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WD 2005/ 117865 PCT/ EP2005/ 005594 -1 NAPHTHALI NE
DERI VATI VES USEFUL AS HI STAM NE- 3- RECEPTOR LI GANDS The

w@e@sanses nventi on i s concerned with novel napbkttaPio®005594

derivatives, their manufacture, pharmaceutica

conposi tions containing them-dmd their use as

medi canents. The active conpounds of the present
invention are useful in treating obesity and other

di sorders. 5 In particular, the present invention

rel ates to conpounds of the general formula 0 R2 N

A - 10'variRuat ivheseivd TR Ed SsERC Gt ad shhpmst he Ekﬂ%&% LIGANDS
consi sting of hydrogen, |ower alkyl, 10 phenyl
unsubstituted or substituted with one or two groups

i ndependently selected fromthe group consisting of

| oner al kyl, |ower hal ogenal koxy and | ower

hydroxyalkyl | ower . phenyl al kyl , wherein the pheny

ri nglhapighat uention @dw@Fergeqbgfﬂhtﬂ?ﬁf@ldlamlﬁqh@ﬁéerlwwwﬁlelr

ﬁfaﬁﬁﬁ@ttuk@ @ﬁﬁ’ﬁﬂﬁ@ﬂﬁiﬂ c?ﬁb@ﬁﬁ&%&oﬁ@%ﬁh@ Qheg]iﬁ QH® their use as
sistin ower a al o ower

LB TR SRDP i o SRR BT Riptas T Beating
d&kﬁ¢hﬁﬂoﬁ&nﬁmbﬂkngroup consi sting of hydrogen, | ower

al kyl, cycloal kyl, 20 Iower cycloal kyl al kyl, | ower

hydr )

b BRI i LRI Ao AL o g o
2005/ 117865 PCT/EP2005/005594 -@ phenyl unsubstituted

or substituted with one or two gfoups jindependently

selected fromthe g At | ower al kyl,
hal ogen, | ower al kox{ h{dr oxyal kyl | ower
phenyl al kyl , whgrein , | rigy is unsugstltuted

or substituted wg S two groups independently
sel ected fromthe group consisting of |ower alkyl,
Qﬁ&%ﬁ?n' | ower al koxy and | ower hydroxyal kyl ,

R'  is selected from the group consisting of hydrogen,

lower alkyl,

phenyl unsubstituted or substituted with one or two groups independently selected
from the group consisting of lower alkyl, lower halogenalkoxy and lower
hydroxyalkyl,

lower phenylalkyl, wherein the phenyl ring is unsubstituted or substituted with one
or two groups independently selected from the group consisting of lower alkyl,
halogen, lower alkoxy and lower hydroxyalkyl, and (

lower alkoxyalkyl;

R*  is selected from the group consisting of hydrogen,
lower alkyl,
cycloalkyl,
lower cycloalkylalkyl,
lower hydroxyalkyl,
lower alkoxyalkyl,
lower alkylsulfanylalkyl,
lower dialkylaminoalkyl,
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pyrrolidinyl unsubstituted or substituted with a group
sel ected | ower al kyl or hal ogen, | ower

whedsnomeyl al kyl , wherein the heteroaryl ring PGI/EP2005/005594

unsubstituted or substituted 10 with one or two | ower

al kyl groups, and | ower heterogyclylal kyl, wherein the
heterocyclyl ring i s unsubstituted or substituted

t tlﬂiﬂlﬁl eisubytutedvss sulbstityted ¢ithwing or 6ko ?ou%' thdRpendently selected
oge

th t I.t t
at L ac R b Al oo s by Rl doph B B gyer
par t | yhydregualkyht ed heterocyclic ring optionally 15

contyai i Plendlal gg'i tv!;H%'felﬂ ﬁ% f}ih%ﬂh(}mgﬁ? hﬁﬁfb@gtuft%f)&] substituted with one

ni trogen, oxy satu
het er 0¥/ @I0igz0Rpsg ﬁ@ndgldywlgﬁs«ﬂ from &g geupsesmsisting pllgwer alkyl,

?y ontq?]al&g@a mwemk@ayﬁquawérh Q&Eﬁﬂk&‘lleﬂt'y hslel ect ed
rom u onst s Wer, a a
o CREEHIpH SRR of b SPteR AR IOt afer allyl or

al koxyhalepen, phenyl benzyl pyrldyl dlalkylan1no, 20

nal opuRzpageRtFR Pt sh fiteron R ips Bifhubeispegicp putytivued
phenylmmhngqosmdowhedwlgmupg,w ng unsubstituted or

sub i

ot oiEthdicbi Ry, MieRmt fieR-Aflhn it DAGREAAALE o
Ais sselbéttttltsé Wlﬂbﬂﬁlemaf tmp lower(atid RHBIPMQQ‘ ~(CHZ)m X Al

4t A2 RT R~ N N, yor CPi s A3 Rs A 25 A5

Hg@/ﬁl&ggg thé' v@th ihe@ﬁtré’gen%rﬁ@@%ﬂchﬁﬁ@are attached form a 4-, 5-, 6- or

o7 | B yturaged ot paftyusturgre@ hergrociici e PEIEEN
ot hecronszahmgtaefdrtheldmtdfmaiuongetectezd froommitrogen, oxygen or sulfur,

said saturated heterocyclic ring

being unsubstituted or substituted by one, two or three groups independently
selected from the group consisting of lower alkyl, halogen, halogenalkyl, hydroxy,
lower hydroxyalkyl, lower alkoxy, oxo, phenyl, benzyl, pyridyl, dialkylamino,
carbamoyl, lower alkylsulfonyl, and lower halogenalkylcarbonylamino, or

being condensed with a phenyl ring, said phenyl ring being unsubstituted or
substituted by one, two or three groups independently selected from lower alkyl,
lower alkoxy and halogen;

A is selected from

R2 R
@A(CRQR‘%K\ ?<\N/\<CH2>K\
x\/y

Al t A2

7

R2 Ill
~
or
'T' s
R® A4

A3

wherein

m is0,1o0r2;



alkyl; 5t is | or 2; R4 is hydrogen or |ower alkyl; X
is 0, Sor NR8;, with R8 being hydrogen or | ower

w@bkdgl1786p is O, | or 2; R5 is |ower alkyl or PCI/EP2005/005594
cycloalkyl; 10 gis O, | or 2; R6 is |lower alkyl; s
is O, I or 2, R7 is lower alkyl; and pharnmaceutically

acceptabl e salts thereof. 15 The conpounds of fornula
| arg aptggenlksts and/ or inverse agonists at the

hi stam ne 3 receptor (H3 receptor). Hi stam ne

(2-(g1 1 ol vl h ine) is one of the am nergic
neur trgﬁgﬁ§¥eépékﬁg %c H}s wi dely distributed
throqghougoe..g. the gastrointestinal tract (Burks
1994R’and R opredpdependentlydrom peshsathercgipcted mogphydrogen or lower
Gastroim&g§tinal Tract, Raven Press, NY, pp. 211 20
242) and requl ates a variety of digestive

pat hophysi ol ogi cal events |like gastric acid
secﬁéti§&°ﬁ4nestinal motility (Leurs et al., Br J
Phar macol . 1991, 102, pp 179-185), vasonotor

r es fnsshydiager st lowar alkgk | ammat ory responses and
allergic reactions (Raithel et al., Int. Arch.

Al'l eg gy ;| e al-rELR RE manmal i an
br aie}E, hi st am'q{rllé1 ’J‘?lgggygi&ﬁég@régé% n lltw)?’g{ gﬁﬂ’ner gic cell
bodi es which are found centrally in the 25

t ube? on#Bl PF &y nucl eus of the posterior basa
hypot hal anus. From there, they project to various
braigd r pgbweralyPaniclalidyl;al ., Proc. Natl. Acad. Sci.
USA 1984, 81, 2572-2576; Inagaki et al., J. Conp.
Neur ol 18@? %73, 283 - 300). WD 2005/117865
pcT/EP2805 86 594 -4 According to current know edge,
histqpine medi ates all its actions both in the OCNS
and B'n Bhewgalkybhery t hrough four distinct histanine
receptors, the histamne HL, H2, H3 and H4 receptors.
H3 receptpigrgre predominantly localized in the
central nervous system As an 5 autoreceptor H3
receptors constitutively inhibit the synthesis and
secreti B 0%?”ﬂ9étanine from hi st am nergi ¢ neurons
(Arrang et al., Nature 1983, 302, 832-837; Arrang et
aAld pharthisentedy eceptabB83lts @8reof49- 157) . As

het eroreceptors they nodul ate additionally the

rel Q%]\?‘;% ﬂﬁfpoﬁﬁcli]secg BENEIRY LA d oSt SardliG in@& se agonists at the
acety cho I'ne, dopam ne, sercotonin and norepl nephrine
histnipedtreeapsori (3gseapteme central nervous systemand in
peri pheral 10 organs, such as lungs, cardiovascul ar

SY StHfPa itk %@thﬁﬂiﬁcﬁ;ﬂ} éthlamiine) 6§ onldfaphasiinkrgic neurotransmitters
KiLpatrik Br. J. Ehar?2f0|§h§%§2 107+ 9 ?- 2%3; 941
wigichi Pdelg dlistgibuted fhigpighafite gn fficgapizomiestingl Hart Bkl 994 in
Jeinsand. RliedyPhysiology-bittie Gaitdsidtestipal TractORavieh Peess,ANY, pp. 211 ~
24 ;}n%rrgglmate;r Y Variety of digestive pathophysiological events like gastric acid
secretion, intestinal motility (Leurs et al., Br J. Pharmacol. 1991, 102, pp 179-185),
vasomotor responses, intestinal inflammatory responses and allergic reactions (Raithel et
al., Int. Arch. Allergy Immunol. 1995, 108, 127-133). In the mammalian brain, histamine
is synthesized in histaminergic cell bodies which are found centrally in the
tuberomammillary nucleus of the posterior basal hypothalamus. From there, they project
to various brain regions (Panula et al., Proc. Natl. Acad. Sci. USA 1984, 81, 2572-2576;
Inagaki et al., J. Comp. Neurol 1988, 273, 283 — 300).
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Net herl ands). H3 receptors are constitutively active,
nmeani ng that even w thout exogenous histam ne, the

WO e@spi™s5is tonically activated. In the case PET/BP2005/005594
i nhibitory 15 receptor such as the H3 receptor, this
I nherent activity causes tonie4knhibition of
neurotransmtter rel ease. Therefore it nmay be
i npakdcanding tm¢uraenlt-lkﬂmhd@3 bistatinemedihtesalldt aatioms both in the

0

GRS B0 B3} Bherd tlckeh Youh DisHRE Y e UABAPUS bistamine HI,
H2id3 an@ﬁ‘l\rmeytca&t | ve (inhibitory) formto a neutral
state. The wide distribution of H3 receptors in the

nmanmgsh 'r&@p%rh ?Péd%ﬁhﬁ&dyh@ca?@ed)ﬂﬂ}tﬁé edrieHl ﬁ@ﬂvoﬁpéy@teﬁf Asan
her ef gre the

a&?&%@%&aﬁé Qecea%qo&ﬁme]y él?l‘é@]?r a#%gtg}efla gxgé ?eryfetlon o‘%%lstamme
Prd;tﬂllﬁmmnfwgmﬁaxrbﬁemmmgm abMNathteel 988/802| 832-837; Anrang et al.,

13“9‘88?%%%5 q§87 2? eltt@s]]5§gtA%%%Petr§1Ie§eptbrgYﬁe&s‘rﬁo&\gﬁ{yataﬁﬁionally the

mlessamﬁqh@rlnevmlt@n&mttmest@b@s acetydehaline dapanting senotanie ard
rhﬂe;% Egplg‘ir?e' aﬁ‘n&%%th‘%}? iP66th @Eéﬁtﬁ[‘ger(lgﬁks gﬁ@i’h Hr1 imsRfipheral

treat nent severa di sorder
Qiga shehas lungsraediorsey @rysystemahaasté@méﬂstm ﬁﬁ*@&?@lﬂﬂ}am &
1R h3rik, 13147, PRAddacol 1983, 16139a9c63¢ Bladllina el ﬁﬂ'ﬂH@Hﬂstar@iﬁle H3

o el 00 o A6 O T B, i, T

Neheidnids). idrecapyos ar/@ndiisnivelg astivynleamiag thwtteeet without
<Pkt hIYEARGRE he Yickytof LR ARy JRPIEY. 131 2 B Tbibitory

rscdptczrcquhh ehthg H3dle:p¢1:égls ithiminhspsnt agiiwjty cm&ek tqniginhibition of
r%u?%?aé'gmlﬁﬂq'eﬁ@éez'l?ﬁ&%fogplt Phaydien 'o?thﬁ’tntﬁat a?i—I@Rthagomst would

narcole roi nt stlna
oo aETIe e pERIRtIGIER torhyh bI9EK PengeaciisRistamis gffsts and to shift
e Féﬁt%r fOs @G It abidtd (QihibitekN R to T metkralEtae,
J. d. Chem 1990, 3 4-11). It is therefore an

obj et of th ese nve t| on i

di rzl‘é{el ‘S'/ldgéls rhg) t r%ﬁ_gc eﬁ? ?rs afagnc}%?s ag fes pe%%ﬂcla%’ the

phymehge:ahgﬂnnﬁhs rec@ptr. ’ﬁlmraﬁgtmulwsttherapauhweﬁowtlabm ISQVSI drug
ubst ances,

R BpReHEG U iRl h ARG bhe B o TRt e onof

d| seases V\/nl ch are_associated with the modul ati on, of

H3 rEhecadmunpistratjgn offdaR igamtss beay ARipgeRSF(nkguagonists agonists or
a?ﬁalﬁ S5ieBt nH9hfluddce eHe HiftemirRy Iéﬂe'lsairkhé secrédodrf netirdtfnsmitters

ALt Lol LR et R OURR L L0  BEATF e
dis}(ﬁ‘da@ eﬂrdah disoedbrcimlclude obesityt @\/Insakmtyl Eadbamalt 2008, 144, 2741-
Zg#g,flg :xgcglf Q1 CE] r%p?érfr(])t %ﬁi %{a%{i’ﬁ 200 gg‘f 185“‘15?) ca,rdlovascular

oné car on a
dagdzgpérs sunh s @rutegaymickagial infatcgina, dﬁmctmla@@dtgpg@pwg dlsorders such as
a%ﬂegﬁblfl H@t?cn%yp%ltacﬁhg;h&ls&lja@f {]%I?rfélj? a8 %Ilbﬁﬁlrﬁ&as' diseabd Ylleurlg)loglcal

bon a rerer Stral
orgirs ﬁ'éqli’é’d seln%ﬂnhr%nlmepgqsaea» il fmeetrgm@oa 5 isg3reAngpeizures
AEnRdsibhe Hl'eéﬁ ﬂﬂord@fs?ﬁﬁkbl@ﬁsy@péih!’ @sﬁbint@shnal disorders, vestibular

ched k ro a
RERaLeh o M MRt it pif i e St P mermann. .
Medfennieo08s yll). et hyl , propyl, isopropyl, 1o butyl
i sobutyl, tert.-butyl, the isomeric pentyls, the

| sonpfs tﬁer%i‘é’z}lf'obﬁ& ff 'tk?eggg%e'n? 1&%@9{1&% ﬁ) dpr%@ﬁletsgl@ctlve, dlrectly acting

I soneric oct
3% gp@ptp@@ltmmgtqs resm;@vg gprpﬁefs(gfgp@laqs@.}c Fagomsts /i 1nverse agonists

ar&isefil @Y HePAelibitally AR bstan&d] pHrat 8a £ R the ei¢einhént and/or

grou
prevengon of diseases which are associated with the modulation of H3 receptors.
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containing from3 to 7 carbon atons, such as
cycl opropyl, cyclobutyl, cyclopentyl, cyclohexyl or

weyasohmspt yl . Especially preferred are cycl opr POI/EP2005/005594

cycl opentyl and 15 cycl ohexyl. The term "Il ower

cycl oal kyl al kyl" or "C3_7-cycl-gal kyl - C1_8- al kyl "

refers to | ower al kyl groups as defined above wherein

at | pasgte pmﬁenoﬂes‘c 1dsrydre@gﬁn“aﬂt)xlﬂmloﬁé ot tecdrabmbtion kryth other

oS iefest 13 FiaBhedtor SRR moRp Bl S rle SARRE

gy«htwparﬁon@thul/lmé oee to tﬁventyscadidnwwmih:efeﬁemblyr drledwmsixteep@arbon
314 é%?f}{qorlé ﬁi Eﬁblgﬁb%wftegrc%% r;% wherein R is |ower

and t ower al’ has the previously
gi ven significance. Exanple f | ower al koxy roups
are &h gtermetlﬂwszs/allw e%&;ﬂs-ﬂkﬁ SHRePr in spbEIELY, SIgmﬁesa

