCT/IB2006/000739
. popr opoxy) phenyl ) et hyl am no) qui nol i pe

4- ( 6- P|perldlnohexanoyl)pheny% 3- pi peri di nopropyl
ether 5-Nitro-2-(5-piperidi popeptylan1no)pyr|d| pe

21335008 G sl R R ad B, inmiitor> 208, 112, 843,

ke B mekhslvhhexybaslogical treatment for OSA,
po) qui pol i neL/ - (4-Cnl orobenzyl ) -

-cycl ohexylpakmspérs dissepe opyD’) sefera twiagiapathic PD or idiopathic

bt @ﬁ PG dhs @Eé%ﬁa@@eyﬁ%{@%%?@ ')z;ﬁ'/ The clinical tetrad of PD

%cﬂthdsé-freﬂio@tdwjeﬁﬁbéobﬁﬁdwwes%t wness of voluntary movement) or
N-(3-(N, N-Di et hyl am po) propyl ) N - phe pyl urea
RKOpS |20 iRy cad t 3y RbsEnt Bigyeprariti cqayagdyon dﬁmmm migidity, and

Soelrs) BRIFRE sanbing G 1 AR A B SR0EpH hosture. Tre

ﬁHtWﬁlﬂadmaNt Gﬁfiﬁ!’llpﬁéséme of intracytoplasmic eosinophillic inclusions
4- pj peri di nonet hyl ) phenyl) etha p am dine
?L% C@R,Cﬁ%‘-ﬁe%‘yla éﬁt%é%lpsa of4new|@|n|§em dhpesighsdantia nigra pars
vk I
t"é@ﬁ%% q@e@'tl"%h ﬁfé_”gﬁ_apl%rxgﬁﬂﬁré? P! WZQ? Jnovement initiation and

togt2el( Blhﬁcthansﬂrtwte Jtheheo:nenofl the doisease a large fproporto||on of PD

cl,o I eri di Accordi ng a preferre
Qﬁ{ﬁ%ﬁ%n@'ﬁ Ble T Kl Re BiidV sh e s susRse o Hop pglele@ ené vigilance
H%Y)%Er‘s%sﬁeﬁfé'd ﬁ Iﬂgmrf&'l&fqefn' i@ulgR Hs%?ﬁnléng@%fdjers of sleep
thereof wth rapeut| ect | V€ anouh

‘ B?lt(a_rtmham‘ ommwh)?pr elegh f(Bagrpematlonh parms«mwmast $leep disordered

i h ath y
BRAIR D) SxrBARE PR cr BPeReSs THECEH TN Ried wtars”) and
&@é@d@ﬁ dberht/hen MS(ﬁnv@‘rs;an (ot sidplwap iRy propy!

3- pi peri di nopropyl ether for the manufacture of a

medi canent DemeRRE aith %W%&Iése?és@@tfrd?fw tﬁ’@rd@cgﬁﬂﬁatﬁm of such
di sease, obstructive sleép apnea, narcol epsy,

tpdigs iniye bodex évhewasrthessasckmulationeintthe, nigro-striatal complex is
observed in PD, a related degenerative disease). It is characterized by cognitive
impairment, attentional disturbances, hallucinations, depression and sleep

disorders.

"Vascular dementia, the second most frequent cause of dementia
after Alzheimer's disease, is characterized by acute loss of memory, orientation
and executive functions and is often associated with demonstrable
cerebrovascular lesions in patients suffering from hypertension, diabetes,
hyperlipidemia, sleep apnea for several years"

‘Pharmaceutically” or “pharmaceutically acceptable” refer to
molecular entities and compositions that do not produce an adverse, allergic or
other untoward reaction when administered to an animal, or a human, as

appropriate.
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and in particular the treatnent of the synptons
thereof. As used herein, "obstructive sleep apnea”

wolabsnosaberred to herein a s "OSA") denotes aPCT/IB2006/000739

breat hi ng di sorder that occurs primarily during sleep

W th consequences that may peisist throughout the

waking hours in the formof sl|eepiness. This

i ncreasi ng ogn| [ i er.

oo g BB L IR AT Sk BB BE1EL fEflies an

wmdm@mtﬂwadtseeu@udimse@rsaémdesoéudﬁ et Erersg)vmg agents fillers,
hypopneas (repetitive reduction in breathing) or

gdemterabng a&er%%swattwedageéﬁ@c@maﬁIfymgvéa@nmatsrléﬁ»@%ag agents,
gﬁg&gg{o;’ﬁsﬁ@% d%éb@epédﬁﬁlgﬁmn&w bACRHY | ¢ bH?ergnﬁﬁfﬁﬁéﬁle agents,

essi on EVery sys
lzotiyic aadtdhsmgtlmmlewlmgw ageciseasedhe eredé’heeusn‘ of such media

car di ovascul ar di sorder.s reshi, and Bal
ANY aagisader @h%ﬁmapﬁH{ﬁ%la tive gipstanges |M3é15 knoiejns the art

éélbckf IBHR 5@1%% Se"\%?\,'p%%él) ﬁwr%gfate'é‘?rﬁ gdrf?lis GBom mpatible with the

inson's dis rs to 1diopath
ectmedlrtgmadlbnt narkﬂ;mdonimmmapemtﬁmwdmypomm is contemplated
E lﬁ nson in 8{ Ctl inical tetrad of PD "
HeP'GaEs tEt”k/en%‘)? & F‘@b%‘g%” Sy kP1§8si BE ( 1eRIAR@Ledy into the
¥&hphdifeys movenent ) or akinesia (reduced or absent
nmovenent), cogwheel or |eadpipe rig |d|ty and post ural
i n‘pal r mentIndhasiontexdiof theciaveytiam thdftemmgtr%atmgaosttmﬂiment” as

PR dlsfeinpl it dntisin: pivtig oot DReRb LBE Foless) ot o

pfbv@ﬁ@hg trndisord&ssr dnditt @NEhich dute terhsdElies 2ombes @r more
pars conpacta. In addition to the major signs of PDin

BYBPIPHVRPRSHC @ISPICAMIsIFOBAECBONt rol  whi ch constitute
the core Otl'hteng ﬁ%ﬂ% eﬁ%al:tﬂ[eg MREARET tha5h farﬁ)D.?F]nount of a
ee an Vi g ese

patients displ a ance di sorders

cdmﬁemtﬂméo\mméaﬂa@cdﬂd|ﬁgﬁdmespmmlrﬂﬁeﬁdowdﬁbcﬁ’t[é in producing
include in particul ar i nsommi a, disorders of sleep
thei dasderdheaneuligiai®shnce, sl eep fragnentati on,

parasomi ag, ooﬁgggotodtﬁeo[n@gﬁﬁ@n btﬁﬁatb%”?yaﬂ@ﬁ@,‘?)é?i%agient in need

dayti nme sl eepl (1rnc I ng eep attac
memm“dllamtdydedymmmhan(ammm bumam rsulae'arpahm’f@ted or likely to be

Denenti a Le r.es fro
s RcrRri B eoroSyEho BalebsPRier nrarebik Yprmareags a human.
their accump ér‘RThdo'P\ gy Nirefeds S’Fo“éﬂ 'ag‘éﬂ’ﬂph%aH Sused and
observed in P"El)‘5 a rel at e? deg eneratlveyadl sease). y
stimimisterad z@dregz @@varltuweminmmer thenteffets tOérRarblmaDns dlsease
i st urbances al | uci |aat| ons deeor(fs& n and s| ee
ommon  anti- parklnson rugs  Inclu evoaopa, ropindrole, lisuride,
bromocriptine, pramixepole.
The “combinations” of the inevntion refer to combination of two
active ingredients which are administered simultaneously, separately or

sequentially.

The compound or medicament according to the invention can be
administered via oral, parenteral or topical routes, the active ingredient being
combined with a therapeutically suitable excipient or vehicle.

According to the invention, oral administration of the compound or

medicament in an appropriate formulation is advantageously used.
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di sorders. "Vascul ar denentia, the second nost
frequent cause of denentia after Al zheiner's disease,

woowhasaect eri zed by acute | oss of nmenory, ori earaB10061000739

and executive functions and is often associated with
denonstrabl e cerebrovascul ar kgsions in patients
suffering from hypertensi on, diabetes, hyperlipidem a,

2 PRRARRE AR, SE GBI BFER g RIFERREHENG b haflont inciuce

maceutti c y “acce m)Ie
ehicréteesiratad scehpasi thpndes, hatiacﬂetmcm pakﬂdtsc&aa:ﬂ’n containing a

adverse, allergic or other unto n
PIRF S ERPE8ameuah o{lﬁhwomgﬁ:urﬁm@u%ﬁ A% they also include a
gBWd%fab%IrEmﬁ@s usedoes 8ot a s@r}%ngﬁ‘?ﬁwér?@ bldous I|%u|d or a non-

e carrier”™ i nclude ents, 'adj uvant
amuepwritcﬁmd oor \aehag | @bkin-\saieh laqqubraaelswnngreagevater-m -oil liquid
fil I ers, disintegrating agents, wetting agents,

EmH! %‘PF‘yl ng agents, suspending agents, solvents,

di sper si OnA'Eﬁﬁjél@’osﬁgé‘qé\}é@esof éé‘r‘h'p@@ﬁ&@b'f ?drrrﬁﬂ‘é‘j ) of the invention

antifungal agents sotoni ¢ and absorption e ay| ng ,
apnbs van'ddtsh:ea$ tCkebtaThan @erowit of ehiverdntirad @nﬁtlmjeat%fectlve to
f har nace i cal tive sub t ances

PR B A OB e ahe e Be PR T L R TG Rear A b methos
28t mintstt AR Ddcfedtbd hdéé@{eﬁ%ve/lethé?@ffo@é“ @&Mendd upon the
use in the therapeutic conpositions is contenplated.

sgplm@n@@ra@@utacteﬁe@t i oyriegi eente ehradmigistigéion, on the desired

EREACE Tl Rob e BB e s bl R TR et

used her ei Motdreday reveer oif nthe aonepbaidsngsefunhadddrdtg to this
the progress of, or preventing the disorder or

W@@tlpn@ﬂm@lwe@ht%eﬁstt l@r%m\lﬁpcpr @yidegrdasgs mBRY My i@ amounts,

BRI o) S0, 9 B990L1400an bogy yeony iy on

@raermnwrmmnwmamgmg/mw duitaplecefidutiveraesentill be in general in
I nvention fef ectiv produci ng the desired

Ui ARG P1e Bl A © A0SO RET (4R BB, B REH oh (o1 He mafday for
Pgﬁmudﬁg‘g} ?@tﬂﬁe cqrilp ouRgtient in need thereof, is

nt en or a uman of non- human marmal af fected or
likely to Be etdrepleesf daseh ragimeen opybé el siggleadministration of a
9-! Soégteagomsts/fnverse y‘aggrh]lgtspat' N esicﬁbgdhlﬁrg?gih (such as 3-(4-
Chlorophenyl)propyl 3-piperidinopropy! ether) once a day each morning at an
oral dose of 30-50 mg to accompany the usual treatment with dopaminergic
agents.

Dosage unit compositions may contain such amounts of such
submultiples thereof as may be used to make up the daily dose. It will be
understood, however, that the specific dose level for any particular patient will
depend upon a variety of factors including the body weight, general health, sex,
diet, time and route of administration, rates of absorption and excretion,
combination with other drugs and the severity of the particular disease being
treated.

These doses are given on the basis of the compound and should

be adapted for the salts, hydrates or hydrated salts thereof.
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"Anti-parkinson drug" refers to any agent usually used
and adm ni stered to treat, prevent or mnimze the

wehbwtie3aaé Par ki nson' s di sease. Conmon ant i - paPKTABIING/000739

drugs include | evodopa, ropinorole, |isuride,
bronocri ptine, pram xepole. The "conbi nati ons" of the
inevntion refer to combination of two active

i ngredi ents, which ar ad nlste i mul t aneo
segar at el y%B %jﬁﬁ?l %‘gﬁ-ﬁma‘f%@?g a?égﬁﬁ?ﬁd by the
@%98ﬁ'gnghrﬂ&aﬁ@@aklﬂgqmd %Bn&%@rel%na@w@ thﬂbgf ethd isBverity of the

oral, parenteral or topical routes, the ac

drﬁ@’d@él ém padentgcontitiomehdvagh, the pet&m&u@ﬁ ead:}h ycomponent and
ﬂ" ﬁblte exci pient or vehicle. According to the

CHVEARY'GFS: oral administration of the compound or

medi cament in an appropriate formulation is

advant ageousl y used. Fornul ati ons which are suitable to

be adni ni st 8¢ divedtianlis new idugeatee by thefolistdngiexempies.

units such as capsul es, cachets or tablets each

containing a predeterm ned anount of the conpound of

fornul a (AExatbRy1alBeathiurtustetha wanstaness/siadiksders of PD
as solution or a sus ension in an aqueous liquid or a

WoREYeapRe |H3q%ntagoraﬁts£§vgrr$eoagomsis wat er |iquid
I I t
o e T eo PR 50 okl M LS00 106 Bl of cars oy

traa&nemtow\nmaythbechamnc&d aeuaﬁoim MREP n(tamethpunbhehyl-1,2,3,6-

tive ingredien hat effective to obtalna
EHE el @m&)ew ic P%@ﬁﬁ\ﬁ%‘& fRjpteg Hie opamypergic neurons and

FéHFBQL% d fhré rﬂB | eFBRFﬁéﬁts REALRIR PBL RS- r%t?}?gg%%c&gﬂlayed a

dosage | evel ore depen S upon the
tr‘raékecbdworrgareza‘tmtqf tbmrtst@pr-wakefum‘esaqhattelrm rati on, on

. d f
o5 “The! raby prel SR B ol S5 40id. yeamen

B - t
LA LRSS (AR opRSr SRy LRSI BINERIE). 5 potontan
pelertivatSumntegonist, abampral dase of tnragbsat nOrrO@Ijzetd)these sleep-

b ht d ily and rabl
PARb R ] R R anETond PR B Tasy hydh Fpiace. in
gehanmhali o tidleof RM dee@udceasivh bf e rid88 ofg|deer aftdwakBliness, a
of from1l to 10 ng/day for particularly active
elopsunigely to correspond’to the excessive daytime sleepiness experienced
by a large proportion of human patients, were largely suppressed upon
administration of this drug.
These data, obtained in a very reliable model of PD, show that
treatment with histamine H3 antagonists/inverse agonists is able not only to
treat the excessive daytime sleepiness which is so detrimental in the every day

life of PD patients, but also to restablish a normal sleep architecture.

Example 2. treatment of obstructive sleep apnea with histamine
H3 antagonists/inverse agonists

In a group of 10 male patients with a diagnostic of OSA, confirmed
by polysomnography performed during a night in an hospital setting, an
Epswoth score above 12 and a body mass index of less than 35, the effect of a
3-day treatment with BF 2.649 (3-(4-Chlorophenyl)propy! 3-piperidinopropy!
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An exanpl e of doses reginen may be a single _
adm nistration of a H3 antagoni sts/inverse agoni sts as

wdeswrioksad herein (such as 3-(4- Chl orophenyl) pcopg1006/000739

3- pi peri di nopropyl ether) once.a day each norning at
an oral dose of 30-50 ng to aggonpany t he usual
treatment with dopam nerg| c adgents. Dosage unit

sitions may .cont a| unts, o .
éﬁ%ﬁwasp?se%%ﬁér@@f S Bof:aien sl aean s, lreeboupt arfed oral dose
G 40 nfdPSeoe Aba | | be understood, however, that the
specific dose |evel for any parti cuI ar patl ent will
depend uponhig M@aﬁmr‘yt reSultai:mcaﬂssuby&ﬁtmm ag:(ljeaTedémelase (by more

nd r

4fiar 8D PEIRE RUrRER ok By REisost o aee SRoBRS anei g fotdl prevention

IR NGSdUARNE L SF EIMGA] gl@égsepﬂék‘ihésh%sﬁd’cﬁﬁbh%h@fné&@rnal sleep
particul ar di sease being treated. These doses are

giwaliprovashach asicseaded radc deppuaiity avas émprougdbEhis clinical trial

BRI 0 o P S b g

iGSAHeterm ned by the attending clinicians taking into
consi deration the etiol ogy and severity of the
di sease, the patient condition and age, the potency of

each cormogﬁgﬁ]gg:@ F, fmd@ctgr Sderﬁ@rﬂld NYRAL | l?é\gf Sp8&%s  with

illustrate ovm ng exa Exanpl €
mnséarmmmcaafrwtagmwiwake‘ﬁerbeergshsltgep di sor ders of PD

with hista ne anaonlstsllnv rse onj sts
Par ki nsoni I_Egexpé*‘?'%?r@?ﬁ alWi ed PRleg gisoupregted  with

%@Eﬁ/léﬁbhhéﬁéﬁen It _M’th'“toH“e_QtE@{”r a%ﬁydr opyefjbtegl ne)NTE?gﬁmne

1-nethyl-4-p
gellanthemins, 'E}tnsbﬁ egente intopase tive gcetwmmmrsscaméntraﬂon in the
the notor. i

BN e ot B Relid e GpwaPURNicIdbe Bivestion and one

bhehdses bgeRsVAKR! wategSoP i€ TRE . drhig \?&§§es°e°§§<5’te9yfrom donepezu
el ect romyogr aphi ¢ and EEG recordi ngS, treatnent wt

Brastigraing EB3-gailaothamisheng ponopsierad pimmn@blnaMmp\ylth 3-(4-
t ant agoni s

Orhgkﬁ'r éos@ )3)?5@8 %%ﬂ%d?ﬁ# hgyl eZtEls & 563% 2\ ySlS of ‘awe rat brains

bl eefnedielysisnsisowed that the increase of the acetylcholine concentration

was potentialised with co-administration of the compound of the invention. The

combinations were well tolerated by the rats, in particular in respect of the

cardiovascular parapmeters.

Example 4: treatment of PD with histamine H3 antagonists/inverse
agonists in combination with an anti-parkinson drug

Combinations of a compound of the invention and a anti-parkinson
drug were tested on rats and humans suffering from Parkinson. The anti-
parkinson drug was selected from ropinirole, lisuride, bromocriptine, levodopa,
pramiprexole and administered in combination with 3-(4-Chlorophenyl)propy! 3-
piperidinopropyl ether at a dose of 40 mg p.o. Motor symptomes were
significantly improved. The combination of the invention allowed lower doses of

the anti-parkinson drug to be administered.



patterns. Particularly, the |long periods of sleep

whi ch replace, in this animal nodel of PD, the
weuemassi4on of periods of sleep and wakef ul nesBCTAB2006/000739

change likely to correspond to the excessive daytine

sl eepi ness experienced by a | g ge proportion of hunman

patients, were |argely suppressed upon adm ni stration

of this drug. These data, obtained in a very reliable

nodel of PD, show that treatnent with histam ne H3

ant agoni st E/xe%_tﬂéses:ag@éatﬁ{aﬁtl ofabh&rcBRIbsON! With O Hidgtefine H3

t he excessive daytinme sl eepiness which is’so

PELFganesis/Avarae elgenistery day life of PD patients, but

also to re%§ﬁplﬂ- . | ee rchitecture. .