Bri1bhtoxbain bf Bﬁut:ﬂe@tchaﬁemcyl qultlam do Beaﬂbohtat&ﬁy ipreferably a
Qlﬁ]gt:g?rq)rymg}e ¢ 2 Mﬁ%@%ﬁk? 016 gtro?nseand pdartlcularly

pfdferBedod ktoaight@r Barehkdchain eflgl gohp Wﬂdw\leﬂo 4adaklydn &5ms Examples of

%raa clﬁ?n ?xg(#g I h ?ibévﬁgﬁ g?c}r.ﬁ; ?}e r]ngﬁgf S'F p?(gpa,l I'lgobpéopyl
bytyh m@lumdxtyrtgbbt}’b thqu@ﬁercamrswlrréhmmylem heseytsoshye isomeric heptyls
é@ﬂﬁ 1§Jlﬁer1@5&{'l§ rﬂr@t@rabﬁrviﬁét |a‘ﬁ9>9flﬁ}l kXA nflsPPRErAidEmethyl.

net hoxyet hyI rret hoxy ropyl.” The term

"al k sulfap » al ky refer th
o oughet c%lﬁ%l?&l e S L LS L RANE. ronp
cérﬁ&\iﬁingﬂr&yﬂ 3'tolTacarbdieatpme wiuchiad gyclpipyepyl,siycobityl; @pdepentyl,

R AT Rl bl YR P b By gy ane
a)rclq}iexyllfanyl al kyl" or "Cl_8- aI kyl sul fanyl -C . 8-al kyl "
refers to |ower alkyl groups as defined above wherein

at |egs Eerﬁmo@ér Cgaeawglkﬂg ep“ej. pﬁl&w@ g-dnerveref&L K ower alkyl

ro rep al kyl'sul T
grpeggieéﬁsfweﬁ@bﬂw ‘gfeﬂrrlaﬁy eastme %E%%ﬂéoaea ratoanb?@hé fovey alkyl

1Q0BNis Fplick bY Epdod reﬂz‘iﬂd&xﬁrﬁ le is cyclopropylmethyl.
g Vr)r’gt hyl sul fanyl et hyI 2005/ 11 865 yeop 4

PCT/ 05/0 ter L ef
il uoﬁ?‘ﬁgﬁ ﬁ%’?‘?’ n’ée,ferfﬁ% F ﬁ"eouf?;ﬂd'(ﬁa eln\% %Sha ?L}g}e g “lower
dhoxgr” |ra’fermcthbgmmpd§-@ewhgrepr Rtieltavest alkphend therrernh Jomer alkyl” has

IR 1 B IS iR Lo

cthexrh RAPTOPOHY» AOPHEP V> nrbétqwm WHPRY becgPuigny pad tert. utoxy,
ﬁl%?érﬁﬂﬁ theltho:d andl afl AiBst ?fe@é‘r&rdatﬁleﬂ&o{(t uoro or

chl oro, nost ‘preferably fluoro. Anmong e preferred
hal ogen@t@ddveialkosd i1 sr ‘f(grQSalm -C1 {-hlkyo refeRttb Ydwer alkyl

SEobDS SAOREN Y veoEheAgh SL et PR ) %Bﬁéc?a@?awyw%s foper all

%1109 #s rE5th QAYHNkMOKY gRdup, PAFGEIEIH nkekhSxy2d ﬂ@mcy Refoigthe

ral koxy oup s as de ned )aove rein at
prefesteddowerakorialky P%@Seaﬁ aupsiRoBrety Omekxl
1o group is replaced by a hal ogen atom preferably
f1 uoriee t@fmC‘BH@l’sﬁlfaﬂWSJr o efaﬂrywalfyn)fn’ WFErS to tHYERBGp RNS-, wherein

referre enat e, gr oups, are
i langs A e terg) f?‘ﬁ'] V@ﬁ’é%w PReVigyslingt 1B signifirance.
EOhlaBTallgtvlfanglishodps afd @ mRAR}INARNYDE dByls@speLi al |y

preferred The term Iovver hydroxyal Kyl " or
hydr"l(f.‘)he term™ ?omzfielr Iz(iﬁcylsuff to 4 lg-alky sulﬁémyp&?g-pﬁ(yl refers to

lower alkyl groups as defined above Whereln at least one of the hydrogen atoms of the

lower alkyl groups is replaced by an alkylsulfanyl group, preferably methylsulfanyl. An
example for a preferred lower alkylsulfanylalkyl group is 2-methylsulfanylethyl.
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15 as defined above wherein at | east one of the
hydr ogen atons of the |lower al kyl group is replaced

whg00a/1imges oxy group. Exanpl es of | ower hydr oxyetRyP2005/005594

groups are hydroxynethyl or hydroxyethyl. The term
"di al kyl ami no" refers to the gsoup -NR R', wherein R
and R' are lower alkyl and the term"lower alkyl" has

t he Theaeino lisdlygenl’ veferssod @ﬁblfli;]& lﬁlﬂ@ﬁnCAr&Elﬁie@iﬂdedil%Q, with fluorine,
i thyl am no. The term "I ower

Cﬁ%"ﬁ“@#’?ﬁ%ﬁé w%?‘f%%referr qes di al kyl ani no-d . 8- al kyl

refers to |ower alKkyl rouEa as defi ned above wherein

at (Thgdermprewer halogenhluil’ oy éhalegennE.oilkylR eefets dokawerlalkyl groups

a8 Héﬁ’rﬁéd‘ a‘lboff@Whéi‘éi‘hdatl?é‘as’@orgs| St K%/%V\Ef d| g(flﬁy? f the 'i&xfeqkaﬂsri group is

di. met pre erre am_noa

r@l@ﬁfﬂ h{rgﬁg]qgieﬂﬁéquﬂ BI Bipye or ghjorg, glqsgpmferably ﬂuoro Among
th pvefearad\Halogegdted Fowied all Bgr@ﬁMe tmd}kﬁethl}h @hﬂlﬁfrfﬁneth
Vf%ﬂ-r{ﬁamg% aI ill('%g‘jé!ﬁ Jﬂ%a;rﬁ)gl%ébﬂ %eﬁrg\%éée%mtll y pre errec{¥
halo enal kyl " has the previously given significance.
TheT efternt lwerharbmnylka*ﬂ’wr “hdogenplenylke G r8fead ﬂoxlbweﬁailkoxy
?@ hs ﬁéﬁﬁéh aQBQéJvQﬁer@ﬁ‘x at88ki g1 Q)ﬁ ﬁ%q}éﬁréfg%ﬁragérﬁ 8tk ?&?er alkoxy

ydr glgen at ons o grou
gwprlempérée@ b9 balogeraipm, greferab Iy ieraor ddoropwsst preferably fluoro.

Aﬂhﬁit@/thél i‘eYérrﬁ lih]Elkﬁgfé:n@ttre& 1803 2y éi‘tbu !‘ﬁ:@@ltlmlémme tgr m
etero refers to aro ic 5- or e
uﬁ@"%‘%e%’ @gﬂfmefg‘ adc n*é orfltb rﬁrlféléorafrrsrﬂtoxy eing
espetiellyt ptfekredm ni t r ogen, oxygen and/ or sul phur.

Exanpl es of heteroaryl groups are e g. furyl, pyridyl,

pyr »RY 05/ 1178
10 S8 SO B ABRL 21 P BRI B0 oo
a§ clﬂﬁmn ab@yeyrherein at Ispstlone |0frth§éwdtqglen ammqogfrtholoy\rer alkyl group is
Pa?@&b hh}‘c%roﬁg Ezédr%i(i)); ?ga a‘il@s (}ﬂ]bvgé}myd%ﬂawr b arl M§droxymethyl
OIII‘Vé‘?%’FY(?g’r\A@I -Cl_8-al kyl " ref ers to lower alkyl groups
as defined above wherein at | east one of the hydrogen
at ofie tafmt“ﬁﬁll{ydnmmoa Irdfds to fhe@f@wfp NB’H”Q@h@GﬁﬁR RndR” are lower

t n
IR PR 4P o 250 B R B gy prefrred
dlaﬂwlannn@ngEssdmnetBylamanrber ed ring which can conprise
one, two or three atons selected fromnitrogen,

o i a | ’
?ﬁzlﬂggﬁﬁl fé)gfelr gi&r]ili}{f'é{ﬁ no@k?l';%k ﬁé ohi h{?a‘?ﬁlﬁﬁy@l g\dllkf;‘li P& to
loygr 3 YRplas Eé,xpeélza&ovgw grein qtryhag'ragqg qfiihe E ydrogen atoms of the
loivei ﬂh}ﬂghbtq:l ] Yéplgd%g:ﬂy(il diMkylarﬁiﬂd giaa# rﬁtkﬁeraia@y dimethylamino. A
xaz |
prRfsit e aod ARl oyp 1 FaerPuseihrhp

t hi adi azol ylidi nyl, dihydrofuryl, tetrahydrofuryl,
di Filertemy i camyamoyld terfedsyol tlwomyCO-NHd.
t hi anor pholinyl. Preferred heterocyclyl groups are

pi pﬁ{e'tg‘rﬁ‘yl'oweFHﬂBé@]a.ﬂﬁ/Yéar%'ﬁ?lanEMB’r f}lfé.rgfq%]e gg}lbg—lgﬁk@? -lower

"l o het er oc eter ocyc
hajqgeralkyly whergige lowgr Oge&dkrdr Hpihe Revifup Yrgewnmm‘écance

wherein at | east one of the hydrogen atons of the
| oVithie tahksabwegpmmans/l’r @xp‘fpﬁheﬁﬂ (brys-aakﬁétcﬁlb%vﬂkyl' grebpute

e Bod b f B8 HsaeL 5 P e REPY R pEaft ot kgt group s

replaced by a phenyl group. Preferred lower phenylalkyl groups are benzyl or phenethyl.

The term “heteroaryl” refers to an aromatic 5- or 6-membered ring which can
comprise one, two or three atoms selected from nitrogen, oxygen and/or sulphur.

Examples of heteroaryl groups are e.g. furyl, pyridyl, pyrazinyl, pyrimidinyl, pyridazinyl,



10

15

20

25

30

35

containing a further heteroatom selected from
ni trogen, oxygen or sulfur"” refers to a saturated

woRdstieseTycl i c ring, which may optionally conPEi/BEPB05/005594

further nitrogen, oxygen 20 or sul fur atom such as
azetidinyl, pyrrolidinyl, imdazolidinyl,

pyrazolidinyl, oxazolidinyl, isoxazolidinyl,

tthité reyk; gdoxeti iy} thiazelyk, kvottrasiolydi axyalylpinpidadodilngd pyrrolyl. Especially

Igr'ePe?feﬁzﬁrQWEnyI%@t}ﬁiy%ny t hi onor phol i nyl, or

zepan or 7-menbered partly

unsat ur at ed. heterocyclic rin means a heterocyclic

ri nglB&sterss 1aves ﬁsﬂswlmlc RT gleﬁﬁ%raﬁlarkcl afolineterpiodgwer alkyl

§r@ﬁ ﬁa@dh dhined g;l_tfred\iﬂégéﬂlﬁ R¥ist Bhy bf the hydro en latOI‘nS of the lower alkyl
i ro ridi teroyc ic ring may

gguamé@ﬁd[lmaelge\{gpa Egr?t‘lptaﬁ?%%“ 8?5% two or three

groups independently selected fromlower alkyl, |ower

al koklye trd “beterocyidiyd” hefere toe yahiiated drgrilyraysaairsedide or 6-

&8&%@&5?%&‘%&& @mo&?rg* se'ohP g:aro%? ke Qt%?ﬁ[g sefel:t@? £ Bfrogen,

unsu

@Weap@,nd/mjwﬁrmeﬁfalmyplgse?fé)@teé@wﬁgybmgsoméudgpwndwb\merazmyl
&E 1ol ﬁﬁghdlﬁilloﬁﬁﬁzolﬁﬂly@iﬁﬁ@izﬁhﬁﬂrmﬁ&'%haxrﬁrp'ib J8888H pyridazinyl,

I i h I
PREmB *ﬁ%@%@' folich é?ﬂx%%hdil‘}b’l a%%@gxpm ez Rdr, Bogoligin,
thtual&ﬁolsihﬂir@l \Mhydfbfuqﬂ a]t:ﬂaaltylﬂgofukyl alibgirepyragflf &ﬁhhyc&bﬁﬁﬁnyl and
e free hases or
P BRBGH i Ssfed brgrosy A5 BT aEbinsfidbnP hgrnolifi ha
matdlslimgi.e formed vvlth i norgani ¢ aci ds such as
hydrochl oric acid, hydrobronmic acid, sulfuric acid,

Ni T i @fh Showel H@t@f&?ﬂg ggl *Qr aﬂé{eﬂo@ﬁlﬁi:cll 8L$1Eyl refers t% lower alkyl

preferaply hydrochl ofi , ani c acid
gqupicastdelingbibeve phstsindh easaemedof 08y atoERs the lower alkyl

é?gﬂ_%v isPePREdHY 2T erocy@lyl bt as defsddhbopy.r uvi ¢ aci d,

oxylic acid, maleic acid, malonic acid, sallcyllc

o 1 e R o B ot TR e PRl flps optionatty
caatdining aduttbardeterémnincselecied from hirogsoy dxygércommilfuy” refers to a
thutr?t| {:l'?\ﬂﬁétg}oc?aic r%‘ibvﬂ chstﬂ)} c?:éf o f@drﬂam'ﬂi\lﬁlrther nl]trogen, oxygen

ace cysteln an tron

firatpme prehed amsxdm%mtqhémybﬂnnghqhﬁﬁlp punrelidiede
({C%rra%(ﬁ]ﬂh ; ,ggdoidaﬁolmﬁ ﬂlfhz@)lli’(ﬁﬁfélr ﬁ@th"[’é‘zbﬂcihnaﬁriei n(rjltqﬁ{yl razinyl,

| i 3 i
RECTI I L N TP R 1
diﬁgiﬂ&ﬁ:é&h&t&@k?;dlcah@” ke@ant & ha:ero‘ﬁﬁdzlicsrmgei’sldéﬁded ibwVe which contains

04&%;1 %%a of gé%rgﬂ gg%edlhgﬁlg)p%rl% r 3 6 adﬁgl%aé'o%ljl-pyn myi5 The
hetdveydlit mmgdnaarhengsubsmungd ion gubsnattcd by bye, ¢wo wr thmggroups

13&'%%53@&&)?%9&&@21 ﬂ%ﬁl lo%éi:!a R)W&P Qﬁtoﬁn?n&)@fd Ghk RBterocyclic ring

resi ns, I SOpro am ne

B3} embmoadmﬁé “aﬁha mﬁlﬁ% salflrnhére yingiherts unsubstituted or
sﬁ!')ét?{l]t‘éﬂlb b ¥k, Mo orhied %@%ﬁ&peﬁdf&ﬂ?@ele&é&ﬁﬂm%wer a l lower
e peri di ne, p ne resins an
ot BB %h%&@ﬁam% to i copignid bPepod lcpﬁl%&,lé?n‘l iydro-

lHlisof]ﬁmbhﬁ)é zwitterions. Particularly preferred
pharmaceutically acceptable sal ts of conpounds of

f or e Fe h] %h%{mggﬁtlgw a%E%Ht&fl Bl to gl'é)ag— DSt Wthh retain the

nmpoun e SO
rql $19ﬁ1 éﬁfectWh@ess @md/atqp@rthté@ﬁtherfeeeéﬂraﬁeé@lré@e afi ﬁ,wéne}o%nesret

bﬁflo 1 gmi‘ R qisd hhﬁ&uﬁbﬁc'?ﬁcssa% af‘e%rr%a@d(ﬁqtﬁhﬁ‘&%aﬁic dcidfSuch as
hiyﬁqqc |r1|cq ulgn 9 o y gr % (r:lﬁfgrcﬁggl{mql: gcsqi phOSIr)]hOI'lC acid and the

lﬂca}{ﬂéféizﬂbhﬂﬁydra'dl@oﬁﬁdﬂ ﬁhd o ddidsaitly avaedphdl) gropionic acid,
salts al so includes physiologically
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accept abl e solvates. 20 "Isoners" are conpounds that
have identical nolecular fornmulae but that differ in