Exanpl e 2: 'tT egi'ﬁ@ﬁfsg&%%&e?ﬁcﬁoq@c FE &N Qﬁﬁ%%tsv\ﬂf#”ng from

labstractivee st ndmeeni(OSH)] My e seingi@omlirkled lof do 18 MMnded trial

of 10 | e patients with a diagnostic of OSA,

EGRMSt %@889 WH) 3 PohsegMashsrpealiteshen ratientsg a ni ght

i n an hospidt al ttdiNGiac N th re a

a body rras‘sﬁi nb e§ o%t[]?'ggs PEQ%H\%S Wt%?](g e?%@ﬁ%%%a W?th 3-(4-

Siderppherdiprepyl SipiderBfindbrégd ether at 40mg p.o. once a day during 3

%g-(4-Chlorophenyl)propyl 3- pi peri di nopropyl et her) was
desddf in a single-blind trial against placebo, at a

fi xed oral e ThiS nt

resulted i Lrgglgﬁ', gﬁ%#%d{%yﬁﬁ%aﬂ%ﬁg@ésae\@%ié@@%@‘elﬁoar%cordance

wtitan tlen % pwartih hteshuorbeccolding do ntde S@Equenence epbsodesdaytime

ard a total prevention of the, occurrence of diurna

515685 D LHYERTCT% HiRuPY§8RE (qRY Rt SlRaRAIess| @yid be reduced by

durtatsioon was not decreased and its quality was

i mproved, This clinical trial establishes for the

first time the utility of H3 antagoni sts/inverse

agoni sts in OSA. Exanple 3: treatnent of denentia with

Lewi bodies with histam ne H3 antagonists/inverse

agoni sts Generally, denentia with Lewi bodies is

treated with acetyl cholinesterase inhibitors such as

donepezil, rivastigm ne or gallantham ne. These agents

i ncrease the acetyl choline concentration in the brain

extracel | ul ar space. Conbi nations of a conpound of the

i nvention and one of these agents were tested on rats.

The drug was sel ected from donepezil



rivastigmne or gallantham ne and adm nistered in
conbi nation with 3-(4- Chl orophenyl) propyl
wa@-2micpes3i4di nopropyl ether in rats. Anal ysis of PCnEB20aé/000739

brai ns by mcrodial ysis showed that the increase of
t he acetyl choline concentratiep was potentialised with
co-adm nistration of the conpound of the invention.
The conbi nations were wel | ted by the rats, in
particular in respect of t éBJL\ﬁ\A i ovascul ar
parapnet erd. Exaspld sdcorhpeatdrbatingfth&Benetah fdrhatiagAne
H3 ant agoni sts/inverse agoni sts in conbination with an
anti - parkinson drug Conbi pati ons of a conpound of the
invention and a antiW‘ﬁa‘rNt\?{son drug weme tested on
rats and humans suffering from Parkinson. The
ﬁ{]\tNl hR&" ki nson drug was sel ected fromropinirole,

I suri de, bronocriptine, |evodopa, pram prexole and
ang\hllstarmildU’e (Wiﬂthﬂ&tpm \sintdgonistic and/or agomstlc aotivity at

3 4§Chnl(‘>'f%reo hr%%lﬁ S 8‘%@(‘0@ %C)%I pterelr?gwlsl%%'?%’lnnstnn 4(5 posmon
i nven%bgﬁﬂaﬁn?ﬁglb%ﬁa?%%[ o?BFFfe?QﬁEbéqbﬁe Pg%%e,% e%@ﬁ independently

ower doses

drug to beeadariovisstadiyedr Eyaaplm 5 treat rrent of
nar col epsy with histam ne ant agoni sts/i nverse

Qg*éﬁﬁ%‘t@gﬂ/tk?réfl’mhﬁht?d]'tr%g%ﬁ&n\?\% Idoihgycre@ttgahed,
t t ff CsA) ,
s nat 5. of PRGEoR e B R B ol agai nst

pl acebo wth a pol/y,s%rmogr aphical test on patients. In
bot h studles patlent e adm nistered with 3-(4-

Chl or opheny)l ) propyi 6=/ Ppéml di nopropyl ether at 40ngy
p.o. once a day dd?rﬂ/ 3 and 7 days. In both studies,
dayti nme sl eepi ness was inproved in accordance with the
Bnontrengiestfran Ztodyradi ng to the frequency of naps or
dayti ne sl eep| ness occurences. The average daytine

sl eepi ness *co@P oMLY atRs f‘@r"@@@‘c@[‘,ﬁﬂ'l‘l}@gf'n%e
of a conpound having the general formula (A): [W -<R2

(A) in which: /‘ (CHR®), CRb
1)) N

.

(CHRI)YCRE|,

with p and g being from 0 to 3 independently and r being from 0 to 4, provided
that p and q are not simulteously0Oand2<p+q+r<8,
R*% being independently a hydrogen atom or a lower alkyl, cycloalkyl, or

carboalkoxy group, or
e a morpholino group, or

o a N-substituted piperazino group:
—N N—R
_/

with R being a lower alkyl, cycloalkyl, carboalkoxy, aryl, arylalkyl, an alkanoyl or
aroy! group,
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- Wis a residue which inparts antagonistic and/or
agoni stic activity at histam ne H3-receptors when

watb@clegdet 0 an i m dazole ring in 4(5)-positi oRCTABIRE6/000739

and R2 may be identical or different and represent

each independently a |ower alLkyl or cycloalkyl, or

taken together with the nitrogen atomto which they
a_saturated nitrogensconta

Ao HEREE it PR T aedoRly Bl RS P iR diee, Hir nycrates

ARAT WAt R MbhRIRyaIhal SiridufdsNef Whéde Redtifodhds and their
being from©0 to 3 independently and r being fromO to

opticpr dsdrders, t hsacgmated, odiasereescrmeral arsbusngntnagrg, 2for the

rbiaafod o unPseligr? Ehids e BRRRER oRFRIDESFS scase

@oetDctivy si@efTOaied, | Raralioney, Bemedtid fithsietwt exbdies and/or
pi perazino group: - NNRwth R being a | ower al kyl,
¥peswar kgmentar boal koxy, aryl, arylal kyl, an al kanoyl

O 20yl 90U, BReWBLloRRnd el T ARR! IRGRULLEA 1N and R are

accept abl e7sal t rates rhy
srddpendehdy pabwepalrhi groapyst al | i ne structures of these
conmpounds and their optical isonmers, rac es,
di ast er eoi Soner SSARFCORHRTItERRI 2f B‘rwgh’gn%ﬁ @\6‘%@% 2@ each an
%ﬁm@g | canent intended for the treatnent of

arki"-nson' s di sease, obstructive sl eep apnea,
nar col epsy4. denBeeiaconrdihgLievsiabodi ds vanch eiNRERCisl arsaturated

Use according to claim1, in which Rl

gﬁrrenti a. 2. .
Py -edainNEWiident |y a | ower al kyl group. 3 . Use
according to claim2 , in which RL and R2 are each an
ethyl group. 4 . USe according to claim1, in which
-NR 1R2 isi)a satulNat €HRFr ogen-containing ring: i) N
(CHR a) m N—
m being as defined in claim 1.

5. Use according to claim 4, characterized in thatmis4, 5
or 6.

8. Use according to claim 5, characterized in that
-NR'R? represents a piperidyl group.

: 7. Use according to claim 5, characterized in that

-NR'R? represents a pyrrolidiny! group.

8. Use according to claim 1, characterized in that ~NR'R?
is a non-aromatic unsaturated nitrogen-containing ring:

/ (CHR@),1CRD
i) N

\ (CHRY)4{CRC|,
R*% and p, q and r being as defined in claim 1.

9. Use according to claim 8, characterized in that p, g and r
are 1 or 2, more preferably pis 2 and g and r are 1.
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m being as defined in claiml1l. 5 . Use according to
claim4 , characterized in that mis 4, 50r d. 6 .

waikeocaosasdi ng to claim5 , characterized i n tRaE/IBNBR/000739

1R2 represents a piperidyl group. 7 . Use according to
claim5 , characterized in-thag -NR 1R2 represents a
pyrrolidinyl group. 8 . Use according to claim1,

characteri zed i d‘}ﬁ% ona i i ized |
unsat ur at eﬁghi t rwgggﬁc&r)nt ijfﬁi?andggpi n%f:(’ﬂ%g{sgﬁrg%ggh’ar%ctenze "
sl R* “oreipneserds eath adydiogar atam1. 9 . Use according

o 2 - mordpr oLSEAACP TGN SO e BLHETR i o1 Slgracterized in
Wsa tﬁécﬂfrggéﬂ-cbﬁta@rﬁ!ﬁ?r}%gog & ig' @Bstbstifutéd, preferably mono- or di-
characterized in that Ra'd represents each a hydrogen
stibstituter], e rreteoably monwsabstisntedofvittl an akyl group. ,

or i1y i s dabst Lt Baob A dPabtgimho. CopracteriZed” ih that the
ditegst tdnthrthg m@%% RoAbayLBRLNtE® APhH Bt Bt®h. W th

an al kyl group. 12 . Use according to claim11, '
characteri 28d i KserRgcotdiRg i envermoteains Al ggdridghiasacterized

TR BRI Bl tea B Sibn, B seiPet tg g gitrogen

Bforthat the substituent(s) is(are) in nmeta-position

with respect to the nitrogen atom 14. Use accordi ng 1an
to clai m14chakggtascriiing ite ddiat 1. fherereerizgddn  that -NR'R" is

I p. 15 . Use according to claiml1,
gﬁg(rg gltogﬁgzqgélg#'n that -NR 1R2 is a N-substituted

pi per azi no1grouU,semoeb&ﬁra@ltchmc”atwamaaegzad rn. tﬁgt ~NR'R? is
T use,.according.to claim1l, erein said conpound is
S PSR PR A0 gt PretRisly NopEefibitragnp, g |

| {Ha) 16.  The use according to claim 1, wherein said compound is of
formula (lla):
R “;PA\I-——w{Ghafﬂ g My iz h2 1 & J—
R2
{lla}
wherein:

R" and R? form together with the nitrogen atom to which they are attached
a saturated nitrogen-containing ring

N /“-\
i) N (CRIRY,
e’

with m ranging from 2 to 8, or
R*° being independently a hydrogen atom or a linear or branched alky! group
containing 1 to 6 carbon atoms, and

the chain A" selected from an unbranched alkyl group -(CHz)n- where ny is 3 :

- the group X" is =0O- ;

the chain B" is an unbranched alkyl comprising 3 carbon atoms; and
the group Y' represents a phenyl group, unsubstituted or mono- or
polysubstituted with one or more identical or different substituents selected from
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wherein: Rl and R2 formtogether with the nitrogen
atomto which they are attached a saturated

wai2bteageaecontaining ring ) N (CR R ) 1 w th nPCamBiong000739

from2 to 8 , or Ra b being independently a hydrogen
atomor a-linear or branched 7al kyl group containing 1
to 6 carbon atons, and the chain A" selected from an

HBI%@H%‘E&HS abIoH;, QDTHID'IOCFQ QB‘!DQN(@M%H WN@”gﬂS?%r?l )i sc$+2 OPhenyl an

group X' is -O : the chain

ahfklyﬂlnch@drpf |b$am@h€31 aﬁsenenaawbéanmﬁa@ @hbra@cbag aVKyne optionally

SRy EaRE T s een ORIy REAP TGPRER: ketone, an

dldfeﬁ?cﬁé?né s@g@wlet EeNhsetat| AchREnb! enivégeN badrved alkyl group
OCF3 SO2N( al kyl) 2,

SEHaMENy! ) ,toan %ntﬂ%ﬁh‘é@weoﬁ eMShr a‘ﬁH‘ﬂTe@Ha@zZ‘&e @ealkyh)=N-OH,

L ANEREd Rl PrRShES el KR EHAne. LRSS, an
Q\hhenyketodne-OGiH, @haabhly degroap s ul@legoieallkan =biC al ;C@ycloalkyl)=

aIcohoI a linear or branched al kyl group containing 1
O@ligdk bon at oms, - CHECH- CHO, - C(al kyi ) =N- OH,

= alkyl = - | kyl
E‘zt TR MRt s R ol T s st o he
polgomyphiCceyatalting keftUctiNes, of i ssy comablipt$ or N €X alpkigdl) isomers,
[ t h rrpaceuti cal I ptabl e salts, hydrates, or
mglet Lat P EORIMErR TN RPC orystal |l ne

St ructuresiof ThRase 506MaMEAs Pind NEh&BIH NIR'R? is a saturated
i somers, racenmtes, di astereoi Soners or enanti omers.

mmogah@ou@emagafmgm ng to claim16 wherein -NRLR2 is a

saturated nitrogen-containing r+Qg: i ) N (CHR8) m Ra

and m being as defined in cI a m 16 . The use

according to claim 16!or , Mﬁ‘é‘nmnmls4or 5. 19
The use according to anyone\oL claims 16 to 18 ,

wherei n -g@lgﬁ% 13 pBHCH B AMAf, BgouP consi sting

in piperi
The use according to claim 16 or 17, wherein mis 4 or 5.

19. The use according to anyone of claims 16 to 18, wherein
-NR'R? is selected from the group consisting in piperidyl, pyrrolidinyl.

20.  The use according to anyone of claims 16 to 19, wherein R®
is a hydrogen atom. |

21.  The use according to anyone of claims 16 to 20, wherein
the nitrogen-containing ring i) is one of mono- and di-substituted.

22. The use according to anyone of claims 16 to 21, wherein
the nitrogen-containing ring i) is mono-substituted with an alkyl group.

23.  The use according to anyone of claims 16 to 22, wherein
the nitrogen-containing ring is mono-substituted with a methyl group.

24. The use according to anyone of claims 16 to 23, wherein
the substituent(s) is(are) in beta-position with respect to the nitrogen atom.

25.  The use according to anyone of claims 16 to 24, wherein Y
represents a phenyl group at least mono-substituted with a a halogen atom,
keto-substituent which may include a linear or branched chain aliphatic ketone

comprising from 1 to 8 carbon atoms and optionally bearing a hydroxy! group, a
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20. The use according to anyone of clainms 16 to 19 ,
wherein Ra is a hydrogen atom 2 1. The use according

woaomnyste of clains 16 to 20, wherein the PCT/IB2006/000739

ni trogen-containing ring i) is one of nono- and
di -substituted. 22. The use awgcording to anyone of
clains 16 to 2 1, wherein the nitrogen-containing ring

byclbsikyRa ey Bstdridikgketbid opBnadikahylkeeHe in AdichTtree aryl group
use accordlng to anyone of clains 16 to 22, wherein

tsheptifinally gehsidigtacaionpipteiosgyliketermo- substi tuted with

iaim 1608 23 aker dcrtind ST ALTo el felY TBEaPS, wherein ¥

Rebaphesylt §RupWat Rease THEss- sbbsﬁheaml\/\tlﬂholehﬂalag@mataﬁn CHO a
The use according to anyone of cl ai rrs

tiptonei naiy” aloghyegents=opndn®l  dr @iyl aN @é*astC(alkyl =N-O(alkyl),
Q t . e 0]

e o EHEE P HI R PENRERC "Riaiaaliyn=n-Otalk)

branched cBai n @hé pisat accdrdingntd enygme of rEpimhsotd 1ot2B, 8vherein

carbon atons and optionally bearing a hydroxyl group,

H?S/%‘P'@EPHWR%? ﬁ%te 4¥ar yI al kyl ket one or _
ar y| akksnl st B{bg‘d{’falrﬁlﬂ)réﬁ’ﬁ Skl group is

optionally sub eteroaryl ketone. 26.
The u§e(4a(bblorazpheg1yt propyly dpéperidicdiopy! dibet o 25,

i v 2R R R BT dahyae,
CH:CBE@'TQy &%é% b %eﬁw?(rﬁ;bé‘r}’dlh@%‘r%&b%r)

C(cycl oal
- cyBFBmmmpN@(%ﬁkgarys dlﬁ‘VethWﬁ@w@mOé}@@@VHeﬁh@rt 0

anyon f clains th d

ol credd R B BRSSP ER 8 ot opy 1
et her 3:pPie Fy%r@bym-gyn@mhwmwyétwpl peri di nopr opyl
et her - ro 3- (4~met hyl pi peri di no) pr opyl

et her 3=( 43Chiﬁé¢@hq@yapmpyl 3-(4-methylpiperidino)propyl ether

2 e R0 2 BB B8 nelorogy st
et her 3=(43cRbespHeptyh Rybp\3-3- (3% thmemylwlmm@mpw ether.
et her - 3-Pheny Ii)ropyl 3-p qwno ropyl eth

9! (6. ARBTBEAIFR mcgsmabée( ¢r PﬁaePFmY%ﬁ}tﬁP‘oE?ﬂFS or the

SEWorphlc crystalline structures of these compounds or their optical isomers,
racemates, diastereocisomers or enantiomers.

28. The use according to anyone of claims 16 to 27, wherein
the compound is selected from 3-(4-chlorophenyl)propyl-3-piperidino-
propylether, or its pharmaceutically acceptable salts, hydrates, or hydrated
salts, or the polymorphic crystalline structures of this compound or its optical
isomers, racemates, diastereocisomers or enantiomers.

29. The use according to anyone of claims 16 to 28, wherein
the compound is in the form of a pharmaceutically acceptable salt and said salt
is chosen from the group consisting in hydrochloride, hydrobromide, hydrogen
maleate or hydrogen oxalate.

30. Use according to anyone of claims 1 to 15, having the

following general formula (lla) and (lib):
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- 3-(4-Cnhl orophenyl) propyl 3-(3,5-cis-dinethyl
pi peri di no) propyl ether - 3-(4-Chl orophenyl) propyl

WwWG@-200/183346 ans- di met hyl pi peri di no) propyl et her POT/IB1086/000739

pharmaceuti.cally acceptable salts, hydrates, or
hydrated salts, or the pol ynowphic crystalline
structures of these conpounds or their optica

i somers, racemates, diastereoi soners or enantiomers.
28. The useRaTeowdichgnid)-anyensaof Btj-aivie 16 t qu37,
wher ei n t he Réonpound is sel ected from

3-(4-chl or ophenyl) pr opyl - 3- pi peri di nopropyl et her, or
its pharma®éutical ly acceptable salts, hydrates, or
hydrated salts, or the polynorphic crystalline
structures BFjjm+QcE&ﬁpdpndHeV”its optical isomens,
racemat es, ®‘astereoi somers or enantioners. 29. The
use according to anyone of clains 16 to 28, wherein
ﬂ%@”%%hpound isin the formof a pharnaceutically

accept abl e_sal t Ra"%cﬁﬁp %.ré%gt%é;ﬁeet\%ﬁ?eferr&% f&g%%ﬁ]éjrgpformula

consi sting in hydrochl oride, drobr om de, hye:jr
) gatlainor; hydr ogen oxal ate. 30. Use according to

anyone of cl ai 1tol having the foll ow n ,
ge%er al fofmula Q—Iﬁg‘a'ﬂr{gl r’(eprqﬁe_nﬁgf sglur ?%d ¥4 uingagg{rate)x straight
%r-6anbBhed Rydodaon ¥hbRacon@inifgls dg:a dgt@m)s it being
XH—IYf(Hb) in which - Rl and R2"are as defined with
PessibiEnes the sgiiatesl hydseearban GARiN to bednterruptachiey eHataro atom

) re turated or unsaturated, straight or
%Pgﬁgﬁeadéﬂ%l?%%g on chain containing 1 to 6 carbon

atoms, it bei ngxposgbhdsentsr ahheosajas abed shHLPC O -NH-
chain to be interrupted by a hetero atom such as a
sNEs AHBHYIRO chHEERNHs. aNHos$gdhi-orNEShuP-om-CO-O-

N e N ) ot it HEtbo. con.