WO b@snatses e or t he sequence of bondi ng of thei PCHEPIIB5/005594
or in the arrangenent of their atoms in space.
I somers that differ in t he arn&ngenent of their atons
in space are terned "stereoisoners". Stereoisoners
glyadlicaad, pytuvic addoxyliceges nefdeioagd &ﬁﬂbﬁh@ lacid[ €lit@iciRId, succinic

argh aﬁh?a{rﬁzodc%da ng‘{)a?lc ’acﬂ gtr%ct a%{cf“‘ g%‘iZ%gC?gé:%dz %Pr{%épﬁéﬁcd mandelic acid,

mﬂmneﬁldfmn@ aad,@thaggmfbnmsm pttbluighesufoniemsid, dlicgiceid, N-
&t }Q&”ﬁ‘ 8Ad H 1fie! UI'h adaﬁf(‘)'n({ﬁége ﬁf’sl m%“@%&ﬂe{a&%@ tfc?'rnlt 2ddition of an

terne "chiral ter" e al
novgHs BrsedpaORan aé‘b‘i?ﬁb@l s acif. &ahedgewérfmmammrgwm base

thclude bt arddbt Iafred o, théﬂ%@dﬁlnil p%@asﬁ'uni ﬁtlﬁ@[he&hﬁ%niﬁrﬁ Malcium,

TR T CHKG L R

bmited bs saltswif pdmary, kecondargy artd/wartg!rp mmdsMBﬂ&ﬁtédm&ﬁmes including

ﬁ%t\l%gérﬂty ulfr{ %rg}l&%l%l/tgg ngﬁ?ﬁ’%\/\ﬁalg %1 131% and %;\c/ielron ex ge resins, such
ecmrpavlamme, {uiraetbylanting dmlﬂ@}rlz}mmes ugthyéﬂmumsubwmpydamme,
&har%l@&ﬁriet ws@@ MbintheOREethyl name gﬁ@gﬂgﬁ We‘p AR n%%m ahd the

ﬁ%ﬂ % ted r§£3 group co |st|n
Be RO™PY RBWY 1 sam also he Pr%V&rIBiWORWIOf ZHH&PHOHS
Pareietlagly bmfm@éd(yﬂarmaé’euh&all%ﬂiceé‘ﬂtﬂﬂe £410 B ESBPSHRUARDS formula I are
on3|§th§ﬁ(p drogen 'ower al kyl, 10 cycloalkyl,
S\X}é’fi o4& ?gyﬁyal kyl, | ower hydroxyal kyl, | ower
alkox aIkyI | ower alkylsulfanylalkyl 15 | ower
di al'k gﬁ compesaids pf formllbﬂydanmtsslhesbivamdedg drydsatdaks fThe woleation can

¥ defecRA8n e doPseDF m&ﬁ?ﬁmﬁeﬁﬂgﬁﬁa&% qg%llﬂ? thg %la]c'; s a

the group consistin
miesugnegef hvemﬁoplwwss&gpa ok gm mltl@ihkqnhp;mry F@mks?llnd of formula I

(MpeFaaion).t11R toine EH rofacBticaBy hetepiableishlt £¢b iAEludes physiologically

aséggpsﬁtﬂ;lg gct)lvadte one

“Isomers” are compounds that have identical molecular formulae but that differ in
the nature or the sequence of bonding of their atoms or in the arrangement of their
atoms in space. Isomers that differ in the arrangement of their atoms in space are termed
“stereoisomers”. Stereoisomers that are not mirror images of one another are termed
“diastereoisomers”, and stereoisomers that are non-superimposable mirror images are
termed “enantiomers”, or sometimes optical isomers. A carbon atom bonded to four

nonidentical substituents is termed a “chiral center”.

In detail, the present invention relates to compounds of the general formula

wherein

R'  isselected from the group consisting of hydrogen,

lower alkyl,



10

15

20

25

30

35

20 or two groups independently selected fromthe group
consisting of |ower alkyl, halogen, |ower alkoxy and

wo owsn11sgdr oxyal kyl , pyrrolidinyl unsubstitut eBCDEP2005/005594

substituted with a group sel ected | ower al kyl or

hal ogen, | ower heteroaryl al kyl9-wherein the heteroaryl

ring i s unsubstituted or substituted 25 with one or

two plenelrumbkstitugd oupshstiarted WMDe betwes groyipk ytichpém:lently selected

wh |

subst i1Teinde BER BIUIRE oflon shigt WiiefBaldsb IRy Yy 1gger

and R H@'kvvlththe nltrogen atomto V\hlchthey

are 16%131919&% 1al§1, WiRretn the%h!en? Ti 1s uﬂsdmm%ae& substituted with one

saturated of partly unsafura rocyclic ring
opt i orfHg B0 RSIROSACPIRY ACkSlF ﬁ@ EER R sepssung klower allyl,

f r om rHaldgefflowe k@6 mndrlowed HydEoxyalkkgl, endat ur at ed

het roc %iflﬂf?y {kyfg bei ng unsubstituted or substituted
’hree groups independently selected

fromthe group consisting of | ower alkyl, hal ogen,

Rfal dgeshetdd/fromitheigrony considingrof hydogsyal kyl, |ower

al KqQ¥¥er , phenyl, benzyl, pyridyl, dial kyI am no, 35
car bam)y 1 ower al kyI sul fonyl and | ower
hal cgelealkil| car bonyl amino, or being condensed with a

pherlmvelr H)alkg 1,phenyl ring being unsubstituted or
005/ 786 [/ EP2005/ 005594 -10 substit ut ed by
one OW groups i ndependently sel ected from

I omﬂbwaidlkzdxyalkybwer al koxy and hal ogen; A is selected

fro 10),,, N ~(CHA, Al X 41t A2 R7
To‘ﬁﬁﬂpéylwlfafﬁﬁ%s A3 Rs MM A5 5 wherein mis 0,
I orlomrdlmlkvlgnmlodlkybr 2; R3 is hydrogen or |ower

al k i eﬁlﬁﬂﬁstﬁﬂ%d 3t &Hsﬂgﬁ%mﬁ Rhk lﬂr fv(r@ 0%§§ hld@f)g}ﬁfently selected

sel from rogen or_|ower [
2: R4 @nﬁ%grggg ﬁoqﬁlstqngwé}ovmr Rlkyl, alogen ower alkoxy and lower

hydroxyalkyl,

lower phenylalkyl, wherein the phenyl ring is unsubstituted or substituted with one
or two groups independently selected from the group consisting of lower alkyl,
halogen, lower alkoxy and lower hydroxyalkyl,

pyrrolidinyl unsubstituted or substituted with a group selected lower alkyl or
halogen,

lower heteroarylalkyl, wherein the heteroaryl ring is unsubstituted or substituted
with one or two lower alkyl groups, and

lower heterocyclylalkyl, wherein the heterocyclyl ring is unsubstituted or
substituted with one or two lower alkyl groups; or

R! and R* together with the nitrogen atom to which they are attached form a 4-, 5-, 6- or

7-membered saturated or partly unsaturated heterocyclic ring optionally
containing a further heteroatom selected from nitrogen, oxygen or sulfur,

said saturated heterocyclic ring

being unsubstituted or substituted by one, two or three groups independently
selected from the group consisting of lower alkyl, halogen, halogenalkyl, hydroxy,
lower hydroxyalkyl, lower alkoxy, oxo, phenyl, benzyl, pyridyl, dialkylamino,
carbamoyl, lower alkylsulfonyl, and lower halogenalkylcarbonylamino, or

being condensed with a phenyl ring, said phenyl ring being unsubstituted or
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Xis 0, Sor NR3; with R8 being hydrogen or | ower
alkyl; pis 0, | or 2; 15 R5 is lower alkyl or

weywbowniskyl ; q is 0, | or 2; R6 is |ower al kyPCT/EB2005005594

O, I or 2, R is lower alkyl; WO 2005/117865
PCT/ EP2005/ 005594 -11 and phajgwmceutical |y acceptabl e
salts thereof. In one enbodi nent, the present
i nveniy 8RS tWé peﬁp@%ad iaflepentaitselected Fesah thweg alkyl,
to tﬁBsﬁgh&éﬁ%ﬁ , vvhgrei n I?Ss self ect efsfromthe ally
grou]é"’%ﬁ]é‘PH?rffgh%‘Fg%drogen, 5 |l ower al kyl, phenyl
unsubstituted or substituted with one or two groups
Andepeclegad frym sel ected from | ower al kyl, | ower
hal ogenal koxy or | ower hydroxyal kyl, and | ower
enyl al kyl wherein the phenylg#ing maybe
' Ry SUDSLituted w ne”bﬁ fiyo-graups
i ndepengentl'y sel®cted from | owar “al kyl , ﬁaf%gen
0 al koxy or | ower hydrox&thtl; R2 is selected
t¥le group coggi sting of hydrogen! |ower alkyl2
phenyl unsubstituted or substituted with one or two
groups i ndependently selected fromlower alkyl o7
hal ogen, | ower al koxy or |ower hydroxyal kyl, and 15
IrRwer enyl al kyl whepet ]the phenyl ring may bé&
ijuted or substitufled w th one or two[groups
ntly sel ect m | r al kyl, Yal oggn
| Koxy or | ower NMydrtxyalkyl; or R andlRds
together with fhe nitrggen atomto wh ch they are A5
attached forma 5-or 6- nenbered saturated
het erocyclic ring optionally containing a further
het etvbatetin 20 sel ected from nitrogen, oxygen or
sul fur, said saturated heterocyclic ring being
unsubstkgénf%}iar substituted by one, two or three
grouB% i'ndependent |y selected from/lower alkyl, |ower
al koxy and oxo, or being condensed with a phenyl ring,
sai dnphés$l1 eriZag bei ng unsubstituted or substituted by
one, two or three groups independently selected from

| oneR? alikﬂ}droé&V@ﬂoﬂhkﬂPgi; and hal ogen; 25 Ais
selected fromR3 R4 NCFI2). N'"~(CHz)m\ n X ~'L Jt

Al Aﬁg and R' are independently from each other selected from hydrogen or lower
alkyl;

t is 1 or 2;

R* is hydrogen or lower alkyl;

X  is O, S or N-R® with R® being hydrogen or lower alkyl;
p is0,1lor2;

R® islower alkyl or cycloalkyl;

q is0,1or2;

R® islower alkyl;

s is0,lor2;

R’ islower alkyl;
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R7 R5~ N jlgor S ~ P A3 Re A A5 WO 2005/117865

PCT/ EP2005/ 005594 -12- wherein mis O, | or 2; nis
w@20065/101862; R3 is hydrogen or |ower alkyl; 5 PCI/EP1008005594

2; R4 is hydrogen or lower alkyl; Xis 0, S or NR8;

with R8 being hydrogen or lowgnq-alkyl; pis O, | or

2; R5is lower alkyl; 10 qis O, | or 2; R6 is |ower

aﬁH"ﬁHarma&utlﬁalg,aciepwble?salts Rérdos. | ower al kyl; and
pharmaceutically accept abl e salts thereof. 15

Pr ef d
e Raeg P AR B Rtrs i Boh et RRARRS of formula

accordidgatottbelinfertinn, vbergioup consi sting of hydrogen,
| ower al kyl, phenyl unsubstituted or substituted with

I?”eyf’&h{c\%& @Jﬁﬂ@égrbﬂgg&%ﬁ@% ok iy &%?&Pt ed from |ower

ower hal ogenal koxy r [ owe hydroxyalkyl and
mépwﬁhﬂhﬂialkyl wherein the phenyl ring may be
u ns U;erh T uHs@BstiRited @b sﬁbshuitediw%tohe oneve® grchw irdlepéitentf

| nd t sel | 0 aI K al

Reied by tobver ek ooast Pelu ARG on iy Vi ovoth
or I lowef pladniyhlkyl Ehtgreml the pherpnl eihg maydbeamsulmstitqed od subsfituted
for
the eny q‘f ng@ﬁlgdépaeﬁgg %@%Hﬁoﬁ% sp@f rh?i e en’ lower
Wi t raﬂquyﬂow ydraauakyl; i ndependent ly selected from
| oner al kyl, hal ogen, |ower al koxy or | ower

ﬁ?ydﬁ@eeye%té@ﬂoma@g}a mlsla%glo%h gagen or | ower
alk Lﬁﬁx}herm}re conpounds formula | of the

pre 8Wt°—r? ention are preferred, wherein R2 is
sel gsHeadl dnsobstitined @r mh@tmn&ﬁivﬂ:hiomg oo twh grbupg ardependuatly

ﬁly 5%" ;?ytgﬁ %pgr?iolé%r éllkylo}llvglogeny fvid aﬁ(%gqa bE¥wer h?(y\%gcyalkyl and
lower phenylalkyl wherein the phenyl ring may be unsubstituted or substituted
with one or two groups independently selected from lower alkyl, halogen, lower

alkoxy or lower hydroxyalkyl; or

R! and R? together with the nitrogen atom to which they are attached form a 5-or 6-
membered saturated heterocyclic ring optionally containing a further heteroatom
selected from nitrogen, oxygen or sulfur, said saturated heterocyclic ring being
unsubstituted or substituted by one, two or three groups independently selected
from lower alkyl, lower alkoxy and oxo, or being condensed with a phenyl ring,
said phenyl ring being unsubstituted or substituted by one, two or three groups
independently selected from lower alkyl, lower alkoxy and halogen;

A is selected from

RY rY
@A(CHz)m/\ ?<\N/\(CH2)m/\
x}

Al t A2

7

R l!l
~
or
P Ts s
A3 R A4
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WO 2005/ 117865 PCT/ EP2005/ 005594 -13 | ower
al koxyal kyl , | ower al kyl sul fanyl al kyl, | ower

walr@bkyisesri noal kyl, phenyl unsubstituted or sSubGI/EP20&5594

with one or two groups independently selected from
the group consisting of |ower.@kyl, hal ogen, | ower

al koxy and | ower hydroxyal kyl, 5 | ower phenyl al kyl
wherghereiie phenyl ring is unsubstituted or
substituted with one or two groups independently

sel ect ed §r0n1.he group consi sting of |ower alkyl,
haloﬁbn S’&WE >al koxy and | ower hydroxyal kyl
pyrrolidinyl unsubstituted or substituted with a group
sel ext eds 0,dwar2; al kyl or hal ogen, | ower

het eroaryl al kyl, wherein the heteroaryl ring is
unsuRst ii§ Wfeds &rO§W§tamgyyt ed wwth 10 one or two | ower
al kyl groups,” and | ower heterocyclylalkyl wherein the
heterocych ring i s unsubstituted or substi t ut ed

wi t ht ond$ bPT#wo [ ower al kyl groups. Especially
preferred are those conpounds of formula I, wherein R2
i s skt edd ledirbgemror lower alfyup consi sting of hydrogen 15
| ower al kyl, phenyl unsubstituted or substituted with
one Qr omt he
grou% cgﬂgig§?§€§%?ﬂﬂgﬁg@&§q&h%¥éﬁ Fggﬁﬁa Igmer al koxy
and | ower  hydroxyal kyl, |ower phenylal kyl, wherein
the Pheay® 9t i s unsubstituted or substituted with
one or 20 two groups independently selected fromthe
gr ouR’® c@disivet alkg; of | ower al kyl, hal ogen, | ower

al koxy and | ower hydroxyal kyl , and pyrrolidinyl
unsubsti.t ted or substituted mnth a group sel ected

| owe? alk I @ hal ogen. Anot her group of preferred
conpounds of formula | according to the invention are
t hosk® whlewei alkf8 and R2 together with the nitrogen
atomto which they are attached 25 forma 4-, 5-, 6-
or 7z mephgned osaturated or partly unsat ur at ed
heterocycllc rlng optionally containing a further

het e pat m sel ected from nitrogen, oxygen or sulfur,
saldlE BP%E@Eﬁheterocycllc ring being unsubst i t ut ed
or substltuted by one, two or three groups
aﬂnﬂqﬂpﬁndmitgllmt@mbéﬂsalts dmaredfe group consi sting of

| ower al kyl, hal ogen, hal ogenal kyl, hydroxy, | ower

hyd rfg)éfé?ll%}ébxaq ﬁﬁ@{ of FbERNY 1 O?E‘& rﬁ)rg{%ﬁ{‘?ﬂvent*?@rp@élcompounds of

fpyr| am ng, car
arrnyllaéuwh@ﬁyx R' larwelﬁ fropnihs faﬂswangeﬁwddﬁs%low alkyl,

glrféﬁﬁﬂﬁﬁﬁa%r %Esﬁttﬁe@%ﬁ)ﬂnerdr e gbRipd ifdvpeydentiyRelected from

ubstituted or substjtuted
lwweagkﬁﬂewsrsﬁ rssiamLeR Ioyet Y dip ﬁmﬁﬂwﬁeﬁfeﬁ‘ﬁw wherein
the pﬁénydi kikg x:yaya:n:dmshladtmgem or Eﬂn\?ﬁtadl withpmefoe twe graarpe
or mu en
DGRRAET S5 I RHT, bl BRIt T B8 ¥ gl
andtRidhbytrbgemordowvet dkydeyclic ring sel ected from the
group consisting of piperidine, piperazine,
Py T bl A5 refeltie@URY dARHdudBs of RIrRIM i, Merein R is lower phenylalkyl
wherein the phenyl ring may be unsubstituted or substituted with one or two groups
independently selected from lower alkyl, halogen, lower alkoxy or lower hydroxyalkyl

and and R? is hydrogen or lower alkyl.