- OUIN(=dit e ne)S O-, OGO, CQHOHCONM (sat el &yl dnsatur8éd  alkyl),
:%(ENW-Y”: VNVQt%atﬁwlér\% ?dden?ircalu g?%tiflfjerreela‘sdasaldg%rlwgd previsouly, or
—NRj-C(=NR")-NR"i-, Ry and R'; denoting a hydrogen atom or a lower alkyl
radical and R"; a hydrogen atom or another powerful electronegative group,
such as a cyano or COY4" group, Y+" denoting an alkoxy group;

- the chain B' represents an aryl, arylalkyl or arylalkanoyl
group, a straight alkylene chain -(CHz)n-, n being an integer which can vary
between 1 and 5 or a branched alkylene chain containing from 2 to 8 carbon
atoms, the alkylene chain being optionally interrupted by one or a number of
oxygen or sulphur atoms, or a group -(CHz)n-O- or -(CHg)n-S- where ny; is an
integer equal to 1 or 2;

- Y" represents a straight or branched alkyl group containing
1 to 8 carbon atoms; a cycloalkyl containing 3 to 6 carbon atoms; a bicycloalky!
group; a cycloalkenyl group; an aryl group such as an optionally substituted
phenyl group; a 5- or 8-membered heterocyclic radical containing one or two
heteroatoms chosen from nitrogen and sulphur atoms, the said heterocyclic
radical optionally being substituted; or also a bicyclic radical resulting from the

fusion of a benzene ring to a heterocycle as defined above.
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-S-C(=NY")-NHY"- with the Y" identical or different,
as defined previsouly, or -NR|-C(=NR" ii)-NR i i-

we2mea0s54R n denoting a hydrogen atom or a |0V\BCT/€IB10}N’5/000739

radical and R'p a hydrogen atom or anot her powerf ul
el ectronegati ve group, such asga cyano or COYi" group,
Y-i" denoting an al koxy group; the chain B" represents

| aryl al | A stearaht ..
en arl.esglel iyl Bonviolkanotio wougme SEergMaung e
allowing Jorbefiawdéa) dndafith)5 or a branched al kyl ene chain

containing from2 to 8 carbon atons, the al kyl ene

chai n bei ngreptj_onal ly it enr Py_@ne or a pumber
of oxygen ost’t\Jl pfgﬁ'lra'%(l@ ms? owtg'%gergupp-(CHz) pi(lréy(} or
-(CH2)ni i-S- where n nis an integer equal to 1 or 2
por- Y' represents a straight or branched al kyl group

containing 1 to 8 carbon atons; a cycl oal kyl

containing BtQ 6 r”pgﬁ_ag(@_r_qsn a bi cycl oal kyl ,ggoup;

a cycl oal keryt” gréup; an aryl group such as an

optionally substituted phenyl group; a 5- or

6 weidber ed het erocyclic radi cal containing one or two

het er oat oms chosen from nitr%gen and sul phur at ons,

the sai d het er By @ndcRT atg ealdediped avithl 1efelssicadgo general formula

tijtuted; or also a bicyclic radical resulting from
f'&h)gﬁfcﬂélﬁgﬁ’ of a benzene ring to a heterocycle as

def i ned abgve. : agcordi y f ai
to 15 , havi ngatth%e Cﬁ—%ﬁ o'\%ivi nr;eg{%%r?&oaﬁyl—gﬁﬁ%ngh%bi bt;?:énéwed of
Lhsaturdtedhalayli gnoup ' ATH: )X~ Wherban s Bari  integér” whith )can vary
rrR1IN ainA)- HYH (ljb 2 in which: - Rl
Brtieen Jrar'd Bl pinshrah heiet: bAbe & GryuRBRaRched or branched
E%H“é'g’a‘o&;ﬁ):omfbr@i'n%'f%rﬁﬂ td8 &hsoadmd §RE SEfESHIAM to 4 carbon
unbranched, branched or unsaturated al kyl group =(CH
2jamns;ian whizniaacihea or Hramchiast alggne prauphcaraprisiagyfrdnetwed carbon
1l and 8 and preferably between 1 and 4 ; an unbranched
8I¥'anched al kene group conprising from1 to 8 carbon

atoms and pref ggabl y 44 0% CAUDOLNs -OCONH-, -OCON(alkyl)-;
-OCON(alkene)-; -OCO-; -OCSNH-; -CH;-; -O-; -OCH,CO-; -S-; -CO-; -CS-;
amine; saturated or unsaturated alkyl;

~ the chain B" represents an unbranched, branched or
unsaturated lower alkyl comprising from 1 to 8 carbon atoms and preferably 1 to
5 carbon atoms; -(CHaz)n(hetero atom)- where the hetero atom is preferably a
sulphur or oxygen atom; n; being an integer which can vary between 1 and 5,
preferably between 1 and 4;

- the group Y represents a phenyl group, unsubstituted or
mono- or polysubstituted with one or more identical or different substituents
selected from halogen atoms, OCF; CHO, CFi;, SO,N(alkyl); such as
SOzN(CHa)z, NOz, S(alkyl), S(aryl), SCHz(phenyl), an unbranched or branched
alkene, an unbranched or branched alkyne optionally substituted with a trialkylsily!
radical, -O(alkyl), -O(aryl), -CHzCN, a ketone, an aldehyde, a sulphone, an acetal,
an alcohol, a lower alkyl, -CH=CH-CHOQ, -C(alkyl)=N-OH, -C(alkyl)=N-O(alkyl) and
other keto derivatives, -CH=NOH, -CH=NO(alkyl), and other aldehyde derivatives,



15

atons; an unbranched or branched al kyne group
conprising froml to 4 carbon atorrB - the group X1 1
woemeasesass - OCONH-; - OCON(al kyl)-; - OCON(al keRreYAB2006/000739
-OCO-; -OCSNH-; -CH2- ; -0O; OCHZCO -S-; -CO;
-CS-; amne; saturated or unsaturated al kyl; the chain
B" represents an unbranched, branched or unsaturated

T NN B atomER BT 1 CReRBB)  orou

a@@@tloawylsﬁﬁofl-he hetaytioatkl/NaNLO(amyef er éh' Y optiGndlphursubstituted
or oxygen atom n n being, an integer ich can vary
petefeerlel erraeterocy@eewn@rﬁl@g kﬂetswgféwrlhﬁﬁ@ atom;. at pcloalkyl; a

b
S8 Yol PReSIb & Pl M Rgp R B g 1
Hefeferyeie compssing laemtrsgaelhetetceelto;r]m ommélzdﬁlgﬁicféalem heterocycle
S
@@%rlmajra)ke’ce?uircym RO SRy ) ST3aA e (R oM campr Sing from 1
3 %Q‘-"a‘?@fin adtl anaﬂnb'@ﬁ Rt Bhe ﬁi@ rt&ﬁ% %rlﬁﬁﬂgmp from 1 to
silyl radicaF,

optionally substitute atria
8©@abd(yraqus @(ndrgﬂejerabl(ﬁHzm\lﬁ carken cahcemsaa lmkedeloy deanehed alky!

PR Gy STl R e syt iees st yngwstituted or

rﬁdh@r crre 8lydepdtiaetv es ph keforaNA @l ne 2Nkl
ot her al Beﬁ/gde deri vat Pv%@ﬂ-:%(ggl Kyl ) =NH NH- CO\lHe L%/ group s

raskeay lor enbrapched pheysiic) a gubitﬁuted@(ray‘nsubaﬂltmysﬁ)belmlphenone a

TS Eeg B BrsLoREr 6P, (hrpo TG BF blathGet  SBRA b Bropnols ar

ahiahcied o srahéhdd akebéC Wipsridyl Cgrl@u;.@nél ﬂhreﬂ l@ff@@ébﬁ}/lagroup,
nor bor nyl group; a phenyl ring fused eroc

eopydlisigigUn. i parbedar adiueranyhoseiora ﬂapbthcrbcpmmly%rcéronaphthyl

Glasp A HOGHTFaRE L bPthl ol ST o KEEBR 37 e privetiugise cioheny
toud: a@hbnoxyﬁrmn?lg@UpwbeWhehylbgrgnphe? al kyne
t r n atons an rerera
Lo B ar Do ar oWEe 2RopIiELS GR D henat Shagsiengns.n shat X! i

PObyRHERdhid.edmi LB -RhemE o QHOURGH M. Ch\lﬁtﬁl\ﬂ#té‘ﬁ(ﬁ represents

unsu strtuted or rono- 'of polysubstitut ed;
pioky brefetainie anroxypeclatarhe al kyl group is branched or

unbranched,or cyclic; a, supstituted unsubst it ut ed
benzopheno?’r@ §%l§§9?rtdlﬂgeg’ EPV‘EI'F%L%QE}'W& fo 32, characterized

iW‘tﬁéﬁWW@@e%ct&! #eNgdineEr Y BlarscHeaK!| @Ho‘&ﬁh@'oycﬁ‘ﬁllkyl group,
in particular cyclopentyl or cyclohexyl group; a phenyl group unsubstituted or
mono-substituted, preferred substituent being halogen atom, in particular
chorine; a heterocyclic radical, in particular pyridyl N-oxide or pyraziny! radicals;
a bicyclic radical such as a benzothiazoly! radical, Y being more preferably a
pheny! group unsubstituted or mono-substituted as above-defined.

34.  Use according to anyone of claims 30 to 32, characterized
in that Y" represents a phenyl group at least mono-substituted with a keto-
substituent, in particular a linear or branched chain aliphatic ketone comprising
from 1 to 8 carbon atoms and optionnally bearing a hydroxyl group, a
cycloalkylketone, an aryl alkyl ketone or arylalkenyiketone in which the aryl
group is optionally substituted, or a heteroaryl ketone, preferably a

cycloalkylketone; an oxime-substituent or an halogen atom.
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unbranched or branched al kene; a piperidyl group; a
phenyl cycl oal kyl group; a polycyclic group, in

woaodsiiosd4ar a fl uorenyl group, a naphthyl or PCT/IB2006/000739

pol yhydr onapht hyl group or an indanyl group; a pheno
group; a ketone or keto derivagive;, a diphenyl group;
a phenoxyphe pyl group; a benzyl oxyphenyl group. 32.

et X 15 581 eBFEFFPIIES e TS0 g fparacterzes

INHED- Y rsl\lh-lﬁc‘;%ll'rlyl @rodprapea@tembaombetmtaf wn‘tabQHcana ketone an
at om Use according to anyone of cl

R ARaA o teat o0t lemaN %H 5%y Benda(aalead other keto
ldeRGaf &y bepRahed al gcﬁ' )n aﬁt%{ C'oﬂ%rkyéldgig;ﬁd’éo fjéﬂvatlves
or C ex

particular cyclopenty rou

g@@mlaﬂ@hbﬂ@ﬁut(dedDahkyhaNS@tmkyl) uted, preferred
substi t uent,_ bei hal o n atom in particu 0
S hetor ocyabi e Plarteptine T Fvonm & o o o M ecterized

‘PerPéfrcﬁéﬁrW\“ |§ §‘éh§ﬁ\' SGH%?P \ﬁbfﬁ'ﬂ'\‘?a lﬁg'fF&h 1St l&%f&ably from 1

benzot hi azol Y radi c el ng prefera
pénife @ﬁramﬁ uagwbsnilmgjeeple@allyrdﬁdrb%ubst ituted as

3010 35, har abreASEHE o Y BhcHd co S BRyRcterized

O R 119 chaias' |§”0(@=19§1Q§rt l(@HE)%d with a

ketosubstituent, in particular a |linear or branched .
chain ali pRéti c Usetanserdingnieasiyagefafoiaimst 30 8o &l Isbaracterized

3 Q8L PRy ik B0 dey e "B i fhallanisbsp SEREP G and. for

abpalukes\of kerhang (lid), W efaih Beredr¥derds oIH) s also.

optionally substitut ed, or a het er oaryl ket one,
pr ef er abl y 3§. cyb’ﬁ@eﬁq@?md@g6%@”&’%9@&%@W@u%@tt@taﬁerﬂhamc’fe”zed

I t f cl
PR SRR B R BRBBHENES . § Do e Dhenyl ar oup
t | t b1 iR )
ZI deﬁsze @gﬁhsg@sblnﬁé{W%u‘(‘ﬁll ﬁpl})@ﬁ@noﬁréﬁ?ﬂ Bfifer an

- C(al kyl') =N- O( aBiHenyandppthepefiairne |'\egHdrves,
- CH=N- OH, - CH=NQ(al k f%? gﬂd gtphelr alpg(g{}yy de r

derivatives, Cﬁfimﬂhjalrdghle)wl\)p}dpyl 3-piperidinopropy! ether
- (cycl oal kyI ) N-(Xal kyl). 36. Use according to anyone

of clains 30 to ﬁﬁnZ@Huaa@vle%pMIdmomhml edtheri n A1 1
prefer anly %EEﬁ'fffhe@wpropwﬁe”dcﬁm?ft%'ylﬁ%eaé&%grép@ S@er
gfg?%aggyt o 36 %W!P&?BWL? Cc?éjalmgt%yfp?pearp ng&propyl ether
- 3-Phenylpropyl 3-(3,5-trans-dimethylpiperidino)propy! ether
- 3-Phenylpropy! 3-(3-methylpiperidino)propyl ether
- 3-Phenylpropyl 3-pyrrolidinopropyl ether
- 3-(4-Chlorophenyl)propyl 3-(4-methylipiperidino)propy! ether
- 3-(4-Chlorophenyl) propyl 3-(3,5-cis—dimethyl piperidino)
propyl ether
- 3-(4-Chlorophenyl) propyl 3-(3,5-trans-dimethy! piperidino)
propyl ether
- 3-Phenylpropyl 3-(N,N-diethylamino)propy! ether
- N-Phenyl-3-piperidinopropy! carbamate



in that the chain B1 1 is -(CH2)2- or -(CH2)3- . 38.
Use according to anyone of clains 30 to 37,

wohereaosdasi zed in that X is an oxygen atom thecthBione/#00739
represents -(CH 2)3- and, for conpounds of fornula
(Na), the chain B represents »{CH )S- also. 39. Use
according to anyone of clairns 30 to 38, characteri zed
inthat it is opne_of the follow ng conpounds:
3, 3- Di net hyl but @rp%mpff-éwp%ﬁ%%reawCaé%@late

3- Phenyl propyl 3spi riﬁii opyl eth L

3- (4- Chl or 6phen§>5%$§$' '(gg'ﬁélﬁ%ﬁ]ﬂm{'éwpe%‘#'H@Pmpyl
2- Benzot hi azol ygar3apidier i di nopropyl ether -

3- Phenyl propyl 3-(4-nethyl pi peridi no) propyl ether

3- Phenyl prepyl 3-Qy&idparitglIdi(BEt mytmiigiey]) gios))premsamide
et her 3-Phenyl propyl

3- (3, 5-trans- di NeCYsibp&xyN il moyynotidipy -3-gtrbey!l)urea
3- Phenyl propyl 3-&’;- met t(%l] pi peridi no) propyl ether -
3- Phenyl propyl 3@ Piraridnasiipylmsyinokeangethiazole

3- (4- Chl or ophenyl). propyl 3-(4-nethyl pi peri di no) propyl
ether 3-(4=Chl og'cg)ﬁﬁ%rh@%?p%@%ﬁmm%- (3, 5-ci s-di met hyl

505, - trams: o RS BBl AP URBHGRG. ner 7
3 Eneny! PLODY! SNibol-f8-BlRvHEBR) BrRby RS -

car bamat eN=Pent y)g.3ipbR@hbEEAIRHH ihsdmat e
(S)-(+)-N-[2-(3, fg Di lrgna‘t hyl ) but yl | %yp;ﬁ@erl di nopr opyl
car bamate — N-(6-Phenylhexyl)piperidine ,
3-Cycl opentyl -N-(3-(1-pyrrolidinyl)propyl)propanam de
- N Cycl ohexyl -NepHehyi-py«(diethytiminb-Bp pylrgar ea -
2-((2-Pi peridi noet hyl {arri no) benzot hi azol e 5- Pi peri di
popent yl anine 2NNianzyl-B-(Eppepidinogremmexanidpei di ne
- N-(3-(N,N-Diethylamino)propyl)N'-phenylurea
— N-Cyclohexylmethyl-N'-(3-piperidinopropyl)guanidine
40. Use according to anyone of claims 1 to 15, of general

(R3)n3‘©
/R'T

X_C nHzn_N\

formula (I):

in which:
— CyHzn is a linear or branched hydrocarbon chain with n ranging from 2 to 8;
— X s an oxygen or sulfur atom:
~ R'and R? are as defined in claim 1:
— nsis aninteger from 0 to 5 ; and
~ R®represents each independently
* a halogen atom,
e a lower alky!l or cycloalkyl, a trifluoromethyl, aryl, alkoxy, a-
alkyloxyalkyl, —aryloxy, nitro, formyl, alkanoyl, aroyl,
arylalkanoyl, amino, carboxamido, cyano, alkyloximino,
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3-Nitro-2-(6-piperidi pohexylam po)pyridine -
2- (6- Pi peri di nohexyl am po)pyrimdi pe -

woR(BABsEany| hexyl ) pi peri di ne N-phe pyl-N - (di epOyiBame/000739

po- 3- propyl )urea N-benzyl -N - (3-piperidi nopropyl)gua

pi dine N-(3-(N N-Di ethyl am noypropyl )N - phenyl urea -

N- Cycl ohexyl net hyl - N - (3- pi peri di popropyl )%uanl ?I ne

40. Use according, Aan of. cla 0 ,, O

general for nu?% é’% g@)ﬂ?lgﬂmmmﬁnﬁQ}ﬂyqrgxéalﬁylneaélferB’rl’ alkynyl,
branched hydrogpraemishai g inkdy|n regg%md‘rﬁ%gl 2t rBoxamide,
: - X is an oxygen or sul fur at’om and are as
defined in clearppnylcyciaglkyls attyldambenpdalkiyl, cariBoalkoy, ;arylalkyl or

and - R3 repr each i ndependently a hal ogen
atom a |owe g]%k@r Lgor cycl oal kyl, a trifluoronethyl,

aryl, al koxy oratak@hktbb@fﬁé@'m%' m( 6§rlb%yato%§ bPthe phenyl ring to
forrryl al kano anoyl, am no,

ar o aryi a
car boxani do, WE]/l@hdt Isa%l/JBW ox bnbno; @@me@samramd or unsaturated
al kyl al koxi mm 8%%%&(%@' kyl, al kenyl, al kynyl,

sul pham do, suI H%nam do, car boxam de,

car bonyl cyghoal kigk, actoldihg & bl@wﬁ)dloa'cHWactéﬁiéhoﬂ'tHQ?(Hg is zero.
aryl al kyl or oxime group or taken together with

car bon at oft8: of Utsﬁeacﬁﬁéﬁw tq pRPeolwliaths 4o arg 4U§é1@racterlzed
% Biat B 156’1 %{Hogﬂ ?Q n@iééj&@ﬁnee%dﬂ céeﬂ{ﬁs? %garﬁh%fﬁfab@% Pardposition.

benzen accor

char act er| %d | Usthetcordng fo @8yahe é2claldie 40GH0RI 40, rw\a%ﬂ:terlzed
4 1, characterized in that n3

Yhft% '%agegwﬁé?wpﬁeféé@mhé@u s 8lim 1 and
pr ef erabl y4hn pajsg-Re8tdiheh anyone of claims 40 and 42, characterized

in that R® is a halogen atom, a cyano, nitro, alkanoyl, alkyloximino or
hydroxyalkyl, preferably CN, NO;, COCH; COC,Hs, HzC-C=N-OH or HiC-
CHOH or cycloalkyl-CO.

45.  Use according to claim 40, characterized in that R® taken
together with the carbon atoms of the phenyl group to which it is fused, form a
5- or 6- membered saturated or unsaturated ring, in particular a 5,6,7,8-
tetrahydronaphthyl group.

48. Use according to claim 40, characterized in that R® taken
together with the phenyl group to which it is fused, form a naphthy! group.

47.  Use according to anyone of claims 40 to 46, characterized
in that -CnHz-- is a linear hydrocarbon chain -(CHy)s-, n being as defined in
claim 18.

48.  Use according to anyone of claims 40 to 47, characterized
in that X is an oxygen atom.

49.  Use according to anyone of claims 40 to 48, characterized
in that X is a sulfur atom.

50.  Use according to anyone of claims 40 to 49, characterized
in that n is varying from 3 to 5 and is preferably 3.

51.  Use according to anyone of claims 40 to 46, characterized
in that it is one of the following compounds:
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43. Use according to anyone of clainms 40 and 42,
characterized in that R3 is a |lower alkyl, preferably

wa 2a6/183A6 al kyl . 44. Use accordi ng to anyone oPCTHBION®000739
- 40 and 42, characterized in that R3 is a hal ogen atom

a cyano, nitro, al kanoyl, alky]oximno or
hydr oxyal kyl , preferably CN, , COCH3, COC2H5,

H3C- C=N- OH cl oal kyl -CO. 45. Use
according t 13504@%%&&@%’?{%% rP‘f"zed in that R3 taken
t oget her whi(B-gHemok émp[ @ ﬂ—@ﬁdmfe t he phenyl group to

which it is fused, for - or 6- nmenbered saturated
or unsat ur Mr@gthyi-g(5- phermwnoe@ml)aetmlaamew 8-

tetrahydro I ) according to claim
40, charac?%gﬁﬁoxgﬁﬁﬂg W@ppgﬁ%ﬁ together wth the
phenyl gr obup(5t-;®hemmxlybemﬁy| Hrexawsetlylehemina napht hyl

group. 47. ﬁ accor ing to anyone of clainms 40 to 46,
char act eri Me@fhyhNt(gzRNencxypenty)PrapyPRe¢ hydr ocar bon

chain - (CH claim16. 48.
Use accc()r di gg"pthgnggmtﬂ%gﬁlewn?ﬂ% 4”%

char ag_t eri t48- (4mycbatc]>¢@ér1lesaﬁrorgoégrmjg) pmﬁyﬂann?éﬁcﬂned
accordin nyon cla 0 aracterize
in that g( ,232 £ ftﬁ%e‘ﬂ%m gg% @Iiié”p&%ﬂ RIPRECINS
anyone of el @éﬂﬁ:yégoéﬁé Bygqtr%@tr?@ﬁpér”dlﬁgat nis

varying from3 to 5 and pre
accordi ng ﬂd%ﬁwaeomertdxa pmpxlﬂ}St-meﬂﬁllplpBMaet eri zed
in that it

conpounds: M?.éff é‘;ﬁ%@ﬁ{@%é’gﬂ%wp&@w@] piperidine

1-(5- phenoxg{gﬂgpi S'Jo)(o@M y[)?héﬁ'd)iy? propyl}plperldme
N- net hyl - &5 phepoxypep - et hyl
1- ( 5- pheno% ibéﬁtoy?mow&wgmewy)propyl] plperldme

N et nyl -1 (R BESRIR Sn B ey Rieeraine
1- ( 5- phenoxypepicybnoghareixp)dropyipermdiiygpiperidine
1-[3-(4-nitrophenoxy)propyl]-2-methylpiperidine
1-[3-(4-nitrophenoxy)propyl]-4-methylpiperidine
1-[3
1-[3-(4-propionylphenoxy)propyl]-3-methylpiperidine

4-cyanophenoxy)propyl]-2,6-dimethylpiperidine

1-[3-(4-cyclobutanecarbonylphenoxy)propyl] piperidine

1-[3
1-[3
1-[3
1-[3
1-[3-(4-propionylphenoxy)propyl}-2-methylipiperidine
1-{3-[4-(1-hydroxypropyl)phenoxy]propyl}-3-methylpiperidine
1-{3-[4-(1-hydroxypropy!)phenoxy]propyl}-4-methyipiperidine
1-[3-(4-propionylphenoxy)propyl]-2-methylpiperidine
1-[3-(4-propionylphenoxy)propyl]-4-methylpiperidine methoxime
1-[3-(4-cyanophenoxy)propyl]-trans-3,5-dimethylpiperidine

4-cyanophenoxy)propyl]-cis-2-methyl-5-ethyipiperidine
4-cyanophenoxy)propyl}-trans-2-methyl-5-ethyipiperidine
4-cyanophenoxy)propyl]-cis-3,5-dimethylpiperidine

(
-(
(
(
1-[3-(4-cyclopentanecarbonylphenoxy) propyilpiperidine
-(
-(
-(
-(4-propionylphenoxy)propyi]-4-methylpiperidine
(
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1-[ 3-(4-cycl opropanecar bo pyl phenoxy)
propyl ] - pi peri di ne

Wa- 2[)(37‘1()354&C€t y] phenoxy) - 2- R- net hyl propyl ] pi pePCUiIB®06/000739

[EY
(JO
—~
.b

- cyanophenoxy) propyl ] - 4- et hyl pi peri di pe
-(4-cyanophenoxy)propy|] 3; met hyl pi peri di ne
-(4-acety|phenoxy) 2-S- nethylpropyl] pi peri di ne

-[ 4- (3-0x%0 heno ri

4 ey AR TSR 2t ) BRERGRY REPpl Hiansen s
- (4-ni tdlﬁ@ﬁm@&h@m@pyl ] 3-net hyl pi peri di ne

- (4- cyanophenoxy) propyl | - 2- net hyl pi pe i di ne

- (4-ni f'rl 6;(Heqy@iqpmsd@|rt_porw4 nbeggTyoupp@wlgm%S 5
-(4-nit 4- met | peri di ne

- §4- cya '@&E@ﬂ@%; ‘P%S% % 2, 6-di ?/re?hsl pi peri di ne
-(4-pr OF{BO(EWda@b@ﬂ@W ﬁérﬂd»ly‘ §rdp5§1] bﬁé?ld@%l di ne

- (4-cycl obut anecar bony enox pi peri di ne
- (4- cyar[édérnraﬁ@r&xd%%wy@h@mﬁﬁ ﬁ’b’ﬂ)?iﬂ%i 9hR& i di ne

- (4- cyananhenssbhiiPRYblyprSo AR STRdINy ipBefiiid Pi per

e
- cy dnGHHAEnethip 0Py () pHarmixglPomEl-Byhethyepiperidire
e

cyﬁﬁéﬂﬁéﬁf@&iﬁ%'@@ﬁﬁp]‘y BreRvl-mathdpmpriginger i din

-(4

in

- (4

3- h | pi peridine
-(4- prg&?gﬁkaﬁﬁgg% EFW&)%GZM yl ?Cl)l peri di ne

- [ 4- (11Hﬁd4wtwawwxymep¢bkmbemabpvl } - 3-met hyl pi per
e

_[ 4- ( 1IAG AN BRI Y SHERRAD IAOPEBGXY) Aoy IRiPSiidiag

€ 1-[3-(4-isopropylphenoxy)pro iperidine
4- ro[|o<n I pe%g yp py prFTDEthyIplperldlne

4 pr 6dﬁdﬁﬁ%%ﬁﬂﬁgﬁp@b)ﬁprqpymprperlﬁmep| peri di ne

- (

- (

(4 cy&r{gdﬁﬁg%)?m%%xﬁ rqprygwgegdl,gedl nmet hyl pi peri d
-[ 3- (quhcenmqwén Mb@ﬁﬁm BeA@sy) propyl] -tra
, 5 1
n
- (

=

-

I A R R R R
1 1

o' o

3 e

oX

Q.
(JOUOOI—\(JO:TOOOODOJ:JOOOO ooo_oo:oooowoooooooowoooowwoo

- di et hyl pi peri di ne 4- cycl opropyl
onyl pheAdBNosYRRIYY)- 4—@r0§-YBP5>efldinﬁet hyl pi peri di ne
4-

can he B ARKYPIRP 4 AR ideRiRET | di ne

1-(5-phenoxypentyl)-3-methyl-piperidine

I—‘O'O_I—‘
Q.)U):)

—

1-acetyl-4-(5-phenoxypentyl)-piperazine
1-(6-phenoxypentyl)-3,5-trans-dimethyl-piperidine
1-(5-phenoxypentyi)-3,5-cis-dimethyl-piperidine
1-(5-phenoxypentyl!)-2,6-cis-dimethyl-piperidine
- 4-carboethoxy-1-(5-phenoxypentyl)-piperidine
3-carboethoxy-1-(5-phenoxypentyl)-piperidine
1-(5-phenoxypentyl)-1,2,3,68-tetrahydropyridine
1-[5-(4-nitrophenoxy)-pentyl]-pyrrolidine
1-[5-(4-chlorophenoxy)-pentyl]-pyrrolidine
1-[5-(4-methoxyphenoxy)-pentyl]-pyrrolidine
1-[5-(4-methylphenoxy)-pentyl]-pyrrolidine
1-[5-(4-cyanophenoxy)-pentyl]-pyrrolidine
1-[5-(2-naphthyloxy)-pentyl]-pyrrolidine
1-[5-(1-naphthyloxy)-pentyl]-pyrrolidine
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RPRRPERRPOAMRRERRRERRERRRETRERRT R

- (4- propenyl phenoxy) propyl ] - 2- net hyl pi peri di ne

- (4- propi onyl phenoxy) propyl ] - 2- nethylplperldlne

Ap3s46 1 - et hoxypr opyl ) phenoxy] propy] } - 2- mePayiiB2006/000739

ridine

- (4- propi onyl phenoxy) propy{ | - 4- net hyl pi peri di ne

- (4- br onophenoxy) propyl ] pr peri di ne
(
(
I
(
(
(
(

)
r@.l—u—
@woo

ROVt G e S T

1 -~

j pi perBgi- Fﬂﬁenylphenoxy pentfl -pyrrolidine

4- |sopr05ylp enoxy peri di ne

4- sed={pd y(ﬁpﬁ@r%ﬁ@ﬁr)agvd)rwapgﬁhwémw [wentyl}-pyrrolidine

R R B TR B P hDeine

phenoxxaqmedoxyéempmﬁ-dmy@%pﬁmé
phenoxypent -piperid
5- phenoi;igéﬂn ét ,Y@Whyqﬁrﬂﬁapbﬁwarwl pentyl}-pyrrolidine

pe
[3

[3

[3

[ 3-

op

[ 3-

[ 3-

[ 3-

[ 3-

(5-

- (5-

- (

-acetyl t erazi ne
-(5- p%enox pW%B@ﬁt rzg%o;'&gignet hyl - pi peri di ne
- (

- (

-C

-C

- (

- [

[

[

[

[

- [

5- phenoxy(perrterioxyBely spyralidires hyl - pi peri di ne
cis-di met hyl - pi peri di ne

grgggpg)&g ntey%)tthmﬁéﬁ@%%mw)e pi peri di ne
ar boet hep;;xé:,’lq yrf f%lgg%y@whme) pi peri di ne

tetrahydropyridine
(4-ni ﬂﬁamirmmxypmehtmrr]ohqbrmer ol i di ne

5- phenox

Ei ﬁglﬁﬁ%@ﬁfgﬁ%@gnw e e
§4 mﬁﬂﬂ(@ﬂ%@éfﬂ@ 4 Pé& -?H}/Fr%lhgmene

4- cyanophenoxy) I ne
(2- naM@ﬁ%%ﬁEqphMyppnwm& wist oy rpparidibe (1

- napht hyl o L idj chl or ophe

poxy) - pent w% %ﬁ%’%‘f %Jf&é)%o ngty épyﬁﬁ’idiﬂﬂ phe

poxy) - pent yl[5{mamidbbBERSky)-pentyl]-pyrrolidine
1-[6-(3-cyanophenoxy)-pentyl]-pyrrolidine

5-
5-
5-
5-
5-
5-

N-[3-(4-nitrophenoxy)-propyl]-diethylamine
N-[3-(4-cyanophenoxy)-propyl]-diethylamine
1-[5-(4-benzoylphenoxy)-pentyl]-pyrrolidine
1-{5-[4-(phenylacetyl)-phenoxy]-pentyl}-pyrrolidine
N-[3-(4-acetylphenoxy)-propyl]-diethylamine
1-[5-(4-acetamidophenoxy)-pentyl]-pyrrolidine
1-[5-(4-phenoxyphenoxy)-pentyl]-pyrrolidine
1-[5-(4-N-benzamidophenoxy)-pentyll-pyrrolidine
1-{5-[4-(1-hydroxyethyl)-phenoxyl-pentyl}-pyrrolidine
1-[5-(4-cyanophenoxy)-pentyl]-diethylamine
1-[5-(4-cyanophenoxy)-pentyl]-piperidine
N-[5-(4-cyanophenoxy)-pentyll-dimethylamine
N-[2-(4-cyanophenoxy)-ethyl]-diethylamine
N-[3-(4-cyanophenoxy)-propyl]-dimethylamine
N-[4-(4-cyanophenoxy)-butyl]-diethylamine

~( )

N-[5-(4-cyanophenoxy)-pentyl]-dipropylamine
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1-{5-[2-(5,6,7,8-tetrahydro
papht hyl ) - oxy] - pentyl }-pyrrolidine

wa2pwA1B4phenyl phenoxy) - pentyl ] -pyrroiidi pe 1PCEARINE6/000739

poxypentyl)-2,5-di hydropyrrole 1-{5-[1
-(5,6,7, 8-tetrahydronapht hyl ) goxy] - pe
ptyl}-pyrrolidine 1-(4-phenoxybutyl)-pyrrolidine

el - nh | t hi

oty Doyt oL e ot SRR IR oy o i ne
1- ( 3- phenoﬂy[@n@p(yya)rrlophenoky cbrbpyl]-pﬁér(dﬂw@ltfophe

t rrolidi - uor o
Poxy) - pent J13 E%pchﬁweﬁexw Ei?pw Fheemsphdaneimine
sxy) - pent ylN. ?f@% h%'nB%( ﬂ@ydlet fvlaming
1-[5-(4- t pen rro
[5 E4 g?n?\h%b%#ecmq@hepem y;br]oppmdmiopgliamné [5-(3-cya
enoxy)

(a0 el Oh R e ueprams-ciatnviamine

(£ s crmmemgnl b an-

1-
poph
3-
3
5
5-14-( pﬁdﬁy{%a&nﬁtypmemﬂwﬂr@xl g@yl]eplpteylb}nepyr rolidine
- - . pe .
o e R P SR 1 St S BT e
g-(4-ph3qu()4pé&ét Emo wmh B?G“frghé G!rﬂéth'yl piperidine
g
5
5
2
h

- (4- N- benzam dophenoxy ' rol

-[4-(11= [ﬁ;&&r@qnéphs;«mgxy mma&}yihrp@mwmoepvmeol i di ne

(4 cy AR ERREb bRl Rt i ©

- (4- CyaFIGF(h%It@tM h@r@d){ty?’-l o IFSWJ&b@WneE?@/l lperldlne
- (4- cyangphenoxy E’ eth i et hyl ami ne [g (4-cya
enoxy) 1ﬂﬁdﬁyfpymm!ph@mw mwrmé plperldme

1-[3-(4-isobutyrylphenoxy)-propyl]-piperidine

[

p
N-[
N-[
1~
1-{
N-[
1-1
1-1
1-1
1-4
1-1
1-1
N-[
N-[
P

po

N-[3-(4-propionylphenoxy)-propyl]-diethylamine
1-[3-(4-butyrylphenoxy)-propyl]-piperidine
1-[3-(4-acetylphenoxy)-propyl]-1,2,3,6-tetrahydropyridine.
52.  Use according to anyone of claims 40 to 51, characterized
in that it is one of the following compounds :
1-[5-(4-nitrophenoxy)-pentyl]-pyrrolidine
1-{5-[4-(1-hydroxyethyl)-phenoxy]-pentyl}-pyrrolidine
1-[3-(4-cyanophenoxy)-propyl]-piperidine
N-[3-(4-cyanophenoxy)-propyl]-hexamethyleneimine
N-3-[4-(1-hydroxyethyl)-phenoxy]-propyl-diethylamine
4-(3-diethylaminopropoxy)-acetophenone-oxime
1-[3-(4-acetylphenoxy)-propyl]-3-methyl-piperidine
1-[3-(4-acetylphenoxy)-propyl]-4-methyl-piperidine
1-[3-(4-propionylphenoxy)-propyl}-piperidine
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N-[ 4- (4- cyanophenoxy) - butyl | -di et hyl ami ne N-[5-(4-cya
pophenoxy) - pentyl ] - di propyl am

woedos[18354d- cyanophenoxy) - propyl ] - pyrrol i di ne  PCT/IB2006/000739

1-[ 3- (4-cyanophenoxy) - propy] ] - pi peri di ne o
N[ 3 (4-cyanophenoxy) - propyl ] ghexanet hyl enei m ne
6-(4- cyapophepoxy) - hexyl ] -di et hyl am ne

i514( Y R R R Al BB BN EE 1 i ne
e e e

E4 de 'E}I'&MEB%%WWB' pﬂﬁth?Wmﬁ peri di ne

n((a4 acehy | PURROXYIS AIPYY ]an%%/oﬁetéfagﬁalrﬂgn?ttgwSP'h%?/ing the

iNgfacedlzl(Phenoxy) - propyl ] - 4- met hyl - pi peri di ne

(4-propiony|phenoxy)-propyl]-piperidine _ _

- (4- acet yl phenoxy) - prQpyl ] §;5 ci s-di et hyl - pi peri

1-[ 3- (4-fornyl phenoxy ?I] pip ||d|ne

-(4-isobutyryl phen 5 ] - pi pe dlne

- (4- propi onyl phgy -propyl] di et hyl am ne

- (4- butyryl phenox¥y) - propyl ] - pi peri di ne

g 4- acetyl phenoxy) - propyl]-1 _
“tetrahydropyridine. 52. Use according to anyone

of clainms 40 tonmik? t

of the fol | ow nrg\ﬁﬁecga |§Qi@5dé}°|ﬁe§ -b8&Hoh Br il aladsltidrSof We piperidyl

indisty( & mnﬁr@bbemgw)dqcﬁmaﬂmh mjeraniceldo g@rrﬁulé BA] 4 €lRim 1,

- hydr oxyet hyl gnoxy] - pentyl } - pyrrolidine

1-%/3- (4¥cya¥0|)oh§ o0 oi))VPFabeéFartﬁhﬁé alkyl group having 1 to 6

Sl ORI PR g 2o

ot {Bdilzt hyl ani nopr opoxy) - acet ophenone- oxime
1-[ 3- (4- acet yl phenoxy) - propyl ] - 3- net hyl - pi peri di ne

1-[ 3- (4-acetyl phenoxy) - propyl ] - 4- | - pi peridine
—(CHg)p—X1!
Ryt

in which nyiis 0, 1, 2 or 3, X" is a single bond or alternatively -O-, -S-, -NH-,
-CO-, -CH=CH- or

00000.)00'

é

2—r—"—|l—| -5 i

I—\I—\ZHQ_I—\I—"(-DA: RPRRAZZZ
Wwwo ww

Ryl

and Rs" is H, CHs halogen, CN, CF; or an acyl group
-COR:", R4"" being a linear or branched alkyl group having 1 to 6 carbon atoms,
a cycloalky! group having 3 to 6 carbon atoms or a pheny! group which can bear
a CH3 or F substituent; or alternatively a group of formula
—G—NH—R;!
i
in which Z" denotes an O or S atom or a divalent group NH, N-CHs or N-CN
and Rs'"' denotes a linear or branched alkyl group having 1 to 8 carbon atoms, a
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1-[ 3- (4- propi onyl phenoxy) - propyl | - pi peri di neN-[ 3- (4-cy
anophenoxy) - propyl ] -di et hyl am pe

woORkp@A03s4acet yl phenoxy) - propyl ] - di et hyl am ne  PCT/IB2006/000739

N-[ 4- (4- cyapophepoxy) - butyl ] - di et hyl am ne 53. Use
according to anyone of cl ai rrsgg. to 15 , having the
followng formula (111) in which: NRLR2 is either in