Furthermore, compounds of formula I of the present invention are preferred,
wherein R is selected from the group consisting of
hydrogen, lower alkyl, cycloalkyl, lower cycloalkylalkyl, lower hydroxyalkyl,
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and azepane, said heterocyclic ring being
unsubstituted or substituted by one, two or WO

WQ®511786865 PCT/ EP2005/ 005594 - 14 three gr oupSI/EP2005/005594

i ndependently selected fromthe group consisting of
| ower al kyl, hal ogen, hal ogenal-kyl, hydroxy, | ower
hydr oxyal kyl , | ower al koxy, oxo, phenyl, benzyl,

p?l&wkfiydlllic])txyﬁlkfﬂl K))Neg Blil@l@ulfa(i@l’alll@mmbel:r dizldk\ﬂinginoa}kyl, _

a u ny. n ower. hal ogena carbonyl ani;no, o

otk sieie B iR RyR O5r BB PRy teceed

bei fpmitisagretp tosistingrof fanes tlikyhihaddgen, bywenalkoxy end lower

thr%s,dg(fxgg ,i ndependently selected from | ower alkyl,
e

| owe oxy and hal ogen. Furthers\ugreferred conmpounds

oflowerrphenglalkyh whexelvthe nhony) singdsunsppéitted qusubsidutegyith one or
tog FouMsifddpeRd el seIRaad BbRIhE | st tigy o6 1,
attggE}%do%ﬁgrlmépQS-ordy?s-nexo r ed %ﬁugir at éldwo er alky
het dalagerlpweralkesyapdilewe Ygr #k8i ning a further
helyrotidingTussbetitued drisabtitated witheggroup selgaahloorr alkyl or halogen,

sul fur, said satunated haeterocycl.ic. rj ' . .
ot G Wt R s PP pr subsituted with
gr owps or twde jweved elkyl grosps,esd ed from | ower al kyl, | ower

al I Ls ot 4 drl ituted
ol i o BRI g riute
by ovith OftWtWPl‘P‘M?fe“@(YgEERH‘;% i ndependent |y sel ect ed

from |ower alkyl, |ower alkoxy and hal ogen. 15 Wthin

t hi %sﬁéc(ﬁg? préfeged £RIReRImpohindsfifutrauls IavRerpindds sebdted from
wher el n andfg t%g’ether with the nitrogen atomto
HFTOHP CARSSUELT IV L08Ry form a heterocyclic ring

s dbveatalidl,f rom t he group consisting of piperidine,

pip A . .

ror o s B b B A ATBAE B0l Yo Rt independently selcted
or fromptheigronpconsisting ef lopign alkyl, halpgen, sy glkoxy and lower

i ndepg 1y selected fromlower alkyl, |ower 20
al kglgyﬁg{ﬁzgk}y i

X0, . or . bei ng cqndensed th henyl rin
s&?‘ﬁefmhéﬁXlﬁlﬁYli’ Woetsa PhghK DgHs FRBE oA ub T Hated ith one or
by w6 grduph ifdepbiiddly@elostpd fronctbp gralgidonyisting eflower alkyl,
fro ﬁo r al % %g\iver zlltﬁoq)%%ﬁd h‘ﬁl ogen. Even nore
pr efdlogghyowea APL 1YY HE h%he nitrogen atom
t pymblidinyt ireybstitetedatr tsalbstiteted withn asgroup seledtedilower alkyl or halogen.
het erocyclic ring selected fromthe group consisting

S PR H e R IG5, e i
amMoosss W

( § : g |

eneieR and Bitiogethenivish thaynitrogest atamidp whigh hepiage attached
foneh 2L, 156 %- 62 TPALMBsre@lsafudtbbApdrtlf Ga st Gabdl KeberbbRlic ring

pr.esent Inventl%ﬁg% t hose, e{iﬁulin A5|g%n|f|es R3 d
optiquallycopiaraigy a WIsher ketespatpiselorisd fqmy niTogEnyXygen g julfur, sai
situratedhetérocyicirigibhetiigoganbaituied we sulsstikyted baode, RFoan three

R10 ar I hdependen from each of
e SR Ry E‘}QP‘.{ SRpti ol EVEFARS, RS,
hElGgéERat O dangsleaver hydroxyalkyl, lower alkoxy, oxo, phenyl, benzyl, pyridyl,
dialkylamino, carbamoyl, lower alkylsulfonyl, and lower halogenalkylcarbonylamino, or
being condensed with a phenyl ring, said phenyl ring being unsubstituted or substituted
by one, two or three groups independently selected from lower alkyl, lower alkoxy and

halogen.

Especially preferred are those compounds of formula I, wherein R' and R* together
with the nitrogen atom to which they are attached form a heterocyclic ring selected from
the group consisting of piperidine, piperazine, pyrrolidine, thiomorpholine, morpholine
and azepane, said heterocyclic ring being unsubstituted or substituted by one, two or
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- 15 Especially preferred are those conpounds, wherein
RO and R10 are hydrogen, neani ng conpounds of formnula

wo 2008hemses n A signifies R3 1---1 N (CH2) m 1~P@I/EP2005/005594

wherein mis 0, 1 or 2; nis O, 1 or 2; and R3 is
hydrogen or lower alkyl. 5 Wtkn this group, those
conpounds of fornmula | are preferred, wherein mis 1

thnee groupsindeperidastinelactaddrqn play grdivp eompissimgof krveer alkyl, halogen,
ref er ; .

RASENGR by @R ey Rr Bk, BRI , ROPMATE bELS prridi

fjaliylanpipotgarbamoylyovrenaliggsulfonihandlowenhilegamallylcgrbopylamino, or

%ﬁg% c%l'idReglise&%lv\;iﬂitl EP}%&M gﬁgﬂsaﬁi’ %Heﬁ\ﬁ&ﬁngalbéﬁlié hnﬁﬁ@ltitﬁt%cﬁorgubstituted

: . bei roge r lLower . a

B o6 08 bt ORI et B e A1 govenalpyy and

h&"egdnlg nor phol i ne derivatives, being nore preferred,

and those conpounds, wherein mis 1, being even nore

preferred. Fi f :
D cof B prE il EOPE s SR AN o8l S RUlBubds, whereip R' and
R wgathehwithithe pitiogerpatom torwigicl they pes attachedviormeg kpr 6gnembered

X &a l@t’érocﬁfi@riﬁg %ﬁti@ﬁﬁl&%ﬁﬁﬁﬂlin§§ REShR heder 16 ERk8€d from
are those conpounds of r erein R5 is. |

) qf f al; . ower
RILOEED, omwrrﬁufﬁar,galérsw&t?@ E?stsﬁé@ g heipgipsybytituted or
wWhafigited By bise, Bv@br thed @olipPindepehdetlesel et fedesgan tovedrlalkyl, lower
ggeferrdg trh S rreargi ng 4N .1 ol t’dl E? Qr a@'d%%riqri.ne .

SRR iongr RepeEEiensrd L Bpyrhringy s bR L aigheing
BGhbER2OREG0bSRdted by ®n€omooarribise gloupsinddpandently selected from
r Al i nvention, wherein A
@%gfﬁgg&e&%@%%ﬁﬁ%\ﬁ%&i nqgis 0 1or 2, and R6 is
| ower al kyl, are also preferred. .ol 5
Within this group those compounds of formula I are preferred, wherein R" and R

together with the nitrogen atom to which they are attached form a heterocyclic ring
selected from the group consisting of piperidine, piperazine, pyrrolidine,
thiomorpholine and morpholine, said heterocyclic ring being unsubstituted or
substituted by one, two or three groups independently selected from lower alkyl, lower
alkoxy and oxo, or being condensed with a phenyl ring, said phenyl ring being
unsubstituted or substituted by one, two or three groups independently selected from

—

lower alkyl, lower alkoxy and halogen.

Even more preferably, R! and R? together with the nitrogen atom to which they are
attached form a saturated heterocyclic ring selected from the group consisting of
piperidine, piperazine, pyrrolidine and 3,4-dihydro-1H-isoquinoline, wherein the ring is

unsubstituted or substituted by lower alkyl.

Further preferred compounds of formula I according to the present invention are
those, wherein A signifies

3

R
@A(CRQR”)K\
n Al

>

wherein mis 0, 1 or2;nis 0, 1 or 2; R%is hydrogen or lower alkyl, and R’ and R¥ are
independently from each other selected from hydrogen or lower alkyl.
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Wthin this group, conpounds of formula I, wherein ¢

is 0, are preferred. Thus 5 neaning, pyrrolidine
w@e@ansses e preferred. Al so preferred are thosSBCT/EP2005/005594

conpounds of fornmula I, wherein q is 1, thus neaning

pi peridine groups are al so preflerred. Another group of

preferred conpounds are those conpounds of fqgpnula I,

wher Especirllyipgeferrecare fiose tompowsls, wheralsR” apiddi et hydragen,

fheartin %rcogn pods & fohﬁu aqv‘@fle@in@[klgmﬁ%pec' ally preferred

are tfhose ‘conmpounds o tormul a wherein s is 1. Thus
meani ng pi peridine gﬁoups are preferred Exanpl es of
preferred conmpounds 0O e/the foll owi ng: 15
pi peridin-I-yl-[6- (3 p| r| propoxy) napht hal e
-2-yl ] - met hanone, prperrdrn- -yl) -

[ 6-(3-piperidin-1- yI pr y) naphth n- 2-y|]

- met hanone; (4-net hyl - pi peri di n- -{6-

[3-(2-nethyl -piperidin-1-yl)- propoxy]
Pvﬂ@ﬁm H?J[sgn i Q’lr}ls 0”?5#9%9@%3 ls(l'érgg%ﬁ o? MerRIGET azi n-

perid ) - napht hal'en- 2-yl ]

- 20_net hanone,
(4-i Yoph laﬁgrsgm%ﬁw? sempgydsiof fqrmla L speprsferreds yeieredn mp is 1 and

lthonekR frefide ST fedt hanone,
?gsﬁe%ﬁyl %??rollgln ?ﬁgfg y%%ﬁa

3- i di n-.1- t

S ms? hgﬂg}fé preffrééd rg g?ﬁé%‘ﬂ rpcg aﬁgtlhloae nXp n)ds Bf forrnulﬁl
whayeit Asigfi®- y| } - (2 met hyl - pyrrolidin- I-y -

met hanone, WD 2005/ 117865 PCT/ EP2005/ 005594 -17 {6-

[ 2- (1- et hyl - pi perirgd{ n- 2-yl ) - et hoxy

- napht hal en- 2-yl } - (2 x€Dhyt- PyeHgLTd™- | -yl)-

met hanone, (3, 4-di hydro- |soqurnoI|n 2-yl)-

[ 6- (3-pi peridin- 1-yK\QLFEny) - napht hal en-2-yl] -

nmet hanone, 5 A2

(3, 4-di hydro- 1Hi soqui nol i n-2-yl)-{6-[ 3-(2-net hyl - pi pe

ridin-1-yl)-propoxy]- naphthalen-2-yl } -methanone 8.
wamzeudnm@r bonz,mrlm@uRn:@hdezﬂy py lqweg alkyl; and X is O,  or N-R;

" a ph ) #}Fg,{]}wdr?;eﬁ%& sl aﬂ( ¥ With @bioopounds, wherein tis 1 and X is O,

- t
thus Jugsming marholing rigrgvaa%e&%ma e Rsfenb sod thase sgmpaunds,

AhERiDENE Y] bt fyh nadte Peeferted.
6-[ 3- (2- et hyl - pi peridin-1-yl)-propoxy] - napht hal ene- 2-

car bf) %Lelzr(r:noarg,l c%m%eor&%lﬁs o%rm&ia I according to the invention, wherein A

signifies
RS
~ N

A3

wherein p is 0, 1 or 2 and R’ is lower alkyl or cycloalkyl, are also preferred.
Especially preferred are those compounds of formula I, wherein R’ is lower alkyl.

Within this group, compounds of formula I, wherein p is 0 or wherein p is 1, are
especially preferred, thus meaning pyrrolidine or piperidine groups being especially

preferred.



am de, [6-(3-piperidin-1-yl-propoxy) -naphthalen-2-yl]
-t hi onor phol i n- 4-yl - net hanone,

wQ 860§31786% phol i n- 4- yl - propoxy) - napht hal en- 2- yl PCT/EP2005/005594
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-t hi onor phol i n- 4-yl - net hanone, {6- [3-

(2-nethyl -pi peridin- |-yl)-prepbxy]

- napht hal en- 2-yl } -t hi onor phol i n-4-yl - 15 net hanone,

{6- Conipoumds by formiutpdrdcdinding; toithe prteprmt jfjvention, wherein A signifies
- napht hal en- 2-yl } -t hi onor phol i n-4-yl - et hanone,

(4- met hoxy- pi peridin- | I

(3- pi peridin-1-yl-progoxy)- Laphthalen 2-yl] -
nmet hanone, 20
(4- et hoxy- pi peridin-|- - 3-¢2-net hyl - pi peridin-1
-yl) - propoxy] - naphthalenLZ yl } - met hapgne,

(4- et hoxy- pi peri di n- @I) { 6-

[2 (1 nethyl piperidin 2-yl) - et hoxy]

Y
?% pef:id)%z héd n%?‘g‘g%%w rﬁlgep rlegarr]ree 2-carboxylic
acid_3- net hoxy benzyl am de,
6- [3W1 ipdlis groyp, prIppPey |of§<rr}nqé% bptheysio Aaphiarepisfrared. Thus

Y yreolﬁﬁh@gx%uﬁseiﬂa%ferraﬁnzyl am de,
nDrpho in-4-yl -

Lo i Bnkd B bl RRERSY ﬁg?ﬂ@pggrg &ifia s 1, s meaning

pgmﬂdnxyﬁoumm@hhk@pﬁﬁaﬂayI - mor phol i n- 4 yl -
met hanone,

{6- Knéé« ngtd?%' of%‘ré’f@{ hcijwhléo&ﬂd)s 2F MBXY I RRRINAD Bk fifal,

nmor p

Wgﬂ@gléﬁﬁ@ﬁkﬁln 1-yl - propoxy) - napht hal en- 2-yl ]
-pyrrolidin-I-yl-methanone, {6-
[ 3-(2-net hyl - pi peridin-I- f) pr opoxy]
-naphthalen-2-y|}-pyrro|ig 1-yl - net hanone, {6-
[2-(1-net hyl - pyrrolidin; )-ethoxy]
- napht hal en- 2-yl } - pi perj di n-|[1-yl - met hanone,
[ 6-(1-isopropyl-pyrroli y) - napht hal en- 2-yl ]
- pi peridi n-1-yl - net hanon
[6-(1-isobutyl-piperidin-4-yloxy)-namthal en-2-yl]-pip
eridin-1-yl - met hanone, (4-nethyl -pipéridin-1-yl)-{6-
[2-(1-neth yrrolldln 2-yl) - et hoxy]
Whersht Snlapeﬁ A R ﬁ%]loi‘?@hé#?