B oot A st he. bi peri dul i oty
/SRRl kaEEP n GBS ar el SRPANY BBRDBIcHo OBy RERR @ phenyl
(Abstittieht, a4 nqqcﬂalcs %@/clotagwoglar & bl BEfcHYd, Pe -'Q%hggﬁyl) group, a

al kyl group having’l on atons; a pIperon
ghenp| graus-WHicth ean ibeiad sz GHenlyd pgero py CFgsoibptituengraphenyl(linear

of formula dn.whjch nNi is O 2 or 3 Xis

& ofactish  des Bl dtbbe v narsthy” adEmigiy or Rigluenesuipnony/
_ O and R3"1 is H, CH3, hal ogen, CN, CF3 or an

acyl group -COR 4"1, R4'" being a linear or branched

al kyl grouf4havilgg Baceréngaidbotiaiat obd, chacgeieozedkyin that R

A o0 6_carbon atons-.ar a phemnyl gr.oup ,
\?\%ﬁ’%e(a%nth%%zgru% U%_W'PqébbstiZuerﬁqdoo?nf’ BeifgP as  defined
alternatively a grodip of forrmula in which Z'" denotes
an Oor S atomor a divalent group NH, N-CH3 or N-CN
dnalaps 38, derhsingeapeciabal, &omNAnched al kyl group
having 1 t@z8 c R, 4 A | kyl [ m

85 BEQ%%&&@ toPEMHh B kéﬁar?étgﬂggﬁ‘ﬁt{dg%% 5 is a

to 6 carbon atons n bear a pheny
aC¢-C3)apslomyiod gedupyl ) (linear or branched, CC 3 al kyl)
group, a phgnyl group which can bear a CH3,_ halogen or =
CF3 subst i Egent Ug% ﬁ‘ff?@ﬁ?/'ﬂ@ltpn%@for@ro%iﬂé‘ﬁ‘ﬁﬁeﬁﬁ tgj5¢c vehich is N'-
8oinexghasRaEnty IR padtaRENt VI of
p-y?oi uégesu%homngﬁ)gﬁpﬁ%ﬁ e according to claim
53, characbéri zddeiarcohding Rl BEhyorpoéskEmns 1 he 1§r aunch have the
%N—I—.R ?1111> Vi and R111S being as defined in claim

oY OrEﬂéi%Q specially O S or NH 55. Use
according to claimb54, characterized inthat R" 5is

a (C3-06)cycl oal kyl groub. 6. USé according to anyone
of clainms 53 to 55R'WAMKh | N\z (V)

R
in which

~ R" and R? are as defined with reference to general formula
(A) in claim 1;

— R" represents a hydrogen atom or a group CORs", in
which R3"Y represents

(@)  alinear or branched aliphatic group containing 1 to 11, and
in particular 1 to 9, carbon atoms:

(b) a cyclane ring-system such as  cyclopropane,
phenyicyclopropane, cyclobutane, cyclopentane, cyciohexane, cycloheptane,
norbornane, adamantane, noradamantane, chlorooxonorbornane,
chloroethylenedioxynorbornane,  bromoethylenedioxynorbornane and the
anhydride group of hydroxycarboxy-1,2,2-trimethylcyclopentanecarboxylic acid;

(c)  a benzene ring, unsubstituted or substituted at the para-
position with a linear or branched aliphatic group containing 3 to 5 carbon
atoms, as well as with a halogen;
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Cycl ohexyl t hi ocar banoyl -N-1 , 4' - bi pi peridine. 57. Use
according to anyone of clains 1 to 15 , which have the

woéabdenwsag fornmula (1V): in which - RL and R2 aC®&1B206/000739

defined with reference to general fornula (A) in claim
1; - Riv represents a hydrogep atomor a group COR3 |V
in which R3'v represents (aig’7 a linear or branched

aliphatic g oup, COMBIRRg & 10 L8t B BoLLLEN Becucen

asd cyE! g RANeepitend @Y el aBRORATE sySHth 0HHARE, cyclopropane,
cycl opent ane, cycl ohexane, cycl ohept ane, nor bor nane,

aciokuienne, GySRENiATR an&yClopediebax oneydiotexane, Ccycloheptane,

PR LR e e iAo e Ay PG piovsfor- 1.1

hegicpsy & debose Hing? uRslisdtitgel W eyerh caestianes aiithoxsilibtne atom,
aci d; benzene ring, unsubstituted or substituted

(c) a . .

atchigrdepatoapoairnetty! eraup ar pimetoxyrarppananbpphene ring grafted

i J : 0 N 54C S
i PG p B OLR, 208 e 8 rsliBn 3" Ry B B AT o ester grou
W@OGR'Y r iin whishaRalimera beiclsmen ri]ngaenﬁ;téiﬂ sual:ﬁldaR ¢\élopropane,
represents a cyclane ring systemsych as cyc ropane, ,
EVQ@%@E‘%@(C' Bpenty: ,S%Q%I"éﬁ@ @ﬁ@p%%&ﬁ%fmﬁ%@?'d amide

0 an o

S oo o s M e e Sen & EREERE Fing-system
slciy as wyslobsin ang, ey combutane syblspenisined cycivhezahd nonorernane;
ato a.chlorine, atom net hyl group or a nethoxy
arcg%qugc ?ﬁ'ido?mg”r“egrrquﬁgoafgﬁt%‘f"r%ﬁ via its ring-position
2 or its ring-position 3 ; a capboxylic acid ester
group COOR 5 IV, in which RV is a cyclane
ri ng-system such as cycl opropans, cycl obut ane,
pyclpgentane, cycl ohexane or norbornane; a carboxylic
Htwaicaihe group
/s

N\g

represents pyrrolidine, piperidine or 2,6-dimethylmorpholine; or an ether group
—0-R;V, it being possible for R;" to be a benzene ring, unsubstituted or
monosubstituted with a chlorine or fluorine atom or disubstituted with a chlorine
atom and with a methyl group;

(e) a group -CH=CHRg", in which Rs" represents a cyclane
ring-system such as cyclopropane, cyclobutane, cyclopentane, cyclohexane,
norbcmane or norbornene;

()  a secondary amine group -NH(CHa)mvRs'Y, in which ny is a
number between 1 and 5 and R¢" constitutes a cyclane ring-system such as
cyclopropane, cyclobutane, cyclopentane, cyclohexane or norbornane, or a
benzene ring, unsubstituted, mono-substituted with a fluorine or chlorine atom
or with a methoxy group or trisubstituted with methoxy groups;

R also represents a hydroxyalkeny! group

~ ,
HO/C=CH(C Ha)pwRqo!
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group of structure CONHR S 1V, in which Reiv
represents a cycl ane ring-system such as cycl opropane,

woyalealbsft4ane, cycl opentane, cycl ohexane or nor BOTABIVEG/000739

a carboxylic acid am de group of structure in which
the group ! represents pyrroligi ne, piperidine or
2, 6-di met hyl norphol i ne; or an ether group -OR 7 IV,

ha BT By P B BBt e 7 el S0 A BT g sgpenzene rng

fdr@oghém@tg@m]pragjwéwagtg %r@tugd with a chlorine atom
vmthamethyl group; (e) a%rou -CHECHR 8 IV, in

V\/nl ch R Iv represents aCSNHEAD:)niMg- syst em such as

BB B AR AR, HGIERLATE HE BECHRlrs o

Z 0o 38 2) n]vR9Iv , inwhichnivVis a nurrber betvveen 1

and5andR9IVconstltutesacyclanerlngsste v
as cycl opr 88anel Séy@lc%r@t'%eto GRIM gt sheracterized n that R

C¥G eggﬁféatﬂéeg%u SEOR lejbsst re u rﬁﬁgze%ggg%'ll%%n aliphatic group a).

unsu tut
chl ori ne aBém oUtsevndobrdingEtbfmww)ngrmemalms 57 and 58 which is N-

ubstlt ted W t r oups;
ﬁe&? aPlfwgaw%&ayarﬂe%ﬁygwﬁegwpe@anw571v&nbemp§rld/ne
is a nurrbegObet W@Sn?}@ccﬁaﬂ o9 1y BhE nl)fVFlawﬁ@p’f %9’1‘53 H’évmg the
benzene ring or a phenoxy group; as we up |
Miwﬁng}ﬁmmlﬁaéthrrber between 1 and 5 and R gIv has
t he meani ng stated above. 58. Use according to claim
57, charmc\e/l(zagrd‘ that Riv

R"/ 3
R2,; (CHp)pe—AYI—R1,, (V)
4

wherein:

- AY is selected from -O-CO-NR'y-, -O-CO-, -NR'y-CO-
NR'y-, -NR"-CO-, -NR'y-, -O-, -CO-NR'y-, -CO-O-, and -C(=NR"v))-NR ;-

- the groups R'y;, which may be the same or different when
there are two or three such groups in the molecule of formula VI, are selected
from hydrogen, and lower alkyl, afyl, cycloalkyl, heterocyclic and heterocyclyl-
alkyl groups, and groups of the formula -(CHz),v-G"', where G"' is selected from
COzR%;, COR%;, CONR%,R*,, OR%,, SR®,, NR%,R%, heteroaryl and pheny,
which phenyl is optionally substituted by halogen, lower alkoxy or

polyhaloloweralkyl, and yy; is an integer from 1 to 3;

- R%, is selected from hydrogen and halogen atoms, and
alkyl, alkenyl, alkynyl and ftrifluoromethyl groups, and groups of the formula
OR®y;, SR% and NR%R*y;;

- R% and R%, are independently selected from hydrogen,
and lower alkyl and cycloalkyl groups, or R%; and R%, together with the
intervening nitrogen atom can form a saturated ring containing 4 to 6 carbon

atoms that can be substituted with one or two lower alkyl groups;
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represents the group COR3 IV, R3IV representing

especially an aliphatic group a). 59. Use according to
wanywne3wabé clainms 57 and 58, which i s NHept anopC1/182006/000739

, 4' - bi pi peridine or 1-(5-Cycl ohexyl pentanoyl)-1

, 4- bi pi peridine 60. Use accorgding to anyone of clains

1to 15, having the foll ow ng formJIa (VI) vvherein

AVi is selected from-0-

“NR 1Vi - CO°, - ﬁ@\/igroup dC%;,)@@A FRWIS at tb@%} or én@osmn and

gr oups R1V|, whi ch may be
ﬁéé sarP‘éRxo dgﬁ}éyferﬁ? Fetlﬁﬁt here are two or three such
groups in the nmvg%%@,r@éggrqrdmquo\g are sel ected
from hydrogen, and |ower al ky!, aryl’, cycl oal kyl,

het erocycl ic andn@%ﬂsc&wémrﬁé Ifrcgﬁquu@% and groups
of the fornmula -(CH2)yvi - i is selected
from C2R3%, cbﬁﬁsvaccqtémstn wnecﬁscwmssﬂzstovﬁ NRging the

i and phenyl, which phenyl is
g%ﬁ%%h f@ﬁhgiggﬁltuted by halogen | ower al koxy or
pol yhal omerﬁé% , and y i is an integer froml to 3
7 R2v i Py hydr ogen and hal ogen at ons,
and alkyhy’alkenyl fand trifluoronethyl |
groups, and group iAo BIVrR 'sR3Vi and’!
NR3 Vi Rdvi; - R3v i are i ndependently
sel ect ed fron1hydrogen and | ower al kyl and cycl oal kyl
groups, or WREEIN&Ra R4 antb@éwmmrafetrabWr% phangrarexp iptionally

%iuhéﬁ géﬁb%tﬂgkcﬁ&ot %Jt{gt @J ﬁ{ }%ﬁgﬁt{%mgegﬁ%r‘aﬁpoﬂgng’r‘]ed chain

taliphattonestont kpgistp from t he 8osarbpn aféiid)and oporndR\bearing a
i s at }he 3- or 4-position, and the group R2
hydroxyl group, a cycloalkylketone, an aryl alkyl ketone or arylalkenylketone in

which the aryl group is optionally substituted, or a heteroaryl ketone, preferably
a cycloalkylketone, R%y;, ny, my; and A" being as defined in claim 60.

62. Use according to claim 80 or 61, characterized in that ny
and my; are each 1, and A represents an oxygen atom.

63. Use according to claim 80 or 82, characterized in that Ry,
is an aryl or -(CHz),v-G"' with G"' being a phenyl.

B64. Use according to anyone of claims 60 to 63, with one of the

- following-compounds:

— «a-~(4-Acetylphenoxy)-a'-piperidino p-xyiol
— o-(4-Acetylphenoxy)-o'-(1-pyrrolidinyl) p-xylol

~ a~(3-Phenylpropoxy)-c'-piperidino p-xylol

— o-~(4-Acetyiphenoxy)-a’'-(4-methylpiperidino)p-xylol
— o-(4-Acetylphenoxy)-a.’-(3,5-cis-dimethylpiperidino)p-xylol
)-

— «a-(4-Acetylphencxy)-a’

~(
~(
-(3,5-trans-dimethylpiperidino)p-xylol
~(

— o-(4-Acetylphenoxy)-a’-(2-methylpyrrolidino)p-xylol

— o~(4-Cyclopropylcarbonylphenoxy)-o. -piperidino-p-xylol

— a-(4-Cyclopropylcarbonylphenoxy)-o. -(4-methylpiperidino)
p-xylol
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Vi is at any free position; nmvi is an integer from1l
to 3; - and nvi is O or an integer froml to 3 . 6 1.

waikeocaosas di ng to anyone of clains 1 to 15 , hagirmeRovéieno739

following formula (VI): wherein Rlvi is an aryl group,
preferably a phenyl group optdponal |y substituted with
a keto-substituent, in particular a linear or branched

chain ali hatl etonec ising from 1
at ons ande)ptoﬁ APIOPreRy: 3{?{%@”%\9 SN @/,rgﬁgmoap-xylol

cycl oal kyl ket on ket on

aryl al kenyT ket oﬁe(dfaq?ﬁhi\%#/baﬁ‘zylﬁ‘é'(é Q'Peaﬁﬁ‘ﬁmtgy' Jphenyl) ethan
optional l yasuhssi tuted, or a heteroaryl ketone,

preferably a cycl oal kyI ket one, R2vi, nvi, nmVi and Av

being as d@?p. nedse naeicading 6. apponasy eleto? di g 153 havmg the

g%“l GP I \}” characterized in that nVi and nvi are
EW[ OLY ak(/ ‘represents an oxygen atom 63. Use

accord| ng to claim®60 ory6 @racteri zed in that
Rlvi is an aryl or-(%{? with Gv i being a
g

phenyl . 64._Use of clains 60 to

63, with orﬁeke /ta(ﬁi'f) 21T owd cogcg'gb) Vi
- (4- Acet yl ph@ﬁoxy) ~cc' -p| peridi no p- xylo\r“@ (Vi

a- (4- Acetyl phenoxy) - -(1-pyrrolidinyl) ol -

a- ( 3- Phenyl propoxy) - a' -pi peridino p-xylol = Cl

a- (4- Acetyl phenoxy) - a'-(4-nethyl pi peridino)p-xylol -
fy ffiohicet y! phenoxy)
-(3,5-cis- dlnethylplperldlno)p xylol -
a (4- Acet yk-phenBxyand R? are as defined in reference to formula (A) in
a' -(3 5-trans-di net hyI p| peri di no) p- xyl ol -
glaim-acet yI phenoxy) - -(2- et hyI pyrrolidino)p-xylol -

a- (4- Cycl opr opyl.oarhan eng
- pi per i di no- p- x§l ol élncPE Pden?cal or different and represent O,

& 6r4s.Cycl opropyl car bonyl phenoxy) cc '
- (4- net hyl pi peri di no) p-xyl ol -

a- (4- Cycl opr opy hggishanyihpfrenox o 3;
a' -pyrrolidino-p-xylol
N- (4- Chl or shenzyi) 424 ©4-2pi peri di nomet hyl ) phenyl ) et han
am di-pe 66. Use according to claim 85, characterized in that XV'is 0
and YV and 2V are each N to represent a 1, 2, 4-oxadiazolyl group.

67. Use according to claims 65 or 66 of a compound which is
3-(4-Chlorobenzyl)-5-(2-piperidinoethyl)-1,2 4-oxadiazole

68. Use according to anyone of claims 1 to 15 of a compound

XVHI\

having the following formula (VIil):

r2”
(V1IN
wherein R' and R? are as defined with reference to formula (A) in claim 1 and
wherein
AVl g
1) a group of the formula (CHz)mvi, wherein myy = 0-8; or



10

13

65. Use according to anyone of clainms 1 to 15, having
the followwing formula (VIl1): in which RL and R2 are as

wdebicness4sn reference to formula (A) in clai m RCTABX06/000739

, Yvli and Zv " are identical or different and

represent O, Nor S; - nvii ig varying fromlto 3 ; -
rrivnis 1 or 2 . 66. Use accdldi ng to claime65,
characterized in that Xv " is 0 and Yv " and Zv " are

each N to répf &R ofthe fopmulaz. oxadi azol yI group. 67.

Use according to clains 65 or 66 of a conpound which

i's 3-(4-Chlorobenzyl)-5-(2-pi g%i di noethyl)-1

, 2, 4-oxadi azol e 68. Use acc ".n.g to anyone of clains

1 to 15 of a conmpound having the follow ng fornul a

(VIi1): (M11) wherein R1 and fRiare as defined with
reference to formula (A in claiml1l and wherein AVi"
véhetina @?\mume@fes{ehmfbydmban(O{-@)—@y)iailHyl- atydCei Q) alkyi-, aryl-,
= 0-9: or2) a qroup of the for wher ei

57 8 E i BERR Y os Saoetufad fyafGir (B Cefdlkoxy- halogen
2hathky | cyandt Wr- mtr&ShSF‘]@'Rﬁ %Wé'gré@éht@@iyb%b@n‘ B(Cl?-@g )alkyl-, aryl(Cs-

substltuted hyd roxy koxy-
Swaltsy!:, aryatio- Woeraf aryd)maamptm\allp mgm& or

hydr ogen, ) hh;% ryl (G - C3)al kyl -, or

aryl -, 13? r&gl’@O? o&r&u? %nal | y be substituted; or
3)agroupoftheforrru|a R5 VLI R5VII | R5 VIII
R6 VIIl wherein RGv m and F@S\vmﬁ?mwre as defined above;

or 4 ) a group of the forma-l-cla:—clg-—
RsVH\ RE5\/Hi

wherein R% and Rsvm are as defined above; or
4) a group of the formula:

R\GVH\
C==

if B! is a group of the formula:

such that A" and B! together form a group of the formula:
Rsvm\c_c/
/77N
wherein R is as defined above; or
5) a group of the formula:
RG\/HI\C=C/R6V\H
7 N
wherein R%y is as defined above; or
6) a group of the formula:
’? vm*TBVW
C—_

8

T
R VI

if B is a group of the formula:
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R61WVII Fif Bv i" is a group of the formula: / =c \
such that AVIIl a n d, BVIIlI together forma group of

woOhesf1033aw1 a: wherein R6v mis as defined aboveCTaB208§/000739

a group of the fornmula: wherein Revmis as defi ned
above; or 6) a group of the fg;rrula if Bv i" is a
group of the formula:/ =C\ stcth that A and BWI I
together forma group of the fornula: wherein R6Vili
Is as defined abov 7) a group/of the fornula: (CH
2)xv | I I S- (CHz y v i T gherein Xvin + Wn = nv

i - V 1" is 1) a group of the fornula: wherein
RSOh Itmatllsv”banothHl ek thdofoen agratlp o the donndé: t he
formula: y - ¢c\ if Ais a group of one of the
formul as: such that A and % gther forma group of
one of the fornmulas R6 Vil E?ﬁ% eilln ,R6

-—C—-C C

RGVH\
wherein R®, is as defined above: or

7) a group of the formula:

(CHazlx, ™S8 —(CHzly,,

wherein Xy + Yvii = myy-1;
BVl i

1) a group of the formula:

wherein R%y, is as defined above: or

2) a group of the formula:

I
(9]

if A is a group of one of the formulas:

8 8

R\s\,m }T vm'? Vil
C== —C—C
/ or l
RS

Vil

such that A and B together form a group of one of the formulas:

RGV'”\C_C/ 2 vmi Vil
/7 AN [
wherein R% is as defined above: or

3) a group of the formula:



30

Vin is as defined above; o r 3) a group of the

formula: \ ,c=if Xv i" is a group of the formula: (CH
wapmonpsi4ssuch that Bv |" and Xv i" together f8CmiB2006/000739
group of the fornmula wherein pvni = 1-3; or Xv ipis

1) a group of the formula (CH3)nvip wherein nvin =

- or 2) a group of the fornmula: (c H2)pvll] if Bv
vln rmul a: such that Xvil! and Bv

{fx 3%%@%@&'5%&%@51@ oagp of the fornmula: wherein pvui

= 1-3; or 3) two hydrogens {©ne on the carbon and one

on the nitrogen); or 4) one ‘h( %gen_pn t he carbon

atom and one R7vpi group on the?®Vtrogen atom wherein

Ve tyavil aryl
Wa?%o) %ﬁg )?/ W%geﬂ%er”f?rrﬁ\%perrggp r?@clﬁé whrpau)ll optionally
be substltuted YVNL is a group of the fornmula (CH
2)kviii wher ei n kvm \O 2: R4 Vil represents

hydrogen, (G-GC O al ky?; 9&@&5 Go)alkyl-, aryl,
wherein aryl may optlonally b Bstituted, or a

group of the fornula:or a group of the forrrul a. - f C
wWhEeNRY py = 1-3; or
XVl ig

1) a group of the formula (CHz)nvin wherein nyy = 2-4; or

2) a group of the formula:

if B! is a group of the formula:

N

/C=

such that X" and BY"" together form a group of the formula:

N A
AL=C{

(CHZ)pVHi——

wherein pyy = 1-3; or
3) two hydrogens (one on the carbon and one on the nitrogen); or
4) one hydrogen on the carbon atom and one R’y group on the
nitrogen atom,
wherein R’y represents hydrogen, (C:-Cio)alkyl-, aryl (C4-Cqo)alkyl-, or aryl,
wherein aryl may optionally be substituted;
YY" is a group of the formula (CHz)xvii, wherein kyy = 0-2;
R’ represents hydrogen, (Cq-Cio)alkyl-, (C4-Cs)alkyl-sulfonamide-, aryl(C-
Cio)alkyl-, aryl, wherein aryl may optionally be substituted;
or a group of the formula:

Xviil
_C_Revm
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VIl R7 V||1 wherein Xv i" represents O S, or NH,
R7Vili is as defined as above; R8 Vili represents

wOChosGiosspal kyl -, aryl (G -Cio)al kyl - or aryl, wReTaB1w06/000739

aryl may optionally be substituted and wherein aryl is
phenyl, substituted phenyl, ngphtyl, substituted
naphtyl, pyridyl. 69. Use according to claim®68 of a

‘ Vi e formula RL and R2 havi ng t he
g?%?ﬁggja?%qub@ﬁ ‘aim1l and nVin and Rv i" having the
meani ng given in claim68. x‘m) Use according to claim
68 or 69 of a conpound pﬁ
Ni t ro-5-(6-piperidi nohexyl)py o\i”ﬁev‘br
I 1. Use according to anyone
wepélﬁw drl Bféjsee%é g‘psq%gygjpound havi ng the foll ow ng

ROy mMsl s ¢éfad nbebeie; Rl and R2 are as defined wth
rgferencetoforrrulaﬁ inclaiml Rlix is C4 to C20

Rydr Eﬁ%?%@m S(pn Gohal ¥y oA/ G- rovalknly @F 856N at oms may
F}% déelsp ity rl?dt%%% Qé‘dsdﬁét{ttﬁeﬁo%rnd%\m?é?glnataﬁ’w is phenyl,

rom to 3 carbon atons

sepdtdcied mwxywmtylnsmbsugﬂed oaphtyl, mswldyat orrs

provi ded that es not contain an

provided that dies ol Somt el 0,8 -6 QiLoBL o B eoying tre
fdrunhi ch one or nore hydrogen atons may be repl aced

by hal ogen, and up to threecarbon atons may be

repl aced by oxygen nitrogen or sul phur atons

pro Hded does not caont ai n -0-0 p.
rgﬂfflég niJS ( éferably 1%? C'q‘?-}ﬁwl g M )%VH
eg. 4 to 9) each Xi glNoup i's |ndependently
tx , or one ili®) group drs -N(R4 I1x)-, -O or -S-(Vilb)

(prow ded that this Xix group is not adj acent the
- NR2i c-

R" and R? having the meaning given in claim 1 and ny; and RY"
having the meaning given in claim 68.

70.  Use according to claim 88 or 69 of a compound which is 2-
Nitro-5-(6-piperidinohexyl)pyridine or 10-piperidinodecylamine.

71.  Use according to anyone of claims 1 to 15 of a compound
having the following formula (IX):

0

RS DICE

Rz/r\1—><|xm[x—r\1 ﬁ-———N—R1]x (X)
- o

wherein:

R" and R? are as defined with reference to formula (A) in claim 1.

R'x is Cs to Cao hydrocarbyl (in which one or more hydrogen
atoms may be replaced by halogen, and up to four carbon atoms [and
especially from 0 to 3 carbon atoms] may be replaced by oxygen, nitrogen or
sulphur atoms, provided that R'x does not contain an -0O-0O-group),

R?x identical or different, are H or Cs to Cys hydrocarby! (in which

one or more hydrogen atoms may be replaced by halogen, and up to three
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group) and the remai ning Xi x groups are independently
wherein R3ic is H, G to C6 alky!, C2 to C6

wélzlmzsnyks%- CR2R5 I X, -CON(R 5 Ix)2, -CR5 | X20R6TAB2006/000739

-OR5, X (in which R5,x and R6,x are Hor C to C3
alkyl), and R4 x is Hor G tgsC6 alkyl. 72. Use
according to claim7 1 of a conpound which is N (4-

I ‘ - - Di idin yLisul pham de. 73. Use .
Setaranngto bdos feePeL i Bshy B RSB R difip in: Brovides
hisat Ry tibes het bevhingarf @Migpopl) : wherein: - Rl and R2

are as defined wwth reference to fornula (A) in claim

1, - RoX i $nisés Bemelta #diprefenashyl toaPi owee pyeferably 3 to 10, eg.
§,futl£f5 )ituted with a hal ogen atom preferably chlorine,

a C 4)alkyl, a (G -C 4)al koxy, CF3,;0CF3, NO2, NH2;

or a CH2- pleaiiiiX opidupriglindepataehtly ut ef s or one X* group is
above-specified; nx is fromO to 3 —?4— Use accordi ng

to claim73, of a conpound which is g4
3- Chl oro- N- (4- pi peridi nobutyl)-Nnmethyl-benzene

sul phonam de. 75. Use according to clains 1 to 15 ,

RN(RT0-.t HR- bol-Bevpmyidear that ah{eXX* gwher & Rt adidcBat ane -NR%x-
as d f%rg&wth.r.ef ence to faornula (A) in claimi;

WheY § EMARED”  IUEH &F-taeren 2-

-N(CHs) - CH 2gs, -CH=CH, -COCH 2- , CH2CH2-

-CH(OH)CH 2- |, or -CfCG ; Xx | is H, CH3, NH2, NH(CH

3) , N(CH3)Z{ OH, vomHein &Sk HR2Ox 1o s hikell 0@ertooCsaalkenyl,
met hyl or etR§y group;

-COzR’x, -CON(R®x)2, -CR®x2OR®x or -OR®x (in which R®x and R®x are H or
C; to Cs alkyl), and R%x is H or Cq to Cs alkyl.

72.  Use according to claim 71 of a compound which is N-(4-
Bromobenzyl)-N'-(4-piperidinobutyl)sulphamide.

73.  Use according to anyone of claims 1 to 15 of a compound
having the following formula (X):

= O\\S,/O
:NW\N/ \RZX X)
2R flyx
wherein:
- R" and R? are as defined with reference to formula (A) in
claim 1;

—  R'yis Hor CHj;

- R%x is selected from a phenyl optionally substituted with a
halogen atom, preferably chlorine, a (C4-Cs)alkyl, a (C1-Cs)alkoxy, CFa, OCFs,
NO;, NHg; or a CHa-phenyl optionally substituted as above-specified;

- Ny is from O to 3.

74. Use according to claim 73, of a compound which is
3-Chloro-N-(4-piperidinobutyl)-N-methyl-benzene sulphonamide.
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R3 X I is hydrogen or a nethyl or ethyl group; px i is
0,1, 2, 3, 4, 50or 6; and R x i is selected

wonewssae gr oup consi sting of C3 to C8 cycl oal Rgir/1B2006/000739

phenyl or substituted phenyl; decahydronaphthal ene and

oct ahydroi ndene; or R x i and_Xx | may be taken

together to denote a 5,6- or 6,6-saturated bicyclic

ring structure en Xx i, is NH O S, or . 6. Use ,
accordi ng 175 cl géﬁ] Agcording 46t Blaibed! iR t1§aot2h"i’"{m9 sthgnéellowing
gbrrhlie (k9t | owi ng conpounds : - c/s-1

- (6- Cycl ohexyl -3-hexen-1 -yl )piperidine - frans-1

- (6- Cycl ohexyl - 3- hexen- 1 xxy!) pi peri di ne -

(d- Cycl ohexyl - S-hexggx-i -lyOpi peridine 77. Use

according to gdiaimfl to hawngthefoll i ng

formula (XII )?'i a C(Cﬂ?ﬁ r'ék-{ex,as defi nem

reference to frgrmula [(A) in cl aiml; where R2 X' is a
hydrogen or a nethyl Ry ethyl group; R3 XI! is a

hydrogen or a nethyl or ethyl group; nx " is 0, 1, 2

gﬂ%{fs FgﬂoannSqIB};{f Iafr'%ag Pe@@@? Iﬁhtggr]e'fc—:‘rleﬁce$‘ Fc{(ﬁ%w%@e}]g\?ylw élglﬁ’i 1
suftese i itset HE On o (B pEO- orNHGnH@ gNoDBg)-SHigh -&$H=6CH-,

R e NEe e NS kA IRy

a«xyisqucHQINHQ NE@Ey! N @ng n@%' ,o@HQyArsﬂryl al kanoy! ,

car boxam do, cya I m no,
Auie
& yséilwdmgamma rr@ftlwlwnaﬁnyi@,row hydr oxyal kyl, al kenyl ,

kiy; sul phan dg.  sul sul phonanmi do,
Hg)ﬁgm’o&;gn Y& %@%y)épéaﬂp(;ang)(o%q 'kyl car bnyl oal kyl ,
@é‘nb@nyﬂ 2l Boxys ope yard kyl or oxime group, or two
(24
91 stituants taken together with the carbon atons of

fhe ishe@iprtedi figm &hamairewp iqonisistingsefdCt donCs-cymtoalkyl; phenyl or
N et ki s e
8ot admyai i ntgniss taken together to denote a 5,6- or 6,6-saturated bicyclic
ring structure when X*'is NH, O, S, or SO,.
76.  Use according to claim 75, characterized in that it is one of
the following compounds :
cis-1-(6-Cyclohexyl-3-hexen-1-yl)piperidine
trans-1-(6-Cyclohexyl-3-hexen-1-yl)piperidine
1-(8-Cyclohexyl-3-hexin-1-yl)piperidine
77.  Use according to claim 1 to 15, having the following formula
(XIh;
RgX!

1
R Ny A __ACHIR (X1
r2” 1

RoXil XX

where R' and R® are as defined in reference to formula (A) in claim 1;

where R

is a hydrogen or a methy! or ethyl group:
Rs*"is a hydrogen or a methy! or ethyl group:

'is 0,1, 2,3,4, 5 or6; and
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with the provisos that when Xxli is H Ax " can be

-CH2CH2- , -COCH 2- , -CONH, -CON(CH 3)-, -CH=CH,
wWOeh6r10354€H2- NH-, - CH2-N(CH 3) -, -CH(OH) CH 2- pcTMBRo@sA00739
2- , -N(CHs)-CH 2- , -CH2O, -CH2S-, or -NHCOO ; when

X< pis NH2, NH(CH 3) |, N(CI—B%;a OH OCH3, CH3, SH or
'SCH3; Ax " can be-NHCO -N( 3) -NHCH 2- ,

R )P0 1 Tecsrol ik %9& Nafa sycloalky; phenyl
ts@b@ﬂuféag&* rﬁ@crbyj@ﬁ‘é’to? nfora: 9@0%53 Buéh §§téJF1§I'b@@ntélt8thb'léwer alkyl

ring structure Xx " can
ac coyaibaligylt @ dhﬁumoﬁ?ethylhaarabtalkox;ed ol- alkt,llwyalky\b( éryics<y, nitro,
ccording to clajns 7

FEMnakERPRr Pl P AIKBHOVEATRING, SR RETBIG. Gxaho, alkyloxrmmo
R BRGHETaAduring EESLEIANYE 3ARE S Bpnanio

&ulfambosgle anlpbodanmcanwarmm&mdéaimbd@ydl@al&@l, akyarbnyloalkyl,
5,5-Di neth

ou whi ch i , _
Paﬁkw) é@e?@wrfefp@)ﬂ §i RHR o' %ﬁvstw@taé%@ruﬁoasther with
C t Jor 8-

tttge? %éjlbbg)rh(ea)zeﬁs) émwgf%ﬁenﬁygn%é t@%&gm IQ?UgéH *d?mf ?n%G membered
wetiratedf erenceaturatetiorimgl aor( 4) blenzerhal rmg orwakayei hef@rocyclic;
X, 1l i is or - 2 Z X ip represents
Qﬁp?wdr?%‘?&gw?%&?y@@ﬁO(E%h%ﬁ‘?@@%'?%bl y O, Xxwis 0 or
1, nxwis aninteger fromOt o6, and RZ X I"
represents a substituted o r unsubstituted |inear
Mh@lthe@rfbwb@%mﬁ’ﬁed chai n al kyl group of up to about

ARgoRel e Thr dup 528 Bop ¢ HouC GEMEar bl oiRON(CH:)-

LOEEQ@H-Ng -Cai2, amd;[-lg NHC| | CCRRINOHS-, af@JH@OH)CHg ,  ~-NH-CHp-,
substituted o r_a n unsubstituted aryI group o upt

oNeBPdutCl2-0-Cle BonChteSnsor -NIHCEH-; conmbi nat i on of
AMRKER BRI GEH BE QUPRHC RS, B ISCHICERR SH or SCHy; AXY can be

-NHCO-, -N(CHj3)-CO-, -NHCH;-, -N(CHj3)-CHz-, -CH=CH-, -COCH-, -CH,CHa-,
-CH(OH)CHg-, or —-C=C-; and
when R and XX taken together denote a 5,6 or 6,6 saturated bicyclic ring
structure X*' can be NH, O, or S.

78. Use according to claim 77, characterized in that, AM is
—CH=CH- or -C=C-.

79.  Use according to claims 77 to 78, characterized in that R,
R are each hydrogen atom.

80. Use according to anyone of claims 77 to 79, characterized
in that ny; is an alkyl group.

81.  Use according anyone of claims 73 to 80, of a compound
which is 1-(2-(5,5-Dimethyl-1-hexin-1-yl)cyclopropyl)piperidine.

82. Use according to anyone of claims 1 to 15 having the
following formula (XII):



15

83. Use accordingt o claim82, o f a conmpound which
is N -heptanoyl-1 ,4"-bipiperidine or

wo-200/10y53b ohexyl pent anoyl ) -1 , 4' - bi pi peri di ne. pP8#4/1B108€000739

according t o anyone o f clains 1 to 15 , having the
following formula (XIV) wheregin R1and R2 are a s
defined in reference o f fornmula (A inclaiml ; (A
mc ivis an integer selected fromthe group
consisting of: 1 an X”Q (B) ncivand pc iv are

i ntergers and e e ch |ndependently selected fromthe
group COI’]SI |ng 9 O)xx;L CHZnx B and 4 such that
t he sum, AL | and pc ivis 4and Tx ivis a

6- msnbere\sl X C) R 3Xi V and Ric iv are each (Xl
I ndepen g,ntly bound to the same o r different carbon
atomo rlngTX|v, such that there is only one R

WefSn RO RE A G Rl whinGeRibnge o HafIEYAT ih (iR

Wwhegdin vioi! |BYCBI§C¢r CH,-CrRNdZRA rb@réé@ﬂﬁ@%wfaﬂt(sy or oxygen (O),
sel ected fromthe group consistin 1) H; (2) C

praferably €, Xxkkys$ O nld(8) is aTHEpger | For QmFQ @9(5\/ wherein qc
1§ X@an f 7 [ e
%Md %hereénr?%%@rﬂ%oé;sspg |tb%d or @Egﬁgﬁ@%ﬁu@ tuﬁé@ 8r branched
Ql‘ﬂ@mdlkyl g%{lﬁof Mp to aﬁb@t) Wcinbdwatomil(a@%sﬂt@(e&/or unsubstituted
OC(OR 7Xi V. CélO ), NR 7XI 8Xi V, CN and - h
GREPEVTICFIUY Ghned kBADPUL & é%%%@ﬁ%%d”%%ﬁ: mMgfg and bicyclic
n fessyhsd t

Bt R AL rarP LRSS HHBP B ' dfbf0 TR about 20
camshstomg, of any Ceimbiratioei oftabo@@)mbk&d;nedwgtomxpemr Hits thereof.
C5 al kyl, - 3,,, -CN and - . a erein said
subst i1 ut B pheHy? S M Asiar P B0 - BubSrPRlhehicn s N
-heptanoyl-1,4'-bipiperidine or 1-(5-Cyclohexylpentanoyl)-1,4'-bipiperidine.