[6-(1-1isopropyl-pyrrolidin- 3 yl oxy) - napht hal en- 2-yl ]

- ( 4- Ppletiylly piefefdddire thdse ydnhpourkistod fiseula VWvieo&h s 1s117 §hias
PCT/.E 2005ﬁ005594 -18 %.-%§1
LY Pe BRTTEBIGREPYRA H€ BIGFEXY) - napht hal en- 2-y1 ]
-(4-nmethyl -pi peridin- I-yl) - nethanone,

[ 6- (Hxanydésufiprefoirpd compoundsydf doayula épmﬂtalfdmngtl ]

t
glgén&ﬁ% ﬁ?‘f Ldo ?g ﬂegldfh yl%%&pox?{e'hggﬂﬂgﬁn -Ryl] n)a/ertlp%rrongl o
~Jeth: pr}p@;‘@ }n—ﬁa@h{qqgﬁ pipetidin-1-yl-peenosy pht alen-2-yl]-methanone;
{45metryl- ﬁ@:@h@ﬁ#h =y [4-03- (zih{w?yl Wigesidin Nagnphep&it-aaphthalen-2-yl}-
n&&mnon yl-pyrrolidin-I-

(4-isopropyl-piperazin-1-yl)-[6-(3-piperidin- 1-yl-propoxy)-naphthalen-2-yl]-

methanone,
(4-isopropyl-piperazin-1-yl)-{6-[2-(1-methyl-piperidin-2-yl)-ethoxy]-naphthalen-2-yl}-
methanone,
(2-methyl-pyrrolidin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-methanone,
{6-[3-(2-methyl-piperidin-1-yl)-propoxy]-naphthalen-2-yl}-(2-methyl-pyrrolidin-1-yl)-

methanone,
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met hanone,
[ 6-(1-isopropyl -piperidin-4-yl oxy)-napht hal en-2-yl ]

wo e@streshyl - pyrrolidin-1 -yl)- 10 met hanone, PCT/EP2005/005594

[ 6- (1-1sobutyl -piperidin-4-yl oxy)-napht hal en-2-yl ]
-(2-nmethyl -pyrrolidin- [-yl)--methanone,
(3, 4-di hydro- 1Hi soqui noli n-2-yl)-{6-
[{1-1t —mmlhgupi]p&}tfdim&i-)d) -E}Qxy]l-halﬂﬁ]ikde(ry?—yi} -(2-methyl-pyrrolidin-1-yl)-
nagythalen -yl '} -methanone, 15 (3, 4-di hydro-

qti nol i n- 2- yl) -
[£4(d1hyl soiFoisgquipglin-Gty1iH or{ 3 pipeoidin-1vhphervaly pnaphthgleq-2-yl]-
wBthapene, (3, 4-di hydro-1Hisoquinolin-2-yl)- [6- (1

| i dj ht hal en- 2-
(b FE b Tup el A IO -Seit hap i) propoxy]-
h&sHiRalbsobyl- )ﬂet}%in;biﬁgl di n- 4-yl oxy) - napht lhaI en-2-yl] -
n | Ul no
Bt SRS P ropiin b2 TGl Bt an L athogy
nx@thdamﬂeyl -fhetadong,1 - net hyl - pyrrolidin-2-yl)

6 215 3; e;%(é%lén NARYBESG) SiaphARIRAQ L BBt dcill BRANA -k A mide,

6-[312imseshylopiperidipr k-w) iptppoxy] yiaphipplenegearbmatie acd benaybmethyl-
X¥ldec acid benzyl - nmet hyl - an1de

e oDyl PR Sl 90 SRl 08 2: SR,

f6 @Bidrp’lholﬁi-@@l— ﬁdp@xﬁ) MhlﬁhthélenQaﬁhtmahﬁﬁﬁ]olm%bﬁ?é}ﬂaln@ne,
F(’;E &f Hgflﬁ{l, plpgy Ibl I—yg} erfog;#fnglﬁg%l?} 2-yl}-thiomorpholin-4-yl-

madphbhal en-2-yl } -t hi onorpholin-4-yl- nethanone, 30 |
hZ(—Q;m)r i O H}éhilﬂ}’-? @Lkﬁbﬁygnnéﬂh‘?wén ZW{E%B%oﬁnyi ;rl-
meﬂ(amon%opropyl pi perl di n- 4-yl oxy) - napht hal en- 2-yl ]

? 4 Rl Ry Ieridia 4= 1 DTS- 1-y1- propoxy naphthalen -2-yl}-
6-(1-isobutyl - plper i N-4-yl oxy) - napht hal en- 2-yl ]

PhaB%‘bphol i n-4-yl - met hanone,
apidpe1 yd)-06-13Y2-Imdthyl-piperidin-1-yl)-propoxy] -naphthalen-2-

(4AmiFeioRepip
%Eé‘%& net hyI pyrrolidin-2-yl)-ethoxy]
]? H2En- 2-y1 }- net hanone, 35

(46m(eﬂhovc$wemdm~1ml} -{ @121 mehylHwperjdindoyi)ettosyl-paghthalen-2-yl}-
%{h(agg oXy- p| perl di n- 1-yl ) nmet hanone,
? [ opro pi peridi n- yI oxy) - napht hal en-2-yl]-(4
@pqqcyb -ngphthalep¢Rageplprecylic acid 3-methoxy-benzylamide,

L -
?af(ér;enltléﬂg,g%yéncﬁhneﬁo%ép g/n\al%uzém)rggﬁlé%g%g@hzamab methoxy

bRerylEmitsD5/ 005594 - 10- rrethanone
xﬁo[‘pﬂro(llil 479t [oy (3 ot pledlirdiyt arqﬁdxy)ahhpmmﬂenapm nadteanmn2;

SR R AR R R DS
mythiagomgi d 3- et hoxy-
{6-[2-(1-methyl-piperidin-2-yl)-ethoxy]-naphthalen-2-yl}-morpholin-4-yl-methanone,
[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-pyrrolidin-1-yl-methanone,
{6-[3-(2-methyl-piperidin-1-yl)-propoxy]-naphthalen-2-yl}-pyrrolidin-1-yl-methanone,
{6-[2-(1-methyl-pyrrolidin-2-yl)-ethoxy]-naphthalen-2-yl}-piperidin-1-yl-methanone,
[6-(1-isopropyl-pyrrolidin-3-yloxy)-naphthalen-2-yl]-piperidin-1-yl-methanone,
[6-(1-isobutyl-piperidin-4-yloxy)-naphthalen-2-yl]-piperidin-1-yl-methanone,
(4-methyl-piperidin-1-yl)-{6-[2-(1-methyl-pyrrolidin-2-yl)-ethoxy]-naphthalen-2-yl}-
methanone,
[6-(1-isopropyl-pyrrolidin-3-yloxy)-naphthalen-2-yl]-(4-methyl-piperidin-1-yl)-

methanone,
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5 benzyl am de,
6- (1-isopropyl - pi peridi n-4-yl oxy) - napht hal ene- 2- car box
W@ kios/1am868l 3- net hoxy- benzyl am de, 6- PCT/EP2005/005594

(1-isobutyl - pi peridin-4-yl oxy)

- napht hal ene- 2- carboxyl i ¢ aci-dg3- met hoxy- benzyl am de,

i 0

[@Lﬂlisdpibpwplpérnﬁmdﬂax,a =nphEal@x3yH] r(anhéthﬂ-plpen&ncaybo
% |c acl d 3-net hoxy- benzyl am de,

HP et hyl - pyrrolidin-2-yl)-et hoxy]

[ 64t qabdthaylepip@idih J-yhoxy) heiphthaleny?2-yliehastbyplepiperidin-1-yl)-

sopropyl pyrrolidin-3-yl oxy) - napht hal en- 2-yl ]
Igé%éAQ%ﬁln 4-yl| - met hanone,

(Jgﬁnc(t Vlrsﬁp@hsbml )-Hetd-61- me&h>91paf;'<r>¢jldma%rb&)h@éh@m -naphthalen-2-yl}-

ARl in-4-yl - nethanone

T somutadatper st a0 oot oo 2l .
nﬁezh;{rﬂmm,et hyl - pyrrol [ d| n 2 yI ) et hoxy]

LR RS P A gy
IH¢MMHGﬂeLdIn 1- yI nethanone

g ”gﬁuﬁgﬁ%ﬁép’ rll-Q n;g&hg ﬁhéfagég%xi]:@%Q&Pﬁﬁﬁ%&lﬂlﬂyl)-
nie@hgrionesobut yl - pi peri di n- 4-yl oxy) - napht hal en- 2-yl ] - pyr

(3, @'dlﬂy&olmhgoqﬁ;mﬂopfx) -{6{[4=(1 SARPPY rrdlidee2ad)-Bthoxy] -
): {6 % met hy yrrolldln 2-yl) - et hoxy]
lenzd-gli-methynanenst hanone, (4-i sopropyl - pi per azi n-

(3 43dihydro- 1H-isoquinolin-2-yl)-[6-(1-isopropyl-pyrrolidin-3-yloxy)-naphthalen-2-
Vhe?‘%%‘ﬁl so(propyl pyrrolidin-3-yl oxy)-napht hal en-2-yl] -

$G—dlhydreeﬁi[mgolqumopgf2 -wl) 1641 yisapropdrpiperidimideriony) ynaphthplen-2-
%ﬁ@{}ﬁﬁb{},e pi perazin-1-yl ) met hanone,

%—ciﬁﬁs? ﬁ%sosil%@ilﬁéa' Hi46yritametspiveridinrindoen-naphhalen-2-y1)-
6- (1-isopropyl - plper|d|n 4-yl oxy)

@%‘1’@%{} loﬁ'? as&qx’egfh& S R Pr'lﬁ%%hw-%%whalm-l-

Einéthansm@ropyl pi peri di n- 4-yl oxy) - napht hal en-2-yl] -
t hanope r i
{Té SRSt sl penlriens 2 carbariic add Reneylmethy

alhigd,] - (4- nethyl pi peridin-I - yl)-methanone, 35
|
62(&(13 i3 ? }?ﬁifdgldix’ff’ y'l&ﬁ@gﬁg}{%lagﬁ? BLEab SHB 2cif BeRBTYhdikyl-amide,
661 ¢isopsopirpigenidin-4rylopylopanhfh W&P&‘h@ asidbemgdsppthyl-amide,
628G Ligotsit 151 8EdinyA-yloRy ﬁ?ﬁaphtﬁaleﬂhygifc%hkﬂfd adfl benzyl-methyl-amide,
or o-
bl E?i léPw?- SRR AsP - Bigprphgp-4- 11

n%ﬂ&&bh&7865 PCT/EP2005/005594 -20- net hanone 1:1

[g'—)( P—ris%%%p%-ipgrerblidin-3-yloxy) -naphthalen-2-yl]-thiomorpholin-4-yl-methanone,
[6-(1-isopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-thiomorpholin-4-yl-methanone,
[6-(1-isobutyl-piperidin-4-yloxy)-naphthalen-2-yl]-thiomorpholin-4-yl-methanone,
(4-methoxy-piperidin-1-yl)-{6~[2-(1-methyl-pyrrolidin-2-yl)-ethoxy]-naphthalen-2-yl}-
methanone,
[6-(1-isopropyl-pyrrolidin-3-yloxy)-naphthalen-2-yl]-(4-methoxy-piperidin-1-yl)-
methanone,
[6-(1-isopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-(4-methoxy-piperidin-1-yl)-
methanone,
[6-(1-isobutyl-piperidin-4-yloxy)-naphthalen-2-yl]-(4-methoxy-piperidin-1-yl)-
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(2, 6-di net hyl - norpholin-4-yl)- [6-(3-piperidin- |
-yl - propoxy) - napht hal en-2-yl] - nethanone 1:1

whyasacishdri de, PCT/EP2005/005594

6- ( 3- pi peridi n-1-yl - propoxy) - napht hal ene- 2- car boxylic
aci d net hyl - phenet hyl -am de 5149:1 hydrochl ori de,

6- ( 3- pi peridi n-1-yl - propoxy) - napht hal ene- 2- car boxyl i c
ate'th:hrmne,pyl amde 1:1 hydrochloride,

16180001 e SRS B 280 vy

ef(leaml érl di n- 1- yI propoxy) napht hal ene- 2- car boxylic
équqscﬁ;rbpf l-;ﬁ&ﬂﬂ’iﬂi &5@ )-haphthRl¢AE-0c xR acid 3-methoxy-

gerl poxy) - napht hal ené- 2- car boxyl i'c
B@} 1 aefohexyl - nethyl ami de 1:1 hydrochloride,
631115@?0?&1 Hipéridihiddyloxy)tndph)halene-2-carboxylic acid 3-methoxy-

&%ﬁg ger|d|n 1-yl - propoxy) - napht hal en-2-yl] - 15
ﬁé 1: 1 hydrochl ori de,

61 3sq1ﬂulib)€1fplpl¢rrdm-4ﬁlonr)aptphﬂ)almﬂacmbbnaahe agid Gambidvoyy- c
. la%ggyl - sopropyl amde 1:1 hydrochloride, 6-
peridin- yl - propoxy). - napht hal ene- 2- car boxyl i c
lﬂnﬁbvlyplaﬂm@é %yl;{netmax@enhfbmea@ -cagboxylic acid 3-methoxy-
]aghae,l yl -[6-(3-piperidin-1- yI pr opoxy) - napht hal en

@[% Jp rl]%_r}]'grn Flmp% é’Bo%ig hl ohﬂ'ﬁ%néﬁ—ylg rg?ﬂp}xoy n-4- }[1 methanone,
Fergt- hapmwl ibyﬂohdde ﬂ@h})@xﬁapdhdaalen 2-yl] -morphohn—4—yl-methanone,
% { 1S§Pﬁ$>|5'1 pl(pfrl r%f%-gpci/x?g t;lnlalg) g. g eog'gh% Cgr)}P efhdrone,
iﬁyﬂrmghmw}-pmndm -4-yloxy)-naphthalen-2-yl}-morpholin-4-yl-methanone 1:1

3 l-ﬂbﬁ é‘l di n- 1-yl - propoxy) - napht hal ene- 2- car boxyl i c
1gldl(rdC cyc ropyl.net hyI am d 1;1 hydrogchl oride,

&-(2h mselw wyFolidip- 25} -appthelear He-prrelidokyl-methanone,
f@cq ldlsﬁﬁlh)ﬂy} pﬁ@&kﬁﬁyﬂ ylof§) deaphttalen Y §1]0sh Sl dinla , l3ﬂethanone,

GettasBrBEy LDt E)ﬂ%l??sggthﬁr:@g @flﬁﬁ%ﬁ&ﬁfﬂgﬁ% none,

(63( lnﬁbhﬂykpmnérm-mm&)-yhphthalen 2-yl]-pyrrolidin-1-yl- methanone,
é%ogklg;? ;-;' r%&lﬁly L Iygc{;qp[go@ d?ﬁ@hyf‘ sﬁhgﬂﬁhgﬁyﬁ eﬁwxﬂ -naphthalen-2-

Yk eflnongret hyl - p| peri d| n 1-yl) - [6-

((#gtsﬂi g&l‘-ﬁ?é‘ra%myi [ﬁl Ldp roﬁﬁpﬁﬁﬁicﬁlﬂ32yldiy])-nap§élalen -2-yl]-

IBEtPBH%‘Peperl di n- 1 yI propoxy) napht hal ene- 2- car boxylic
%C(lldlsd)lﬁﬁﬁupm%n@lmﬂ-?loicy)lnaﬁ}ﬁﬂﬂ@tmL)ﬂI -(4l&opro 2pyl piperazin-1-yl)-

t§1 eridin propoxy) - napht hal ene- 2- carboxylic
[EPA"Wfel ohexyl -et hyl -amide 1: 1 hydrochl ori de,
(4-isopropyl-piperazin-1-yl)-[6-(1-methyl-piperidin-3-ylmethoxy) -naphthalen-z-yl] -

methanone,

[6-(1-isopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-piperidin- 1-yl-methanone 1:1
hydrochloride,
(1,1-dioxo-6-thiomorpholin-4-yl)-[6-(1-isopropyl-piperidin-4-yloxy)-naphthalen-2-yl] -
methanone 1:1 hydrochloride,
[6-(2,2-dimethyl-3-piperidin-1-yl-propoxy)-naphthalen-2-yl] - (4-methyl-piperidin-1-
yl)-methanone,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid ethylamide 1:1
hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid ethyl-methyl-amide 1:1
hydrochloride,
(4,4-difluoro-piperidin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-
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WD 2005/ 117865 PCT/ EP2005/ 005594 -21
6- ( 3- pi peridi n-1-yl - propoxy) - napht hal ene- 2- car boxyl i c

wa@eood/1exs6d opr opyl am de 1:1  hydrochl ori de, PCT/EP2005/005594

6- ( 3- pi peridi n-1-yl - propoxy) - napht hal ene- 2- car boxylic
acid (2-nethoxy-ethyl)-amde -201 hydrochloride, 5

6- ( 3- pi peridi n-1-yl - propoxy) - napht hal ene- 2- car boxyl i c
aetithnbde ( 3, Wddichiltriexy- phenyl) -ethyl] -nmethyl-am de

: hvd | i AN T E (2o dine vl ) Pty
R4 PR Y-l piperidinn fopropeon)-naphibalen 24
aeitlinenhyil-hydpodhlarisleo- benzyl ) - amide 1:1

%(g-rpgﬁ&hcﬁﬁj ldﬁ+pr(ﬁéﬂ‘?hﬁ?h&ﬁieﬁ@@-&&%ﬂyﬁ?{ hdid methyl-phenethyl-amide

- (3= p1L perjdin-1-yl-propoxy)-naphthal en- 2-y|ﬁ’
Eﬂéﬁ’ﬁ&?@ﬁﬁléeio 1: 1 hydrochl ori de,
645 Yin{1-y1egrapbxy) Hraphjhalene-2-carboxylic acid propylamide 1:1
LG- %@pl.ﬁerl di n-1-yl - propoxy) - napht hal en- 2-yl ]
hydrORREA®  1: 2 hydrochl ori de,
633 mepdridin{i-gderropoxy) inaphjhalene-2-carboxylic acid methyl-propyl-amide 1:1

6 -RiL:peri di n-1-yl - propoxy) - napht hal en- 2-yl ]
Lﬁ%&%&ﬁggg 1: 1 hydrochl oride, 15

6~(B pipersini laylrpropgxy) prapbthelene Ragmboralie add 2thylnprepyamide 1:1

ﬁgc'ggcﬁbhug,- pyridin-4-ylmethyl - amde 1:1
hydrochl gri de, . .
6 p-PpATIsR 1l iRrop R prpbelpe Rabtialis Add sydoherlypetyl-amide
aqiHgdeschlontef yl ami de 1:1  hydrochl ori de,