84. Use according to anyone of claims 1 to 15, having the

following formula (XIV)

Riyy R2v (CBWyRSXN
RT\ A (Cymv—""— — T N—RS,,
/N (XNV)
R2 4
(C)wa Rxv

wherein R" and R? are as defined in reference of formula (A) in claim 1;

(A) Myxv is an integer selected from the group consisting of: 1 and 2;

(B) nxyv and pxy are intergers and are each independently selected
from the group consisting of: 0, 1, 2, 3, and 4 such that the sum of
nxiv and pxy is 4 and TXV is a 8-membered ring;

(C) R3w and Ry are each independently bound to the same or

TXV such that there is only one R%y

different carbon atom of ring
group and one Ry group in ring TXV, and each R'xv, R*w, Ry
and R* is independently selected from the group consisting of:

(1) H;

(2) C+ to Cs alkyl; and
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(D) R5XiV is selected fromthe group consisting of: (D
H (2) ClL to C20 alkyl; (3) C3 to C6 cycloal kyl; (4)

WwWOoC)0) 1046 XiV ; wherein R7 ¢ iV is the same aBCRIBX)6/000739

defi ned bel ow except that R7lc ivis not H (7) allyl;
(8) propargyl; and (9) -(CH2)gy R6Cc iv wherein gXiv and
R6c iv are as defined above, and when gc iv is equal

to 1, then cCivy not, 4 (E)..| ' .
iv are eac@Gndeégﬁg)éﬁ'ﬂR X%’e\& %@_‘a 0& '%Fgrhmtg émgf Fo 7, and
consi sting of: HELL 4 Gelectot kidbm &l drodw dénSIStlng of: phenyl,

cycloal kyl; (F) the dotted |line (@zﬁgrepresents A
doubl e bond t hat sutstisped omiienyl, pr&Senr, widR)PR wvi s-&(0 Rxw,

d t 13)
?2 tﬂg Ir?/nlgsl Qono(&%% 6'%. r@ﬂ% W(R ¥ & car on aF‘Z’%ﬁenNherem

bearing the doubR@]Jorand) R%andhrehas dedindd desibive smzdwdvhesem the
present then R2XiV is absent; and

. each Ric iV i sSyasdiugmie gn dﬁﬁfderéaqteswsgt.@m' fgp  each
each rrixiv, and .
substituent for egéﬁgnc}f@')ﬁtly‘vé’elbétgﬁhf?orﬁamgtgqu\% cgbg{sﬁgb of: -OH,
substituents Rlc-OyCatwlCgjalijd, Xalogee, B: 85 Csalkyl, -CFs, -CN, and
according to cl ai IS S

a co ect ed
f r om conpounds hi%h@mh@h?@'ng%#ﬁu%%'F%g gh@gyf&grﬁams from 1
(XI'Vb) or (XIVc)id Hsubdithleitec iV is preferably H or
CH3 and R3c iV atnd Rac |ﬁveare preferably each H 86.
(Be accor dRigy isoselegteddram the gronp donwsti® of of a
conpound h?,g)l ng the followng formula (XV): where Rl
and R2 are'ds defined in reference to formula (A iIn

claim1; (2 C+ to Cyo alkyl;

(3) Cs to Cg cycloalkyl;

4)  -C(O)OR"xy ; wherein R7xy is the same as R'xy defined
below except that R"'xyy is not H;

(5)  -COR'xv;

(6) -C(ONRxvR%v;

(7) allyl;

(8) propargyl; and

(9) -(CHz)¢-R%v wherein qxiv and Ry are as defined above,
and when gxy is equal to 1, then R%y is not OH or SH;

(E) R’xyv and R%y are each independently selected from the group

consisting of: H, C4 to Cs alkyl, and Cj; to Cs cycloalkyl;

(F) the dotted line (--~----- ) represents a double bond that is optionally
present when myy is 1, and nxyv is not 0, and p is not O (i.e., the
nitrogen in the ring is not bound directly to the carbon atom
bearing the double bond), and when said double bond is present
then R%y is absent; and

(G) when myy is 2, each R'yy is the same or different substituent for
each myy, and each Ry is the same or different substituent for
each myy, and at least two of the substituents R'xv and/or R2xy

are H.



(A) rricv is an integer selected fromthe group
consisting of: 0,1, and 2 ; (B) nxv and pXv are

wonumrigesss and are each independently sel ect edpETaB20061@00739

group consisting of: 0, 1, 2, and 3 such that the
sum of nxv and pxv is 2 or 3gych that when the sum of
nxv and pxv is 2, Txv is a i nmenbered ring and when

t he sum of an XV | Tx. red .ri
(G each ri. ek sbebBinh toaidin! Shearth BRRRUEHGE Jperected
'ﬁ‘@rﬂ e@lﬂ?@amﬁéwrgﬂh@ml@mrﬁimrmm%)qvagqxw?éos(xwg

to C6 al to
cycl oal kyl; and (4) -(CH 2)qgxv-ROxv wherein .qcV is an
integer of: 1 to 7, and RO Xv is selected fromthe
group consi sti ng of : ph nyl, Rgbstituted phenyl, -OR

10 XV, o OR 10 xv , -OC(O R 10Xv,
-C(O) NR %(()xzxﬂanq\xg\ O(anw-) e

Xwher ei n R10xv and
Rl 1cv are as | m;e ow, \ anq/wher ei n t l{gNa)
substituents Bh said substitd nyl are each

i ndependent |y sel ected fromthe group consisting of:

- OH, O(O to 06) al kyl halogen G to C6 al kyl,

- CF3, m}Jy?éXlWher ei pnS8xd substituted

phenyl cont alR‘is\f o-3-gubs\i tuents; exanples of
- (CHa) qcv- R% enzyl , ubst i t ut edXhenzyl and

the |ike, wherein the substit nR&on. he substituted
benzyl are as defined above foRé4gai d substituted
phenyl ;

in which R« is preferably H or CHs and R%w and Ry are preferably each H.
86. Use according to anyone of claims 1 to 15, of a compound
having the following formula (XV):

Rixv R2ygy Roxv, Réxy
R N\ Clowy
N—Cmwr 7 XV
r2” (Cmyy - T N—RSyy (XV)
(Cloxy
R7XV/ \RE
XV

where R" and R? are as defined in reference to formula (A) in claim 1;

(A) Mxv is an integer selected from the group consisting of: 0,1, and 2;

(B) nxy and pxy are intergers and are each independently selected
from the group consisting of: 0, 1, 2, and 3 such that the sum of
nxy and pxv is 2 or 3 such that when the sum of nxy and pxv is 2,
T*V is a 4-membered ring and when the sum of n and pxy is 3, TV
is a 5-membered ring;

(C) each R'yxv, R%v, R%v, R*%v, R%v, R'xv and R%y is independently

selected from the group consisting of:
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A
2
o)

(D) Ro5cv is selected fromthe group consisting of: (1)
H; (2) C1L to C0 alkyl; (3) C3to C6 cycloal kyl; (4)

WO (013440 Xv; wherein RLO XV is the sanme as RLOIB06/000739

defi ned bel ow except that R1O cv is not H (6) -C(ONR
10XvRLl 1Xv; (7) allyl; (8) prgpargyl; and (9) -(CH
2)qcv- ROxv, wherein gx v and RO XV are as defined
above vvlth1 t.he pﬁow so that when gxv is 1 then ROcv is
not -OH or )SH (E) R1Oxv and Rl 1cv are each

i ndependen)y squ:fd @gawmthe group consi sting of:
H Clto al kyl, and to C5 cycloal kyl; and, for

the subst i tent C@(QﬁNRmeaWR@nd R1O XV and R1 1

XV, togethgr wt 300 e; n
can form a&r)l R%\:Wﬁ‘évgg %Wﬁe&&n%‘ troérrtsaﬂ %gdet? FU 7, and
dotted line ( ) R&pr &seetated damb! rebgnou hﬁinsiﬁmg of: phenyl,
optionally present when ncy is 1, and Tx v _is

5- menber ed ri ng, SERItHRDy PPENY ot - R Xand%@QpRs xiot-CJOIR *xv,

t(lo. t he E:gfbglnt ;?_g?}]@g%)g%he ?L@g\lﬁ)uﬁ\f ond;q aandgﬁﬁdé% wherein
sai d doubl e bondRi%y mares ixvtsnenamtaﬂmabmw e wherein the
or a1 f er ont " SubSIS NS T 6 s8R rovbaiuisa Bhe Ry each
I's the same or dphhbgERMNntFLURIEAtEY8AIM tRE group consisting of: -OH,
-0-(C+ to Cs) alkyl, halogen, C4 to Csz alkyl, -CFs,
-CN, and -NO; and wherein said substituted phenyl
contains from 1 to 3 substituents; examples of ~(CHz)qxv-
Ry include benzyl, substituted benzyl and the like,
wherein the substitutents on the substituted benzyl are as

defined above for said substituted phenyl;

(D) R® is selected from the group consisting of;
(N H;
(2) C1to Cyp alkyt;
(3) Cs to Cs cycloalkyl;
(4) -C(O)OR"xy: wherein Ry is the same as R'%y defined
below except that R"Cxy is not H:
(8)  -COR™v;
(6) -C(O)NR"%R"xy;
(7) allyl;
(8) propargyl; and
(9) ~(CH2)qxv-R®kv, wherein gxy and Ry are as defined above
with the proviso that when axy is 1 then R%y is not -OH or
-SH;
(E) R"%y and R''xy are each independently selected from the group

consisting of: H, Cq to Cs alkyl, and C; to Cg cycloalky!l; and, for the
substituent -C(O)NR'%R"", Ry and R''xy, together with the
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each rricv ; (H) when nxv is 2 or 3, each R3cv is the
sanme or different substituent for each nxv, and each

we2006 0316t he sane or different substituent foPCEaRIV06/000739

nxv; and (1) when pxv is 2 or 3 , each.R6cv is the

same or different substituent,for each p, and each

R7cv is the sanme or different substituent for each

PXV. acc rdln f clains .to

of a conpoﬂ'ﬁrggﬁﬁ ﬂ‘ %%ﬁﬂ@ fcgpﬁﬁrnaa ?&\aﬂ% s 6 or 7
Rl and R2 gfoens.e\s deflned in reference to forrrula (A) -
inclaiml;, Zv is a group of the formula (

CH2) nt
(fher ei n mxivie doﬁe@ lioe (- 'g)’ trRyeseNtshe chyb,lﬁ“bgnd:that |s op’nonally

(G I St AP L108 X00 el B g

that the agpi Bi bmd Qfxvt@@oderm éattlheenltrSge@tm tieg aihigviel ot bound
af f ect ed, Xx V i represents

S, RL XVi
represents ﬁg@t}yogéi—he (:@boc @tpg] p@pnng the double bond), and when
aryl (G - C| I Y t g |
substi tut e A &‘é’ ble p@@ﬁ %712 cy otakl]lréﬁH R%%dn%@ ﬁ@%bsent
gzgroup of wlhba rfnse\v lhaJIZaeach \WHW & ’mmé(ame—oridmfereR& Sistituent for

Is aryl, aryl (G -G y clo
(C5-C7) cy@%f&m)y/l (5@8 %w) g M,&C?w ﬁgcg éll gent sUbstituent for
hydrogen, ESECm.,) o) al kyl -or aryl; R2XVI and R Xvi

represent ydrogeh (CrC 3)al k)él -, aryl or arylalkyl-,
¢ter ei n ar wihemayx,apta ona) eacme [ssthet srred;orvhilereinh substituent

aryl is phenyl, substl ut ed hen napht h .
SUbst 1 T Ut PRSI IDHy I BE A B e ERF CL LU By Tugtiuent or

88. Use acggrNinQg 4ri anyone of clainms 1 to 15, of a
compound .
(h when pxy is 2 or 3, each R%y is the same or different substituent

for each p, and each R'xy is the same or different substituent for
each pxv.
87. Use according to anyone of claims 1 to 15, of a compound

having the following formula (XVI)

NR XV
RQ /zxw -
Rz XXV SNRXVIR XV (XVI)

where R' and R? are as defined in reference to formula (A) in claim 1;
7"V is a group of the formula (CHz)mxvi Wherein myy = 1-5 or a

group of the formula:

8
, wherein R%v = (C4-Cz)alkyl

7 R7xvi = (C4-Ca)alkyl :

i
7
H

wherein ZX' may optionally comprise other substituents selected such that the
activity of the derivative is not negatively affected,
X*V! represents S, NH or CH;
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having the following formula (XVI1): wherein nmXv n
represents an integer of from4 to 6 . RAXVIi

woemeassass a hydrogen atom a linear o r braneQeaB2006/000739

al kyl group, a cycloal kyl group, a cycl oal kyl al kyl
group, a substituted o r unsybpstituted aryl group or a
substituted or unsubstituted aral kyl group; and Zx v "

repr esent s,R5 Vik A b N 1 i
repr esent SRE@(\@QH ,Séﬁ@iﬁwr"@&ﬁ ggégtajsalgl E’%@{l%%%m tag%l’ wherein
anh awey @dtiorallgrissipubstiisitdrs t atylit €Ck-0r)cycisalkyt(Ch+E giklkyl-, or a
aryl group or a substituted or unsubstituted aral kyl

gioopo” thadomeul’l v " represents a |ower alkyl group, a

| ower al kenyl group, a |ower alkynyl group or a
substituted or unsubstituted aral kyl group. 89. Use
according to anyone ofCEblajmE 37T 88X .of a compound
having the followi ng formula (V) Reg,which RL and R2

are as defined with reference to formula (A) in claim

1, quv is 2 to 5 Zv represents NH, Oor S - Xv

represents a heterocycle, optionally condensed,

edBteEn mxog= 01{4?3, BFxvnisr aryh erg( GaCan@lHyi-k Cnlrioygiomlkyl- or (Cs-Cr)
oxyge tit it

SrakulGr SpatiBnr ol hfisBear [T CantiGph el R anc
ﬁ?x-v' YeB rahRrklidiggdro @1%?3%1-\(\*@5/@03 a?ﬁzlaﬂ@@-DSNﬁérein aryl may
eterocycle li’ke © or with Yv being an hydrogen atom

aptenayebe substilutakrwheney1 and is phesw!, substigited ahenyl, naphthyl,

SLBLMB RO tne1, WHBy W8t Sy bibav ng compounds

88. Use according to anyone of claims 1 to 15, of a compound

having the following formula (XVII):

ZXVH

m/k\N/R“xv
R
//N

Rz (CHa)mxwi (XVIN

wherein myy; represents an integer of from 4 to 6.

R*wi represents a hydrogen atom, a linear or branched alkyl
group, a cycloalkyl group, a cycloalkylalkyl group, a substituted or unsubstituted
aryl group or a substituted or unsubstituted aralkyl group; and Z**" represents

RSy or AR\, wherein AXV" represents S or O, Rs!

represents a
hydrogen atom, a lower alkyl group, a substituted or unsubstituted aryl group or
a substituted or unsubstituted aralkyl group, and Rs*"" represents a lower alkyl
group, a lower alkenyl group, a lower alkynyl group or a substituted or
unsubstituted aralkyl group.

89. Use according to anyone of claims 1 to 15, of a compound

having the following formula (V) :

R\
N—(CH,) —ZVQ Vv
=2’ 2/97 (V)
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2-((2-Pi peridi noet hyl ) am no) benzot hi azol e
2- (6- Pi peri di nohexyl am no) benzot hi azol e

wo-20@AP33aer i di nohexyl am no) qui nol i ne 2- Met hyl PCT/IB2006/000739

4- ( 3- pi peri di nopropyl am no) qui nol i ne2- Met hyl

4- (6- pi peri di nohexyl am no) quiqaol i'ne

7- Chl or o- 4- ( 3- pi peri di nopr opy] am no) qui nol i ne

.7-@I or o- 4- ( 4- pi peri di nobut yl am no) qui nol i ne

B Y&i$!or 0- 4- ( 8- pi peri di nooct yl ami no) qui pol i pe

7-Chloro-4-(1 @pjnerRdi ARG ' ' rmula (A) in
7-Chloro-4-(1 g(-p%”g‘gﬁ d?%gggieéélslggn@ﬁ%?%m&ir%éi E@r;éo m A
daiehti or o- 4- (4- ( 3- pi peri di nopr opoxy) phenyl am no) qui nol i

pe 7-Ch|oro-4-(§1(4-(3-piperidinopropoxy) phenyl)

et hyl ami ne) quidnds 2 tpéd 92. Use according to claim1

with at |east ope of the fg’ | ow gg conpounds :

1- ( 5- phenoxypert YEPLGHanEs Nl f& o

1- (5- phenoxypentyl)-pyrrolidin .

N- et hyl - N ( 5- en%ﬁfgééﬁ?tﬁl )@eﬁ%}?rgﬁw}g’ optionally - condensed,
édr{téi'r\?{%‘;en&%%’p%t Wore MHE@iatdiBs like nitrogen, oxygen or sulfur,
N- (5- phienoxypent yi ) - hexanet hyl enei m ne

nesaistiluted OB sphsefitoiaghbyione) chineny Kearhselike aryl or lower alkyl and
LI%)S_ henoxypent yl ) - 2- net hyl - pi peri di ne

|'1§ 8¢ henoxypent yl ) - 4- propyl - pi peri di ne

1- (5- phenaggypentsd ) adeoreirty! topi gleir dgge wherein XY means an
1- (5- phenoxypentyl ) - 3- et hyl - pi peri di ne

hetataygle like('5- phenoxypent yl ) - pi per azi ne

1- (5- phenoxypentyl) -3, 5-trans-di net hyl - pi peri di ne

1- (5- phenoxypent yl )N > di met hyl - pi peri di ne
ch YYWI - pi pe(\i/gi)ne
0 et yl ) - pi peridrne

1- (5- phenoxypentyl) - 2,

or

(Vo)
with YV being an hydrogen atom, a halogen or a lower alkyl.
91. Use according to claims 89 or 90 with one of the following
compounds :
2-((2-Piperidinoethyl)amino)benzothiazole
2-(6-Piperidinohexylamino)benzothiazole
4-(6-Piperidinohexylamino)quinoline

2-Methyl 4-(3-piperidinopropylamino)quinoline
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3- car boet hoxy- 1- (5- phenoxypent yl ) - pi peri di ne
[3-(4-cyc|opropy|carbonylphenoxy) propyl j - pi peridine

3-(4- cyanophenoxy)propyl] 4- et hyl pi peri di ne
(4- cyanophenoxy) propyl | 1&- met hyl pi peri di ne
(4- acetylphenoxy) 2- S—nethylpropyl] pi peri di ne

ot e ele BRI pyay g isHERoxy) pr opy! |

i di né7_Chloro-4-(3- p|per|d|nopr ylamlno quinoline
(4-ni trophenoxy) pr opy I'pi peridi ne

4- cy7a@@mf@n®k6}~pm&stdwqbu2damtm§q pinpene d| ne

(
(i FEREEE RS Byl B B Bhe ai e
(4. C?ﬁ‘”f“%““i%ﬂ“%‘”“ﬁﬁ* stimKoreer o1 o
-3-ne i peridine
(j l([:)ycp Hmypyf é?-@@%lﬁylﬁﬁT@@ﬁGS%?y'ﬁw%yﬁkﬂplﬁér| di ne
t

4 oy B B G2 S RBE o™
e 1-[ 3 Wmmwém@py@mldomdrépdam phenyl) ethylammo)

nmet hyl - ethylplperldl pe

( 4- cyHHoPHENOXY) propyl ] - ci s- 3, 5- di met hyl pi peri di n

(4- propi ony ropy
eliddg 1- hydr oxypr opyl ) phe

xy] pr opy - 3-neth i.peridi, pe
{3-] 4- (1 @PSQQﬁ%%%bV‘;BiP@:ﬁ'QEﬁ propyl } - 4- met hyl pi per
i

dine 1-[
yl phenoxy E‘) Wé%ekg?enWl%pWOIldérrl?d| pe

1-[ 3- (4- prMﬂne’qWI bh@npb@r)qumW] -athytattige pi peri di ne
nmet hoxi nme

1-[3-(4- cylar%Eﬁ@ﬂ%%?ﬂ%‘ﬁw(ﬂrp@?lg}% 3, 5-di met hyl pi perid

i pe 1- [3 I(J 5 Fébfﬂy%féiémétmhérﬁl@w%epr opyl ]
-traps- i met hy eri di ne

1-[ 3- (4- cyw+%byldﬁﬁﬁmﬁywwﬂh@myi@mm|] -cis-3,5
-di met hyl P—' @-%%eﬂ'o%pentyl -2-methyl-piperidine

1-(5-phenoxypentyl)-4-propy!-piperidine

pi peri

S\r—|

3-
3-
3-
py
er
3-
3-
3-
3-
3-
3-
3-
3-
3-
in
2-
3-
3-
8
y

po
1-
i

p

1-(5-phenoxypentyl)-4-methyl-piperidine
1-(5-phenoxypentyl)-3-methyl-piperidine
1-acetyl-4-(5-phenoxypentyl)-piperazine
1-(5-phenoxypentyl)-3,5-trans-dimethyl-piperidine
1-(5-phenoxypentyl)-3,5-cis-dimethyl-piperidine
1-(5-phenoxypentyl)-2,6-cis-dimethyl-piperidine
4-carboethoxy-1-(5-phenoxypentyl)-piperidine
3-carboethoxy-1-(5-phenoxypentyl)-piperidine
1-[3-(4-cyclopropylcarbonylphenoxy) propyl]-piperidine
1-[3-(4-acetylphenoxy)-2-R-methylpropyl] piperidine

1-[3

~(

-(4-cyanophenoxy)propyl]-4-methylpiperidine
1-[3-(4-cyanophenoxy)propyl]-3-methylpiperidine
1-[3-(4-acetylphenoxy)-2-S-methylpropyl] piperidine

-4

1-{3-[4-(3-oxobutyl)phenoxy] propyl}piperidine

3-(4- | | | i
-[3-( QOD'@%%MWWEF&W 1 V\ﬁt‘n stH@Cfif%e%llowmg
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1-[ 3- (4- car bonet hoxyphenoxy) propyl ] piperidi ne
1-[3- (4-propenyl phenoxy) propyl ] -2-net hyl pi peri di ne

wQ-2p@A10354pr opi onyl phenoxy) pr opyl ] - 2- net hyl pi pePCUiIB®06/000739

1-{3-[4-(1- ethoxypropyl)phenoxy]propyl}-z-nethyl
eridi ne
(4- proplonylphenoxy)propy?] 4- nethylplperldlne

§4 glr 8%2&%6 3p{@é?%€ﬁ%§{)¢%pﬂg piperidine
l]

4-
4 |N ('Te‘l;‘rlg é?ﬁﬁ%ﬁ@#o&?ﬂ@@pﬂp@hﬁ@m&mpendme

(2 ;géﬁﬁdéwgh@w@«ww}mspvlj Amenigneiane
e e L g = -5

(4-et hé{BRh&ﬂ@dp’r)éﬁd&?)drdamlpermdihytplpendme
phenoxypep tetrahydro
- (4- ni ﬂrg ﬁé‘p{@ﬁ9phw§pr}> ;ra@% plperldme

3-

3-

3-

3-

P

3-

3-

h

3-

5-

5

5-(4-c r

5_54_ Hﬁ@g&gﬁeﬁ %Dﬂgn&(a)ﬁéhp?@y% ?Ao tﬁ%lﬁg)erldlne
5- ( 4- meti g (p ooyl eerboyy bheyoxyopiabyl]peperidine
5-(4-cy pheno
5
5
5
5
5
h
5-
5-
5-
h
4~
b-
5-
4-

=

y

(2o ar{gr{g}rw@c?eaﬁvﬁwfé?ME%@&V&.pﬁapy' Ipiperidine
:(1: ot ggrml &W@n@ﬁ/{ﬂ)rb chrsQerﬁét'h‘?l 5-ethylpiperidine

roph yrrolid

- (4- pher{iﬂ(pm/raowbwewymwwﬁl&ansow@ﬁtbvé -5-ethylpiperidine
tetr

ihyl ) - 85[91 4p‘é}’ﬁP§7P§1 r\é%ys)%r' Pyfilsgis-3,5-dimethylpiperidine
(3- phergl Q%?WE%HBWJ&W Mﬂnh@th?l@perldme

phenoxypent rrol e
[1- (516:37(489rpétqnaW§n@xy propyl] -2-methylpiperidine

! BKL%OQX% (ﬁ;]ﬁ%c{/ )p{ﬁf%é}ﬂwh‘@n%?(y Jpropyi}-3-methylpiperidine

phenoxy, e[nydﬂh;mmi@ro@yl?m%noxy]propyl} -4-methylpiperidine
phenylt I opentyl) rrolid
phenyl ru$r<6bmwlmykv)heﬂ©xy @romé] -2-methylpiperidine

1-[3-(4-propionylphenoxy)propyl]-4-methylipiperidine methoxime

a

a

Y
-
-
-1
-
0]
-
-
Y
[
(
[
[
[
[
-1
[
[
[
[
-1
p
-
- (
-{
p
- (
- (
- (
- (

1-[3-(4-cyanophenoxy)propyl]-trans-3,5-dimethylpiperidine
1-[3-(4-cyclopropylcarbonylphenoxy) propyl] -trans-3,5
—~dimethyl piperidine
1-[3-(4-cyclopropylcarbonylphenoxy) propyl] -cis-3,5
—dimethyl piperidine
1-[3-(4-carbomethoxyphenoxy)propyl] piperidine
1-[3-(4-propenylphenoxy)propyl]-2-methy! piperidine
1-[3-(4-propionylphenoxy)propyl]-2-methylpiperidine
1-{3-[4-(1-ethoxypropyl)phenoxylpropyl}-2-methyl piperidine
1-[3-(4-propionylphenoxy)propyl]-4-methylpiperidine
1-[3-(4-bromophenoxy)propyllpiperidine
1-[3-(4-nitrophenoxy)propyl]piperidine
1-[3-(4-N,N-dimethylsulfonamidophenoxy) propyl]piperidine
1-[3-(4-isopropylphenoxy)propyllpiperidine
-(

1-[3-(4-sec-butylphenoxy)propyl]piperidine
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Q‘HI—‘

4
4
4
4
4
4
{4 Sy RrepnaagRl IRy Kehl %fr@'gﬁﬁ oo ne
4
4
4
4

B ZZZZR R ZZZZZR R R ISR ZR R ZZR R R g

- phepoxypropyl ) -pyrrolidi pe
- (3-ni trophenoxy) -pe ptyl]-pyrrolidine

#103546 | uor ophepoxy) - pentyl ] -pyrrolidi ne PCT/IB2006/000739
- (4-ni trophenoxy) - pentyl ] - 3- et hyl - pi peri di ne

- (4-acetyl phepoxy) - pe ptyg;] -pyrrolidine
-(4-am pophepoxy) -pentyl]-pyrrolidi pe

SR e RS s BRI Pe

-(4- Cwags @tﬁ%ﬁbnemprédw @ﬂ;ﬁriﬂ%eam ne

- (4- bepzoyl phepoxyz g yrrolidj

- [ 4- ( phénpheaypentyh hb2p3> SF?UMWPB}”‘JQWMI i di ne
' gj- acel {%phlggﬁgﬁggwp@ﬂ@q A gbyham  pe

- pyr V’Q[S eh @}ﬂérc{&ehéxwﬂp@wym\yerpbwy@a pentyl]-pyrro

5 N-b l'i di
: ([11 - P S DR RTRA a@ DD YT rol i time

- @?g‘ﬁﬁ%@@%h penty I%e ?Eerl ?lprﬂeene
oy ”ﬁenfi”““b*e’f’ﬁ’"’ 5’““"?’21""”“’2%‘1“2“ "
gzﬁ' &Téﬁ%&%ﬂ%ﬂ%?% ﬂﬂeafn ne

- cya-@@m}eploxqphmpypanFm{ﬁrqlldIn@e

g‘ﬁ%%@ %ﬁ%}}hg?@%rée’ﬁﬂgﬁ ?‘wﬁ%nm m ne

:cy@ 8. §$n’8)<7y% ‘té‘t?éderoﬁéﬁﬁthyl @W]Opentyl} -pyrrolidine

4-cya oXy am ne
- (1- Wﬁ'@*m"enﬁvh%@h@m}’l?9\9’69@4'”@| et hyl ani ne
ethyl am RORISR L G ARSIR g - oxi e

1-{5-[1-(5,6,7,8-tetrahydronaphthyl)-oxy]-pentyl}-pyrrolidine
1-(4-phenoxybutyl)-pyrrolidine
1-(6-phenoxyhexyl)-pyrrofidine
(5-phenylthiopentyl)-pyrrolidine
(4-phenylthiobutyl)-pyrrolidine
3-phenoxypropyl)-pyrrolidine
-(3-nitrophenoxy)-pentyl]-pyrrolidine
~(4-fluorophenoxy)-pentyl]-pyrrolidine
(4-nitrophenoxy)-pentyl]-3-methyl-piperidine
-(4-acetylphenoxy)-pentyl]-pyrrolidine
-(4-aminophenoxy)-pentyl}-pyrrolidine
-(3-cyanophenoxy)-pentyl]-pyrrolidine
N-[3-(4-nitrophenoxy)-propyl]-diethylamine
N-[3-(4-cyanophenoxy)-propyl]-diethylamine
1-[5-(4-benzoylphenoxy)-pentyl]-pyrrolidine
1-{5-[4-(phenylacetyl)-phenoxyl-pentyl}-pyrrolidine
N-[3-(4-acetylphenoxy)-propyl]-diethylamine
1-[5-(4-acetamidophenoxy)-pentyl]-pyrrolidine

1-
1-
1-
1-
1-
1
1
1

(
5
-[5-
-[5-
-[5-
-[-
1-[5-
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wa-2p@Apss4acet yl phenoxy) - propyl ] -

1-[ 3-(4-acetyl phenoxy) - propyl ] -

pi peri di ne
1-[3-(4-acetyl phenoxy) - propyl ] - 3-
3

r
nmet hyl - pi peri di ne
, b-t

ridine

1-[ 3- (4-acetyl phenoxy) - pr opyl Je- 4- nethyl pi peri di ne
1- [3 (4- propi onyl phenoxy) - propyl ] - pi peri di ne

o 111 s BB ERBR ST Ry PG e PP

(4- .sp Ut ymyﬁaﬁ@mwbhm@@ﬁbnm ma,rrrcqudrree

S Z PRk

di et hyl am

4- h
4- g{ﬂ?EﬁI &péhgy&%%egwg&%%opy]mntﬂ yrrohdme

e

3-

3

3-

3, 1 et P yAming ) - o
(

oXy

met hyl pjsp@rs Henex Pberstyl(-bi @lir)é phe poxy) -
3,5-c¢/ s! dﬁre%ﬁrg/wp i pe W(;E)nozy-ﬁpw a- (4- Acetyl phe
)

- a N{% %cva@mh%nqmﬁyn I]@mﬁmw\@)ﬁm@w ol
4- Acet L di - wvl ol
a- (4- qczg 4 JJ’%E %Phnéi‘?c”&i X HeRylErnb el o) Pl o

a' - IOI) peri 0N3®4 &c%«%h@mmmmppwmpmmmmm| phe
oxy)- a' -(4-ne eridin
g (Z Cycl %cha%/grgﬂ\é}? ngg&]ﬁlegﬁgamlne

-pyrrolidi

3-(4-net hyrﬂ] éﬁé}%@e%’%@)& r133pgﬁ’]é?}l)r/]lepropyI
3-(3,5-c/ sHB (mtm/rhqiphmuxg pm)p;yf]wmohémber

3- Phenyl pro frans- d| er i di no) pr opyl
et her 3- Ph% Y)%J”ﬂp %y}rﬁf %‘%ﬁ@?no) pr opy!|
ether 3-P i) R Rathy RinReh

3- (4-Cnl o%&%éﬁfﬁagégﬁew é%]tr%% er| di noingropyl
et her 3- ( AN{B(éicyphephenpryoexyl] dlethylamlne

g Ei g:hlci)f%g#ﬁg% %BBB@%@Q %?%&I]chﬁtopgﬁ%]rﬁ r\wyl pi peridin

0) pr opy| ighehexy|L@abyicdiethyiamiree
2) IIL\)/la\t ﬁyl eﬂii?fdr s Igﬁlg:xggﬂgygpp)}/@am %o‘?{gﬁ?ﬁ%‘ﬁ nﬂ 2- Met hyl
4- ( 6- pi per4 dtﬁibydynumm@pqny)rﬁﬂeitwenone -oxime

1-[3-(4-acetylphenoxy)-propyl]-piperidine
1-[3-(4-acetylphenoxy)-propyl]-3-methyl-piperidine
1-[3-(4-acetylphenoxy)-propyl]-3,5-trans-dimethyl-piperidine
1-[3-(4-acetylphenoxy)-propyl]-4-methyl-piperidine
1-[3-(4-propionylphenoxy)-propyl}-piperidine
1-[3~(4-acetylphenoxy)-propyl]-3,5-cis-dimethyl-piperidine
1-[3-(4-formylphenoxy)-propyl]-piperidine
1-[3-(4-isobutyrylphenoxy)-propyl]-piperidine
N-[3-(4-propionylphenoxy)-propyl]-diethylamine
1-[3-(4-butyrylphenoxy)-propyl]-piperidine
1-[3-(4-acetylphenoxy)-propyl]-1,2,3,8-tetrahydropyridine
a-(4-Acetylphenoxy)- o'-(4-methylipiperidino)p-xylol
a-(4-Acetylphenoxy)- o.~(3,5-cis-dimethylpiperidino)p-xylol

-(
a-(4-Acetylphenoxy)- o.’-(3,5-trans-dimethylpiperidino)p-xylol
a-(4-Acetylphenoxy)- o.’-(2-methylpyrrolidino)p-xylol

(

a-(4-Cyclopropylcarbonylphenoxy)- o.’-piperidino-p-xylol

rans- di nePOyiBP0@E0739
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7- Chl or o- 4- ( 3- pi peri di nopropyl am no) qui nol i ne
7- Chl or o- 4- ( 4- pi peri di nobut yl am no) qui nol i ne
W@-20ksl1085a6 4- ( 8- pi peri di nooct yl am no) qui nol i ne PCT/IB2006/000739
7-Chl oro-4-(1 O-piperidinodecyl am no) qui nol i ne
7- Chl or o- 4- (12- pi peri di nododggyl ani no) qui nol i ne
7- Chl or o- 4- (4- ( 3- pi peri di nopr opoxy) phenyl am no) qui nol
ne
7- Chl or o- 4-{CYEIPIORYIBRIPPRYIRBRR SRS FHAM MY IR FLIA)R
0) qui nolin \Ar (6- Pi peri di nohexanoyl ) phenyl
3-piperidin propyl et her

5-Nitro-2+- gc‘: Q]y@&iprdpwmnhwbbemm»qt))pyr-lpglrrnédmo p-xylol
3-Nitro-2-(

pi peri di t
5- A o zs(ehpnﬁl@réw'l AoBanety B aoy R eyl ether
U (a ot or bRERUBIRAD AR B dIp ek ifoigerdoerony eher
i sot hi our ezaPaeﬁ@lprmersl-(ﬁl wa’ees(-xdiraehhlytglperrmoo}pramdIeéher

10- Pi di nodecyl

(UL d %{‘%ﬁﬁﬁ% S Ror e B I RS propy! ether
N-(3-(N, N

N- Cycl ohe ﬂ:’ wp%rﬂ)ﬁnglgrﬂpmﬁo:ﬂa?%gﬁ%%w;Suanl di ne
N-(4- Brorrdbechm'llorouhenyl) ropyl 3-(4-methylpiperidino)propyl ether

ot y1) - Nl e B P U na et Moty e RSB ether

N- (4- Chl 0rsltzﬁomdrbpr?er(yﬁpMppatoscb-m,@wetmmle)hmdwmdn)o )propy! ether
et hap am di ne 1-(5-Cycl ohexyl ent apoy

, 4- bi pi per4 é@ﬁep@rlcﬁnqhe&y@rm@@ y]e_ 3 hexen 1

31 BB gk iR OBiskr el AR Peflre-
-yl') cycl opz-ppathypd-p@pighridincdd@xylesenofguindlingand of the
H3 receptor for the preparation of a medl ament for

the treat methiQo-PAM BRI P raPYRRU)IHENIPGct i ve
sl eep apneg, W@focgéeaﬁ:?yerlﬁfdﬁ}léﬁ% Yohirdehwg bodi es

and/ or vasc ar de adm'ni stered in
conbi nat i on-Ghildto-4- Bﬁntnemhrmuctylamma)qatnqﬂgeof

ol oy TSR o R i BER RO
7-Chloro-4-(12-piperidinododecylamino)quinoline
7-Chloro-4-(4-(3-piperidinopropoxy)phenylamino)guinoline
7-Chloro-4-(2-(4-(3-piperidinopropoxy)phenyl)ethylamino)quinoline
4-(8-Piperidinohexanoyl)pheny! 3-piperidinopropy! ether
5-Nitro-2-(5-piperidinopentylamino)pyridine
3-Nitro-2-(6-piperidinopentylamino)pyridine
5-Amino-2-(B-piperidinopentylamino)pyridine
2-(B-Piperidinohexylamino)quinoline
N-(4-Chlorobenzyl)-N'-cyclohexyl-3-piperidincpropy! iscthiourea
2-(6-Piperidinohexylamino)benzothiazole
10-Piperidinodecylamine
3-Phenylpropyl 3-(N,N-diethylamino)propy! ether
N-(3-(N,N-Diethylamino)propyl)N'-phenylurea
N-Cyclohexyimethyl-N'-(3-piperidinopropyl)guanidine
N-(4-Bromobenzyl)-N'-(4-piperidinobutyl)sulphamide
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and/or vascul ar denentia, respectively. 94. Use
according to anyone of the preceding clains in which

woalw/msxaat nent of Parkinson's di sease, obstr ueCTAR2006/000739

sl eep apnea, dementia with Lewy bodies and/or vascul ar
dementia is intended for treatjng synptonms of
Par ki nson' s di sease, obstructive sleep apnea, denentia

h Lewy b /
\émcgrdu ﬁ\syt%oﬁlgf%ﬂ -PIperidR S&lajtlht?' ﬁ-&ngﬁxfpie%ngrﬁghonamlde

e o LSSl L onRe g qrees B8y S e

accordi ng whi ch sa synptonms are
chosen from Bﬁymmfnexylmammayé)ﬂs depipilesielng ni ti ati on

and t tati
Sl eep di sopderiBrHEEReK noheRs s O RIRSRDE e
sl eepi neSStréhQ-ql cesdcyaohém%ph@téram Dipeithesi rcadi an

dysrhyt hm a. onbi nati on conpri sing a conpound
as cl ai mned1(@ 5@Dneeﬂ5rfyl &#@xngylmclggrwwmlmﬁldme

oAk Raen, et RmthB B B R g s Bron ot
h%b%ié?ﬁént fo?Rhaeredltent bBBAISorPS @iseeisepbbsteuctive sleep apnea,
gg?c@lexpes@? c?ementla with Lewy bodies and/or vascular dementia, to be
administered in combination with a medicament for treating of Parkinson’s
disease, obstructive sleep apnea, narcolepsy, dementia with Lewy bodies
and/or vascular demenﬁa, respectively.

94, Use according to anyone of the preceding claims in which
said treatment of Parkinson's disease, obstructive sleep apnea, dementia with
Lewy bodies and/or vascular dementia is intended for treating symptoms of
Parkinson's disease, obstructive sleep apnea, dementia with Lewy bodies
and/or vascular dementia.

95. Use acording to claim 94, in which said symptoms are
chosen from sleep and vigilance disorders.

968. Use according to claim 94 or 95 in which said symptoms
are chosen from insomnia, disorders of sleep initiation and maitenance, sieep
fragmentation, parasomnias, sleep disordered breathing, excessive daytime
sleepiness (including “sleep attacks”) and circadian dysrhythmia.

97. A combination comprising a compound as claimed in anyone
of claims 1 to 90 with an anti-parkinson drug.

98. The combination according to claim 97 wherein the anti-
parkinson drug is chosen from levodopa, ropinorole, lisuride, bromocriptine,

pramixepole.