SRR PP T b pemRp s oaplen-21)-

neeahane hd hydtbchl@@idey dr ochl ori de,

- - | - - - . - - . .
B PR by R 2B S R e Bk AL AR amide 11
Bydracldppée:i di n- 1- yl - pr opoxy) - napht hal ene- 2- car boxyl i c
@-q5g;iﬁé’ﬁdmi_1hﬁ>9fop5g9ydabhﬁmeﬂe-z-aaraomﬁd aeabueyligirle 126
6-( 3-pi peridi n-1-yl'- propoxy) - napht hal ene- 2- car boxyl i c
) rﬁcﬁgr-‘ﬁ‘ét hyl -t hi ophen-2- yl nethyl)-anide 1:1
medane Myb{6-¢® piperidin-1-yl-propoxy)-naphthalen-2-yl]-methanone 1:1
8-41_3- ip ridin-1-yl-propoxy)-napht hal ene-2-carboxylic

¥ BC@%}%%- net hyl - pi peridin-1- yl) -ethyl] -anide 1:2
megand il d6+ (@eipdridis-ldjlympoxy) swiphthalen?2-yl )y methanone 1:1
irlrg r&gﬁl&ii@@” di n- 1-yl - propoxy) - napht hal en-2-yl] - 30

4 anone ’1: 1 hydrochl ori de, L
6-(3-pipsriskn-layirarergry) prppthalene Rasmberatic aed 2t Bgnsthpy-ethyl)-
%ggd@ 1(%?);‘&;5%}11@}1&@- 4-yl -ethyl)- amde 1:2

ydroch] ori de, . :
(¢ Pl rpr e R B bielepe b Ratis A sy dapigsY ety l-amide
agihgdidchiogidben- 2- yl met hyl ) - amide 1:1 hydrochl ori de,

35 gingrifiar o AR P R b halns rsarbanic acid eyl ispRyppykamide 11
bpdegdhlomgdat hal en- 2-yl ] - et hanone 1:1 hydrochl ori de,
6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid bis-(2-methoxy-ethyl)-

amide 1:1 hydrochloride,
(3-methoxy-piperidin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-
methanone 1:1 hydrochloride,
(4-hydroxymethyl-piperidin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-
methanone 1:1 hydrochloride,
6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid isobutyl-amide 1:1
hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid cyclohexyl-ethyl-amide 1:1
hydrochloride,
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[ 6- (3-pi peridin-1-yl-propoxy)-napht hal en-2-yl ]
-(3-pyridin-2-yl-pyrrolidin-1-yl)- nethanone 1:1

whyasacishdri de, PCT/EP2005/005594

6- ( 3- pi peridi n-1-yl - propoxy) - napht hal ene- 2- car boxylic
acid (2-dinethylam no-ethyl) Wo12005/117865

PCT/ EP2005/ 005594 -22- ethyl-am de 1:2 hydrochl ori de,
64 3fpipendinpi- plepnoﬁpny) -nappthalene-2-carboxylic acid cyclopropylamide 1:1

ridin- - propoxy) - napht hal en- 2-yl ]
Lﬁe&gﬁm&ﬂg 1:1 h drochl oride, (4-benzyl- E peri di n-

9*9‘Pel{1@n(BYIPPWPWFWW%r?o%kSP}Yhﬁ&ﬁﬂt( anethopr-gthyl)-amide
1d35 1:1 hydrochl oride, (4-nethyl-piperazin-

6#%%3?#&%@ 1 le@%eﬁg)l%w dgﬂ}lg%/a}lqj)grzogarﬁx%yhc aggt hakg%ndlgneﬂgxy-
Phé )péﬂhﬂ]#rdéthylllaryidemldﬂ@twh}ﬂmmmt hal ene- 2- car boxyl i ¢
o BB bl e B PRE A 0L g penan)-
amide ]cyh’ychpehipylﬂam de 1 1 hydrochl ori de,
E%ﬂ%?%ﬁ*‘% A s et Lk eny Speshipien-21)-methanone
1 ei 1 hydrochl ori de,
eP&h’a Giyny- gﬁ -y3- Fﬂieﬁﬂﬁf‘l/ ?M&ﬁhmﬁhﬁe@@tﬁp%amne
B}Y er I 0 .

-4-carboxylic acid 5 am de
F e, (3-hydroxymnethyl -pi peridin-1-yl)-
ﬁn{eﬁlympﬁpﬁridin-ﬂ-)ﬂl) Yo pipipeoidyn -1 ndphopadypmaghthhlen-2-yl]-methanone

gq %ﬁna 1 hydrochl ori de,
perl §1 n- 1- yl - propo napht hal ene- 2- car boxyl i c
ke

édBd?lmf@imHe)dyﬂ’ramué tiaph roedrboxylidecidzthyl-pyridin-4-ylmethyl-
gr%d%rloﬂg @opﬁghﬁ n-1-yl)-[6- (3 p| peridin-1-yl - propoxy)
- napht al en-2- Jf rn%t hanane ydr.och| ori de,
643 1piperydin- ﬂymrpesvy/ maﬁéﬁhaéﬁqe@xcaf qu{hs aid cpelabutylammida 1:1
M&dreemelﬁay,) napht hal en-2-yl] - nethanone 1:1
ri

o E’g“ﬁ’? parera LT GBS R gaphibalep gl mpethanone
Qi df&hlohdaydr oxy-ethyl)- 25 phenyl]-amde 1:1

hl v Qlisdhne: | -
F é Epgg%l ld@ prgﬁ )gs gglgé%y e%é&gh?ﬂ%gh‘_dg_ﬁ{/l}ljopy&)z—yl-ethyl)-
auaidwlnbh}édri)cl‘.llongldr ochI ori de,

I -
i§3 egcﬁﬁ%’ln)_rlq%f;) &b’ )T(l%al'érr]lgpzh{:%goygrl]lf: ag)c/l (]3 -methoxy-propyl)-amide
mh@r!@e,l hydrochl oride, 30
PrREA10§1Hrdp wbr A= Bﬂ?ﬁYérrermadtbb:@*heraele(maéthpu&hcbphen 2-

%m ﬁif’%’&‘f?ﬁhg&;ﬁﬁﬁ a%/dl n zilmyld)e 1:1 hydrochl ori de,
6-63-(pBpqridimli-diprepesy) -rapbalene-hegrhotydic @nid 1 2y(R}methyl-piperidin-1-
5L OANRGid 1% RyALaa58L T de.
(1,3-dihydro-isoindol-2-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-
methanone 1:1 hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid (2-morpholin-4-yl-ethyl)-
amide 1:2 hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid (thiophen-2-ylmethyl)-
amide 1:1 hydrochloride,
(3,6-dihydro-2H-pyridin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-
methanone 1:1 hydrochloride,
[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-(3-pyridin-2-yl-pyrrolidin-1-yl)-
methanone 1:1 hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid (2-dimethylamino-ethyl)-
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2,2,2-trifluoro-N-{ 1-
[ 6- (3-pi peridin-1-yl-propoxy)-napht hal ene-2-car bonyl ]

w0 2@5/1px6F ol i di n-3-yl }-acetam de 1: 1 hydrochl oPCTEP2005/005594
6- (3- pi peridi n-1-yl - propoxy) - napht hal ene- 2- car boxyl i c
acid nmethyl -(1-nethyl - pyrroli2i-n-3-yl)-amde 1:2
hydr ochl ori de,
k164 (@Brigde prhiydiavhlorides pr opoxy) - napht hal en- 2- yl ]

e
)( ofk) 9{} ®pyl - pi peri di n-4-yl oxy) -naphthalen-2-yl] -
% AoeHE}‘ltﬁdberEmQﬁlr - AFi[ 8 F-piperidin T8/ H2685E) haphthalen-2-yl]-methanone
%h)(g F@Bfifl%pyl pi peri di n-4-yl oxy) - napht hal en- 2-yl ]
(4(xﬁeth$ppﬂpenyin-pyl)r [@-(3eipipetidiyit )-y1- prpbay)emephthalen-2-yl] -methanone
O BROBAAE". P
éﬂ%P% eridin-I- ylt&[6(1|sopropyl eridin-4-
Wﬂﬁpwﬁrldabwﬁarwz) -yaphthaleme- Braahoaylic ari kgclbﬂ}'bmdell
é C%Pcﬁ'f pi perazin-1-yl)-
ol o per ey 0w o bt e 2
rdthilr ey et hyI pi per| d| n- | yI ) -
lﬁ'éyﬁ%q)%;&% Col %l &%-ﬁg(g%ﬁg}c}l Bropo r)]tnr:lt% alen_- -lyﬂ]-rhethanone
16t fdrbaidpridgy | - p| peri din-4-yl oxy) napht hal ene- 2- car box
2z .
B ELRBE N oy SR e

amldcldchydr idey| - benzyl ami de 1:1 hydrochl ori de 15

T A A LA eG4
mgtheuie 1ok thkOC Quide, yor o- pi peri d| n- 1-yl)-

oL G- glpehéﬁaprgpysfomcp)ehalﬂimaléndtu&bxﬁMim@CMeﬂwhﬂde 1:1
ro ﬁ&o 1.1 hydrochloride

Cuor o- pi peridin-1-yl)-
(EGréinor sippridipyl-yDi [5e6 mperidinyil- iyppoap taphthelenz2-ylljmethanone

pe 1:1 hydrochl ori de, 6-
la%xragépro - pi peri di n-4-yl oxy)

(4+bapmlwah eX}’ZPml’ldﬁk%YDc - nlpeyémobybpsqnm)hmphthalen -2-yl]-

%ﬁfnl:olllr 0 &689{)‘1112{: glen | oxy ht hal e car box
6;:631 BipsaAE pf/ﬁ&%@?ﬂsmﬁ}é Fge-%fhghvﬁlp et hyarSy-e-

1- ;alsﬂé&gl gﬁrdl%%hlonde’ | oxy). 3.0 hal ene- 2- car box
R Ay R
nhdih{rloniedcpiajrythlptiger i di n- 4-yl oxy) - napht hal en-2-yl ]
(%—§s§’ﬁp§§éﬁ%{§¥r&>§?ﬂl@ i -'yﬁ'— f&- é’-ﬁ{ilplzfidirﬁg i -@P—B%%x})'-ljraphthalend—yl] -
ngethananedpk bpslypcldonds: i di n- 4- yl oxy) - napht hal ene- 2- car box
V(3. GipGdith- RYRPRIPON))- APHiRalerle- 1 carbRx ik HCRE (Y 2 Binkk@hyl-phenyl)-
amide 1:1 hydrochloride,
(3-dimethylamino-pyrrolidin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl] -
methanone 1:2 hydrochloride,
2,2,2-trifluoro-N-{1-[6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carbonyl]-
pyrrolidin-3-yl}-acetamide 1:1 hydrochloride,
6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid methyl-(1-methyl-
pyrrolidin-3-yl)-amide 1:2 hydrochloride,
[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-(4-trifluoromethyl-piperidin-1-yl)-
methanone 1:1 hydrochloride,
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(3-hydroxy-pyrrolidin-1-yl)-
[ 6-(1-isopropyl-piperidin-4-yloxy)-naphthal en-2-yl] -

woregosansee 1: 1 hydrochl oride, (4-hydroxy- pi per PAi/RP2005/005594

-yl) - [ 6- (1-isopropyl-piperidin-4-yloxy)
- napht hal en-2-yl] - methanone-23-1 hydrochl ori de, 35
6- (1-isopropyl - pi peridi n-4-yl oxy) - napht hal ene- 2- car box

lmsapr(l]byI Biparidit-tylexy) -nephthalep )l - edvingbehyl < pRperazin-1-y1)-

BSHL 9'2'h 8 ochlonde,
-1'sop ro peridi n-4-yl oxy) - nag%ti hal ene- 2- car box

lclsamqwlspmyndm( byl hosghthdendtyll-gdrisgeropyk-pyrrolidin-1-yl)-
Hﬂéﬂfaﬁlﬁﬁé prllgl%llfocmonde d| n- 4- I QX I en car box
541 kD ety NG (I aprppYIvREp U SHB AN PP btalen 5 3
B@%{aﬁgﬁi&)@yhg@ﬁﬁ%nde24- ethyl) -amide 1:2

rochl oride,. : .
QYRR gaEbissrins bt TisoprgPEsRiperidip it Harehaaphthalssgt)-
mlethanammmelm«‘.bbmdd; n- I yl - ethyl)-amde 1:2
{Mﬁ};(&fsl so&h ér[ildlg-eﬂ RZQQ{})@M pﬁger%dl% 51| oxyﬁ: yﬁp]hth_alen—z-yl]-
@eﬂ@ﬂﬁ%bg@’ roghﬁy =och| ori de, 6-
é-%IJJ P(B}ﬁiﬂ%h @idﬁ?—ﬂl'-)ﬂ'd»ﬂf) 4raph@idehe-2-carboxylic acid (Z-methoxy-ethyl)

ar boxyl i c acid isopropyl -nethyl - am de
ylgli‘d]&?ﬁ ‘Pm‘g"e azepan- |-yl -
(5 @}—Iisbptéi@hlpiplyidnpﬂgédix}dmapﬂﬂlyleﬁ&)l) caflagpiylib atié A-Betply}-benzylamide

gl 1 hydrochl ori de, 10
%TFX ’I%@ng I - pi peri di n-4-yl oxy) - napht hal ene- 2- car box
Mok 1elsapnopyll-plpbudw4-aﬂnm)enapmhalhyéf)dbh4 -triflutgomethyl-piperidin-1-

& dg, lJ1 n- 4-yl oxy) - napht hal ene 2 car box
lg%eﬂgwl QH Exy (?réethyl- amdellhdro r|de

faqorpsmmr gnL ﬂ.)ﬂéﬂ.lmsqprqmghp&@ﬂdmré PRAER ﬂ@ eng-Hlx

rYaleﬂhﬁn@iﬁé mﬁm&h}@yﬁedl n-4- 15 yl methyl -anide 1:1
chlorid

diflicepisyiing ik |Gt hiisapsppylpiperidipnt whoxghaephibalrpgyrtl-
mhﬂhanams M1 h;adﬂmyhlopﬂe,net hyI - amide 1:1 hydrochloride,
66 SI, ésgg pyP B §1n Q'tyﬁ e}{y') lapélng ﬁlép)arb(gg'gp589|c§&§pr05ylmethyl-
dlmdc ad drhydm@équ@c)
Msogfdz,gr ?@ 1dHi @%@%t aéllitlﬁhl%é’)z aaamaaynéaaa %2-%1&Hﬁ§iﬂﬁnyl-

opro - ro -am de
draurdek rog hloride, Propy!

cﬁ 1(ils I-BipetidiH-RSld§) Mraphthhiexy-p- daﬁm?haha&q =fRrozasbeylamid
( opﬁfpry g%&rrlet ho?;l/ )g?opgill) - am de hydr ochl ori dgz(yaml )
% )i riogtblﬁp Pyl - pi peri di n- 4-yl oxy) - napht hal ene- 2- car box

[ﬁL(las@&prylgﬁpaydlam -glex})-faph?haléryaryble (8-oretteecy-piperidin-1-yl)-
dpﬂlop EI d| n- 4-yl oxy) - napht hal ene- 2- car box

Pl R
I?Ftﬁl%noneol ! %"o en mde 1:1 hydrochl oride,
6-(1-isopropyl- plpendm 4-y. oxy) -naphthalene-2-carboxylic acid phenethyl-amide; 1:1

hydrochloride,
(3-hydroxy-pyrrolidin-1-yl)-[6-(1-isopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-
methanone 1:1 hydrochloride,
(4-hydroxy-piperidin-1-yl)-[6-(1-isopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-
methanone 1:1 hydrochloride,
6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid (3-dimethylamino-
propyl)-amide 1:2 hydrochloride,
6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid ethyl-(2-methoxy-
ethyl)-amide 1:1 hydrochloride,
6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid (2-morpholin-4-yl-
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6- (1-i sopropyl - pi peridi n-4-yl oxy) - napht hal ene- 2- car box
ylic acid cyclohexylam de 1:1 hydrochloride, 30

wG2(0kALsePr opyl - pi peri di n- 4-yl oxy) - napht hal enePCFER20bHH05594

yIic acid ethyl-nmethyl-amde; 1:1 hydrochl ori de,

6- (1-isopropyl - pi peridi n-4-yl e2%})- napht hal ene- 2- car box
ylic acid tert-butylamde 1:1 hydrochloride,
6ﬂ0®-msmbddbbwhpdﬁ@mddln 4-yl oxy) - napht hal ene- 2- car box

B AT e SR P
yihyb-ami i de 1:1 hydrochl ori de,

@4 Glnm@gfe@mﬁ -1py1p1as {(Higdpopi- 9gb>é}ldmm&§ ﬁ%tﬁal@ﬁfzbﬂ]ﬁ

i C aci de 1:1 "hydrochloride
5/ 005594 -25

6-((1Jlsmmpylepnpériqllnpbylbﬂy)nndp}mh@eqe)2—nﬁbbt)hﬁlaeﬂesciproplylhnethyl-
Ep’g%‘g / (2 pyridin-2- yl-ethyl)-anide 1:1

Vdtoc e, g - i sopropyl - pi peridin-4-yl oxy)
azmvphﬂhﬂl— konel- @Ompb]ombndma‘bb'éxwemthétmg+Y1%med®nmnq1 11
§¥&I{oggﬁkig%lde 5eE|6-| n-4-yl oxy) - napht hal_en-
ﬂ;lrls?prsEermp?n my#?l Xhepdphisemer? iarhg?&fl’&@ﬁlddﬁqwl amide 1:1
& Idjcmhay,l am no-pyrrolidin- |-yl)-
%T(]lglg;cg%rﬁg Egridlg-éﬁglblgglcﬂ#p A O)éyi car%g;c]};lﬂaaa cyzlohexyl -methyl-
6nﬁde1$bpdmmhbnﬂaper|d|n 4-yl oxy) - napht hal ene- 2- car box

§ (i 1&3}3" gyl gg¥%n(41ylg§§)h9{4phtllla?erﬁyi Eeﬁjbb)g};lﬂ agldyétﬂﬂaﬂyrQﬁm 4-

pleagthyliaseige dgyiydpoghlaridss n- 4- yI oxy) - napht hal en- 2y |
ﬁ§(g %rhﬁﬁepﬁgéricﬁﬂﬂ -91BYY)L A ghhdlerde=2-YdrboBRicR@AAAEh#-Bhenethyl-

m@ b‘greﬁl}lpnﬁﬁperl di n- 4-yl oxy) - napht hal ene- 2- car box
Bl(|1QScﬂﬁbﬁylcpdpérﬂﬂﬁpﬁ—ylbﬁﬂlﬁ@hlhalenetwddrbﬁﬁlﬁratﬂﬁnethﬁl propyl-amide

% %V% (%pro N-{ 1-
4 “?ékﬁ pyl - pi peri di n- 4- yl oxy) - napht hal ene- 2- car bo
6y(I }iseprppylrperilin-43ylyky)- mephtlzabénd e2 - tarbokylid racicdhdy dopriwylmethyl-

gi pyﬁ -amide 1:1 h cilrochlonde

B |soprop¥ pi perirdin-4 onxy naphthalene 2-carbo
ﬁ;(ﬂ}lsompmérplmrnbnz& Yaxposaphitalengci-garhaxdis agidy(3-methoxy-propyl)-
bppeOC Phid rb€|lﬂom£1é1 CyC| Opent yl -piperazin- |-yl)-

ggléé{ﬁq -&gg%l I‘Fl)l pﬁ ad)i‘ e%)c(ayg cargg)rc]y 1r<]:aa|c1 propgflladee 1:1
hfdrodhlbgdgr opy! - plperldln 4- onxy) naphthalen 2-yl] -
E-ﬁé&%ﬁ%'pﬁ&%&ﬁe %ﬁéﬁﬁgﬁ%&ﬂa’lerﬁl PEk oxy ic ac%l chlopentylamlde 1:1
hedrodhlosidgr opy! - plperidin 4-yl oxy) - napht hal en- 2-yl ]

(1 RoptopiR Pty L AbkAL iphti orie- A BB G cid cyclohexylamide 1:1
hydrochloride,

6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid ethyl-methyl-amide;
1:1 hydrochloride,

6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid tert-butylamide 1:1
hydrochloride,

6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid cyclopropylamide 1:1
hydrochloride,

6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid isopropylamide 1:1
hydrochloride,

6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid diethylamide 1:1
hydrochloride,
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[ 6- (1-cycl opropyl - pi peri di n-4-yl oxy) - napht hal en-2-yl ] -

woeoshoissh- 4- yl - met hanone, and phar maceut i cal PET/EP2005/005594

acceptable salts thereof. Particularly preferred
conpounds of fornmula | of the Jxyesent invention are
the followng: piperidin- 1 -yl- [6- (3-piperidin- 1

6- -xwpﬁm%p)paﬂ&phtyﬂmmaﬁh&bﬂene -Bedattanylescidthethyl-(2-pyridin-2-

ek Bt ahong, - © Pe o1l Yl mpropoxy

§-f1-issppomybpipepidpetaony) Ilayhfﬁale{le-Z qebqsylierdidbenzylrethyl-amide 1:1
y?kom&q g<y) - napht hal en yI] - net hanone,

6-
[6n(é|1*1§;1171[0%% B pe[az' oy -n@R %@l{ -2 Y&Ja@'iffﬁg}yéﬁlpff@?l} 1-yD)-

ﬂ@ﬂmﬁﬁ?ﬁ@m h$ 5roc}ﬂoalde, . (3 .

nme rroli -] 6-(3- eri r

GydimeppaerE By ik hiroboedt BEgrdl ?313475&8‘%1m 2
nﬁedmndmellt%yzqudlﬂondeg 6- (3- pi peridin- | - pr opoxy)

6(-gla %%tgy(ﬁiyg % opzeﬁq_xl qUI ﬁ]l?llgpﬂﬂlg}enf: %aébox[ygc ac1d methyl-(1-methyl-

;(yzmmiumr@rylbapedq K2 hydrochlgtiyle,. propoxy] WD 2005/ 117865

Fg&%%?l/ g 515'8?]; 4-y1%§y) A poxé)?/l)éﬁ-gﬁg]s %ch{aelthea;]megmgﬁ Pgyrrolidin-1-

d 1 hydzo hanone (4- met hoxy- pi peri di n-
4- (uhsb rcﬂpyﬁp(p;’erﬂhrll@I}ﬂ&itym-nllphﬂha]éheﬂgoayl)oxl?ﬁpl&hﬂ aydoheptplathide 1:1

}[5’61“?“%’1 ‘g%ru di n-1-yl - propoxy) - napht hal en- 2-yl ] - pyrrol i
72, p-tiiflybrardt Haffe teisop®pyl-Bipefidmed-tdxy pnperthaleme- 2-carbonyl ] -

pyﬁ}(og@tuﬁ ﬁ)%ét IP ide s 1rl}yo Occiﬂonde’ met hanone,
1-65- (lliaommbmeqdurpémw -19ph thgieyy 2repbanyAl iperidipesd-carboxylic

gcf‘ R Al rB@mbﬁ'&é‘ ! dyl )4 met hanone,

I sopro in

?4(@:1@9@5 pm%%/afzg}p,laff)n {1- 1s9p%/ r \B/ pﬁgﬁﬁx%—éfﬁgy? nap}Ytuxlen 2-yl]-
hdth4n6hdy:d hodfidhloside i nol in-2-yl)-{6-
%2(&%1%?]&%}821)/ Elpg%{crh{poi xg)fcﬂ) Zgﬁghalet '}‘W 4-(4-trifluoromethyl-phenyl)-
ﬁlﬁerﬁzml-hyl:]rmethhhmmaokqhhy;h‘bchﬂoﬁdy,l )-[6-(1-isopropyl-pipe
e T
lylbtlhan@m d benzyl - net hyl - ami de,

ér gﬁ%ﬁ%ﬁerﬂl@-ﬁ[ﬂm rfapﬁ‘c%)@—@ﬂﬁhbﬂﬂioﬁﬁ LyYikthanone,

%’d( %’Gﬁﬁ”@ﬁ%ﬂ"‘}%‘i}éﬂ? %I?a#s&hVF%fxy) napht hal ene- 2- car box

ylic acid 3-nmethoxy benzyl am de, [6-
(1-i Ediﬁtlﬂﬁ)ﬂ‘}' preifgrasd dinipohngdb of(fp)muhﬂ]'ﬂfhhé preséht yiention are the

fpHt)r hoI i n-4-yl -met hanone, 20 (4-isopropyl-piperazin-
Iflﬁer@dmfb@piﬁe@yplppvdmlwbpm@w) -orphthalapiat Himesthanopey -

@%I Sggg{i‘)eflh gr | (?I (3 p1per1d1n l-yl pr%pto?%f)l nzri]phthalf::jl -2-yl]-methanone,
4(1409f9919f12)‘ﬁ911321§rb¥]r s plperﬁlp "yPpropoxy naphtbdlen-2-yl]-
methanone,

(4-isopropyl-piperazin-1-yl)-{6-[2-(1-methyl-piperidin-2-yl)-ethoxy] -naphthalen-2-yl}-
methanone,
(2-methyl-pyrrolidin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-methanone,
(3,4-dihydro-1H-isoquinolin-2-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl -
methanone,
(3,4-dihydro-1H-isoquinolin-2-yl)-{6~[3-(2-methyl-piperidin-1-yl)-propoxy]-
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met hanone,
[ 6-(1-isopropyl -piperidin-4-yl oxy)-napht hal en-2-yl ]

WO piogarises n- | -yl - net hanone, 25 PCT/EP2005/005594

6- (3- pi peridi n-1-yl - propoxy) - napht hal ene- 2- car boxyl i c
aci d net hyl - phenet hyl -am de -126l- hydrochl ori de,
6- (3-pi peridi n-1-yl-propoxy) - napht hal ene- 2- car boxyl i c
ﬁMphﬂuhﬁﬂZyﬂ%n&dmmep&l-an1de 1:1 hydrochl ori de,

= -plgelilﬁlén%—kﬁp%%fg'y)g r%nc %Xrolr - orgggi;‘f‘)oh -ag%t h%%h%ﬁc’n%e
<@-m3tmwnemdm-1-xl) - @Kbpmcylﬂlm &Whpmoembnzpluhalbmayﬂ] -C
Iﬂg%’ g% yl - (2-fluoro-benzyl) - amde 1:1

d
%PIBFE&H" bﬁhpmwwbnﬁﬁé&%n-ﬁﬁﬂhmmléh@- Lylugethangns ¢
ég Sd(ZQﬁreﬂiy[IEIﬂéYMme)' piopwky]=naphibdlerapiyliepykidlidin-1-yl-methanone,

R eEPYpBEs i 4o e e 3B Bty mimerigins oy

ethapbiidial en- 2-yl ] - net hanone 1:1 hydrochl ori de,

[{62( 1- (g&gxrogglylgugggﬁlfof%/ bfg)'x?) _faptl ﬂ%na%ﬁ’tl]ﬁgﬁ-glﬁf _l-)ﬁyfro!idin-l-yl)-

methhnemme 1: 1 hydrochl or i de

yﬁ%ﬁZa&Om% d%aﬁ{- nﬁ’“”fﬁ‘}f Vgo%% gn?g}}gtg%lneﬂ%?em@lyp

oytions H°n¢’27 pyrrolldln 3-yl)-anide 1:2

W&i@?&i&lﬂd@o uinolin-2-yl)-[6-(1-isopropyl-piperidin-4- yloxy) naphthalen-2-
|so ropy pi peridin-4-yl oxy)-naphthal en-2-yl] -

Iuoronethyl phenyl ) - piperazin-1-yl]
G(Ibisbgmpybpipemdhydﬂmm-mﬂphihalene-z carboxylic acid benzyl-methyl-amide,

6 &@éﬁﬂ%@ﬁ@ﬁ&h-ﬁi%ﬁgyngmgﬁa& 9%}) HGABHIREN - edhanone,
@&gppmbpmrldm -t tybodbmaplthalene-at dagb ke @ad dynethexy-he
gegg‘;,]%&ég corrpounds of for rrul al of t he present

I nventi on: I- i peri
pe(l(lsoqumémla?r lip- %V ogv)g ey aaﬁ -farhplis-§y}-methanone,

gaﬁ{ﬂlﬁ}ﬁperaﬁlﬁ- -$Dﬂﬁqnyikog3bpﬁ¥@ztdhd1rﬂ=3wwxy) -naphthalen-2-yl}-
I peridi n- -yl - propoxy) - napht hal en-2-yl'] 10

e, (3,4 d| hydro- 1H i soqui nolin-2-yl)-

[be(lélgehmtﬂempemdm 4-ylpicy ypnaghtixatyn-2 rydlp (- sapepyl pipeazin-1-y1)-

h

- (3- er|d|n 1-yl - propox na hthalen2
6};{)1rlpqp%pgylrp1pqn@m t{rﬂop N ¥})1 qlgn-2-yl]-piperidin- y] methanone,
a- @3 Ex%eﬂgfnh nyr Bk&iﬁfx‘y}ihﬁphthalef{é 2-RFFRPIYcid methyl- fheneth l-amide

Cﬂ’ﬁ%@ -2-yl'}-pyrrolidin-1-yl-nethanone,

lph \Y Blil‘ii?zal |y acceptable salts thereof.
6:(5 piperidir B-,yl -phepaxphapiahalths 2dchiboaglicridbézys BbpopolFamide 1:1

e unds of fornmula I and the pharmaceutically
E%Céfn‘gqoe esters of the conpounds of fornmula I

arzepimvl ~ofls - (3¢ pipeoidiit-i ylHpeo e -enplgtialeni?oy | mesthanask 1tlhe
dﬂl’géi envention. Conpounds of fornul a Il may form

tion salts with acids, such
6- (3 piperidin-1-yl-propoxy)-naphthalene-2-carboxylic ac1d ethyl-(2-fluoro-benzyl)-

amide 1:1 hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid (2-dimethylamino-ethyl)-
ethyl-amide 1:2 hydrochloride,

(4-benzyl-piperidin-1-yl)-[6-(3-piperidin- 1-yl-propoxy)-naphthalen-2-yl]-methanone
1:1 hydrochloride,
(2-isopropyl-pyrrolidin-1-y1)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-
methanone 1:1 hydrochloride,
6-(1-isopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid methyl-(1-methyl-



20 conventional pharmaceutically acceptable acids, for
exanpl e hydrochl ori de, hydrobrom de, phosphate,
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pyruvate, citrate, |lactate, nmandel ate, tartarate, and
met hanesul phonate. Preferred a&-the hydrochloride
salts. Also solvates and hydrates of conpounds of
fpyroolitlin-3-yhramidedi hysimpehdorideor m part of the present

I
ﬁ;;ﬁ%ﬁ%ﬁg%g@ﬁﬁ)qa Bﬂ{afé’ﬁ ?Z,ﬂ% QZ()% tgitﬁ\i:és‘rnd?ﬂ@chﬁrphenyl)

i"teéh*}%f’nﬁ F qr m xt ures of
g6 NidyElopFopyb piphriai-4 fylxy)- ﬁ%ﬁl{’fﬁﬂd@n 2[ﬁFﬁ{6if)1@<ﬂ1n 4-yl-methanone,

al | di as sQmer m xt ures of
&Bé?@ %E’iﬁ?‘@?’g&epﬁ*ﬂ%@\es{a@? f‘°19 meric racemates or
m xtures of diastereoisoneric racemates. The optically
act i \Espécllyprefemedaredshe fllnwihg compexadpbifobpuladsdith present
vehREnr acemat es, by asymetric 30 synthesi s or
asymetric chromat o raphy (chromat ography w
HimethyliBendiansylor -(3tpipgridin-1Tpeprppery tqaehﬂv@mr%aﬁsmethanone:
Jisoptop Y[‘-@’i[%riz@ﬁ 1)-[4-(3v¥piperidenr-& Haphthalent g
@1 oun s of geng'rs);l [férrlr)ul%a I %ﬁ%&?ﬁve%tlon ﬁ
B‘ée "atised at functional groups to provide
& nidikydrodad-woiqamotine-gli 4B @ipdridis-ani girsparty) aepktiaten-2-yl]-
thg Epaiggnt compound in vivo. Physiologically
lé 1e and 35 netabolically |abile derivatives,

\hﬁ(@mlmleilméndmrep@fy)pmphﬂmen@ V%@yp@hém-lfybnmhmmeof
YP ?QQ%&M%&.‘E’&I’ 1&@?&9%8@2 é hthaléf- 29?2 ?@?ﬂohﬁﬁf-mﬂ-ﬁlethanone,

in'vivo are ope of nvention
Andﬁhﬂﬂﬁ‘&ce‘éféﬁ?g}fﬁ“&’t ©Rf i nvention is the
process for the manuf acture of conpounds of formula I
as dehitheenaboke phwﬁm&hut}ih"aﬂ Eﬁc‘é Jﬁbmsﬂitﬁﬂ’&ha&ompaﬁﬁdsmf formula I

und o f or
SRS PR Sl PN e R apeb oo ooyt pcivicuaty
aonstitate podfervéd ernbodiorentd af the prebédt Mviehtionwherein A is
as defined herein before, 1o in the presence of a

triaiigyl 'ﬁﬁap Bfmfla Itrﬁ%yp{amyééf&ms&ﬁma@mp%c@ s‘ﬂfcﬂ%?

COﬁpOUﬂ to obtain_a ¢ oun fornu
ppl@yeptlpnqi@hprm%ge;gtlﬁqﬂy@égeppa@ée acids, for example hydrochlorlde,

hydrobromide, phosphate, acetate, fumarate, maleate, salicylate, sulphate, pyruvate,

citrate, lactate, mandelate, tartarate, and methanesulphonate. Preferred are the
hydrochloride salts. Also solvates and hydrates of compounds of formula I and their salts

form part of the present invention.

Compounds of formula I can have one or more asymmetric carbon atoms and can
exist in the form of optically pure enantiomers, mixtures of enantiomers such as, for
example, racemates, optically pure diastereoisomers, mixtures of diastereoisomers,
diastereoisomeric racemates or mixtures of diastereoisomeric racemates. The optically
active forms can be obtained for example by resolution of the racemates, by asymmetric
synthesis or asymmetric chromatography (chromatography with a chiral adsorbens or

eluant). The invention embraces all of these forms.

It will be appreciated, that the compounds of general formula I in this invention
may be derivatised at functional groups to provide derivatives which are capable of
conversion back to the parent compound in vivo. Physiologically acceptable and
metabolically labile derivatives, which are capable of producing the parent compounds of
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converting the conmpound obtained into a
phar maceutically acceptable acid addition salt, 15

w@eqosalses nati vely, b) coupling the conpound oPCT/BPI00F/605594

VIl O\ CCH3 O / |/ A VII wherein Ais as defined
herein before, with an am ne ef8the fornmula V WO
2005/ 117865 PCT/ EP2005/ 005594 -29 HNR R2 V wherein
RnaasidoRAukarien svodef dlstedithiartbe scope bbthis inverdion. basi ¢

conditions to obtain a conpound of the formJI_a I O
RL AruDetler AspBa oé bhe rﬁie&ﬂgl Entlsts g E‘Yo‘?r’cﬁé ngng Eture of
conrpound oBt B he ar maceut | y accepta

sempoBpeds of @ﬁm@laﬂﬂs defingd gppye Uéthmroceﬁh@naaﬁﬁsﬁunds of
formula | can be manufactured by the nmethods given
bel ow) rdaytiidecdtBbdamdsofghy imiut lfhe exanpl es or by
anal ogous nethods. Appropriate reaction conditions
for the individual reaction steps@re known to a
person 1o skilled in the ar ing' materials are
either commercially avail @ caN be prepared by
nmet hods anal ogous to th Qds glﬁ@n bel ow, by
met hods described in rdferences cited in the text or
in the exanples, or by nethods;known in the art. The
preparation of conmpounds of fophula | of the present
i nvention maybe carried out in sequential or
convezhlﬁﬂtRéa&mnéirh@s&éﬂﬁeesmereﬁybéfeﬁ@e_s of the
%ent ﬁ $: %r s@ogT in the foll ow ng schene. The
R analebgl ot IegrIE Y ving out the reaction and
purlflcatlon of the resulting products are known to
those in the art. The subdf-Auentsllhnd i ndices used
in the follow ng description of the processes have the

Si gn%h%pgqsgldéﬁﬁedﬁggl\fﬁ)éﬁ;}leess i nd| cat ed to the
contrary. Schene HO /

in the presenggof g t;qa]éyy Rhos_phm or| tvp?:prpyl splpmp and ofRJ a diazo compound

to obtain a compound of the formula I

and if desired,
converting the compound obtained into a pharmaceutically acceptable acid addition salt,

or, alternatively,

b) coupling the compound of formula VII

0]

OCHs
A

VII

wherein A is as defined herein before,

with an amine of the formula V



V IIl 20 Conpounds of general fornmula |I can be
prepared according to schene 1 as follows: a) The

wa@owpl1imses of carboxylic acids with am nes i s WAPER2005/005594

10

15

20

25

described in literature and the procedures are known
to those in the art (For reacti28n conditions descri bed
in 25 literature affecting such reactions see for
exanpl e: Conprehensi ve OFdI'R* WO 3005/ 117865

PCT/ EP2005/ 005594 -30 Transformations: A CGuide to
Func dition, R chard

C. Lté“?%gﬂh Rgdﬁgp\/\% Q‘Qgéﬂégg‘%% elﬂé%\(g NY. 1999).
@nd@rdb%mgdﬁwﬁtt@pbtam gpmppungdzaf ﬂé%ﬁ%@ﬁlaelnt ly be
transforned to the respective am de through coupling
with an amne V (either conner0|a“ly avai | abl e or
accessi bl e by net hods des hedi A §,1Fef erences or by
nmet hods known in the aft; opﬁyate) by enpl oyi ng
t he usage of coupllng& s~ For “exanpl e coupling
reagents |like N, N -carbonyld||n1dazole (co),

N, N - di cycl ohexyl car bodi i m de I

(DCCO), 1- (3-di net hyl ami nopropyl )-3- ethyl carbodiimn de
hydr ochl ori de

@B desited, bi s( di met hyl ami no) net hyl ene] - 1H-

%%x%ge? ut&% écﬁh@oﬁ ? OB%%{ ragé)?tg%&' acceptable acid addition salt.

1, 2, 3-benzotriazol e

O be? B19¢ dotail. the Wmewd\% of lﬁvrmlé«'e } eancherippritfaciead by the methods
%@ ﬁ@élbupbyaﬁwrﬁétﬁoas ?M m&ﬁ@ie;tamﬂéd &%y%ﬁlo%@ﬂ@ﬂnle&oﬁ@' I
e

ed to affec
aRIeGt fesption S ionston the it iRURHSRA o 3teps FiFdONR to person
litiet imyﬂhé artnSartiey hidfi)ls areckither ddvempropdlgneslable @ daﬁ$>e prepared

gﬂ Z ! L o 5 n?l gglgsbtjociﬂé %rethodgztvléﬁ BE:IO éla)Q {rﬁh{})%s '&%% l1"1rbgd in Tgerences

sitiecbingbe tefxt ecin tha examplpse acby mtfmds khewn dm tfearars
involved and that it can dissolve the reagents, at

| easipt 9regg/ilf:ﬂ%oﬁ>gf%aﬁq E)f&s‘@f&%xﬁl% oftHe éﬁpdeﬁt SOLURTH Fay be

i ncl g [ or onet han g ane,
sagie ﬁét n 51@6““‘?1? ?’écqn§err$5ntp%ﬁ"f aF %H'tes Fyce Pf I%Wntlon are
lkaviizd the folwihd scheme EThisekillsirequibddSos tagting adcthaBdaction and

BRREARPTS Cadst D bept e s B & whSERh ucTle sipstituents and

imiden deedt inith¢ followmgdesaniptic ofshpproypydset lmvk dind significande given
e inbBiaBGh lusip [ake place over a wide

tures the precise reaction
tenperature is not criticatylpetine invention. W find
it convenient to carry out f%é‘rﬁactlon wi th heating
fromawmeattemmrMUretoreﬂdm 'metlnereqwred o

or the es ctlon djmy al so yar k d@ly pflependi ng
mlia;ior notabl y th]liiag i ol teﬁﬁeFabure aﬂji‘i;
Raty of the F(eage.ra;t ~“Hefievels a perjod Bfo

0.5 h to several ays will usually suffiPce to vyield
am de 8erivativls Rt. b) Thelsyntheses of ethers are
wi dely described n literature and the pwocedures are
known to those in the art (For reaction conditions
descrlbed in Ilterature affecting such reactlons see
for exanp Qp Pen5|ve O anlc Transformatio A
Gui 0@ompounds of general formula I can e prepared according to sc eme las

follows:

a) The coupling of carboxylic acids with amines is widely described in literature and the
procedures are known to those in the art (For reaction conditions described in

literature affecting such reactions see for example: Comprehensive Organic
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30 to Functional Goup Preparations, 2nd Edition,
Ri chard C. Larock. John Wley & Sons, New York, NY.

wa2®d)i178éhe transformati on can be affected by POPEPR300SIOPS594

reaction conditions which are commonly utilised in the
so called "M tsunobu reaction3owhich is known to
those in the art and w dely described (Hughes, David

L TrhRs rhSIHIBOA Gidctol Fﬁﬁictl&ﬁdjj enoup Repataiions 2a8@dition, Richard

Yo Tk gy 3Ee e w1 ob P P YR BRbic acid v

c orme connigntiabeittaaisfoemedto 'éls cespsitive entide Wisotghdwupling with an
d o %h?%rd(eitﬂelf c%ﬁl%gﬂa;sﬁz %ﬁla@% ofeddaafhle Kﬁﬁl\éﬂwd@ dEQﬁbed in

appropria er conditions oyl ng a
ph agﬁgmn@gs o1 ]Qy;m;:thqu &nRyn @‘hg’:ﬁj‘ﬁ'i’ %amehrlatg)sby employing the usage
tridp E*Ple%o%hn Fea RSk NS Ay diimidazole

(Ph%bg\gmﬁg’ 5%1%1 gl\gl}g 53 g}ﬁéﬁﬁ methylaminopropyl)-3-

di ekltdarbaditthica hparochiiide (EIBED) 1-[bis{dimethylymino)methylene}-1H-

e, R B0 B SO, . oy
s ol lyivbenzytmivrly (HOBT) i Orbenzstiriazobn si-a¥-NelV - Y ntetranpetlayluronium
t ettét?ﬂzﬂfrgﬁgz{am B ahd thOliMeRR ’eggélwglr% t@%ﬂ‘ect such

ere’is no 5 particul riction on
natttansfosmatipa. Wefindit CQIWCIE)‘émetHﬁF‘EY oyt %rf@ﬁﬁ“&@dﬂ f ﬁ%}f’el}tthke

h a&llﬁlet}g:%ﬁfd@tﬁh&{(m;ﬂ) A1l ihhBe p@?&ké Gﬂa bisel Tigere Bagepurtdcular

i nvol ved an at_i an ol.ve the re

| casticisphi el e BRI aled BRI Iha T g no

a vidderse efftgeonthe teactipar @tthe eagerdnihvolved pnddias & can dissolve the
el Ah, SATRPEALM Cexhéhe WBlanfilids'thLRlitabR sbREd WA P,

onven en reaction wt
heati¢higroimasharertBI@YH), diaxanefIaF and the kiks. Tapreusno pgicular

t | Bt (j@t%ﬂ b8 the rpartultehﬁ tHEBGE QA iBYis HhSQ avd ﬁﬂy Ms@ @bdmonly used
epen on many fact Or not a Fﬁ%}}/dh'g geact

teﬂpéhlaf)ﬂﬂeé’fa??&u%@aﬁéﬂﬁ by brerpleyed herg, Exemp epgfsish pases

a Hﬁﬂh@@tti&h}ﬂ&rﬁfﬁe&nﬁ dﬁsé;&opﬁvﬂh&himﬂayﬁd\l\hd likeuFhatdaytion can take

Zlu Ipfée;,c% ge/%r 0 vi% TApge {}garhlg%lé rgsl, n;ﬁ)@@xgtp cise reaction temp%rature is not
r e\bentlsdcto dlocinvertivgn. We Bodgrentenient §o Farr)soutaﬁe odagtion with heating

agﬁl%ge %xﬁ%eerg{aﬁ% tovxleﬂPJg g%’ dthd xfseﬁtﬂﬁg&' fdrRHé I'éa on may also vary

| ons e ester.
| ntvedetmie@mdlyg pormeny factors, nata bréhe tﬁ@eﬁmretfnmerﬁumq@éhe nature

an‘?he RhddnYE miwe@em DEABd bf frSii0L 3R k@ severaPHayRGviB MMl suffice to

condl |ons are escrlbed under step a) above.

e amidg dpriyativesIloe | ~ O NRL HOI i i A Oi
Rl Ol i Rz VI HO VIl HNR2 20 11l V As described
BPOMQ s fifheses @ﬂathufsdxse wfdefyoieﬁuhl&dlln tiferativee gudthempirocedures are
3 é@ %Sreac ik %gr@ﬂhﬁs é&ErﬂB&ﬁntl{t%{\g? Dffecting
pogp ﬁt"i’ I $E55RY U

WI tshcl’t fmcmmﬁuabafqr@namplerﬂomeo@pnm@OrMaggfogpatgmA Guide

di S5 FehXiSLE GQ&ﬁ?Plte}Saratlons, 2nd Edition, Richard C. Larock. John Wiley &
Sons, New York, NY. 1999). The transformation can be affected by employing
reaction conditions which are commonly utilised in the so called “Mitsunobu
reaction” which is known to those in the art and widely described (Hughes, David L.
The Mitsunobu reaction. Organic Reactions (New York) (1992), 42, 335-656.) We
find it convenient to couple amide II with alcohols III (either commercially available
or accessible by methods described in references or by methods known in the art; as
appropriate) under conditions employing a phosphine like a trialkylphosphine such
as tributylphosphine ((n-Bu)s,P), triphenylphosphine (PhsP) and the like and a
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met abol i ¢ syndrone (syndrome X), neurol ogi cal diseases
i ncl udi ng Al zhei ner' s di sease, 25 denenti a,

wag@sneiset ed nenory dysfunction, mild cogniti VRCT/EP2005/005594

i mpai rment, cognitive deficit, attention deficit
hyperactivity disorder, epilepsy, neur opat hi ¢ pai n,
inflammatory pain, mgraine, Parkinson's disease,
mulai&k@mﬁshﬁmsa cﬁethi}ltimﬁﬁ:arhiixﬂatd(mB\,D)sdiiBope@yﬂen| a,

d

dﬁgé %%ﬁggrhsrgﬁﬁh%?ﬂgrgﬁpg gy%kgﬁ%%%gtﬁﬁanl eases

| ngdotditiartxasiideamd the liler ipya soh.rehm(gympnbruxsg:tjmaauph@ynsformatlons
fﬁﬁfﬁgc”%%@ydasﬁ%%%gﬁg tofRpE A ouARREIGH like, Therg s no

| Sease | SOragers. 1%
usgartisulanesdiriction on th@)nattlfﬁef)ftth%& veshto barmpleyssh evevidedihat it

O%Eﬁd&v&sé §ff&"t @B %'ier &Qch&&r&ﬁ@ BlagdntSfvolved and that it can dissolve

05/ ent.l on t re ore al

nv
r ethgirgagents, :ﬁﬁ tntgégmeleggnt %Sasﬁ“t’fl 6?& R{‘?f? e vgde range of
ufts, Adfthe pﬂacﬁb eaaeuam tbnipepdtareinoetiritical foythe invention.

dj t
i n‘éérﬁrrcﬁlﬁ CoriRaieatla GRS st vigh bl Hom B
usenq&rithmtapeﬁlnx ghe tlgneacqmm@l fou hstraavtion mayzalsd vany widely,
as g thenapet hgn)afattﬂo}’se 85&'3? 1Re 9&&1&9 fenhﬂe?atﬁret Jrﬁ?t‘h%ﬂiure of the

anﬁ?or prevention o | sedses ocC

Wi teageris Hhaeryeneiperiodpf figm Q%béﬁﬁ%ﬁe é(ﬁ@lué‘éa?]éffs“%é fo yield
dlﬁleqm%sco uggepl ty, netabolic syndroms (syndroms X),
neur ol ogi c di seases including Al zheiner's disease,
denmenti a, erelated

sf un
cog ternative Q}erswce ti/ on5 a S8 ﬁ‘f {eQ/e %CFLAC?I‘dlng to scheme 2.
Pi&%f hl@d)ﬁol fm efeacted wuth)estedVi anderMitgpiobe paytiomeendipensfolowed by

I ' IV to
e o Phe SRR ety e Gid S GGl with amine
asmm #apipennd | Sdeq@blssguplmg agenisenfsandifigns & d egﬁf@)&ﬁ ggder step
g ] eep di sorders including narcol epsy, and ot her
|seases i ncluding asthma, allergy, allergy-induced
ai rway responses, congestl%gI chEonic obstructive
pul nonary di sease and gast estinal disorders.
anot her enbodi ment, the invention relates to a nethod o

for the triat nent 15 and/ or prev ntion of dlsease
whi ety eRhg asmeci at ed vvrt@Matrﬂn_o.f. H3
re. Exanpl €s af -8 seases ar g, obé\sb

W&t abol i ¢ syndr gge® (syrdr one X) neur ol oYical

di seas¥s includi ng Al zhei nmer'¥! di sease, der‘?entl a,
age-rel ated nenory dysfunction, mld cognitive

i mpai rment, cognitive deficit, attention deficit

h di sord .
43 A&ﬁ{fﬁtalf \&/}ie%l aBgif% ?he;ﬁeoré?%?u%‘e s %g ulfleéf 89 glltégérﬁ iRfdnfion can b

i nfl Kson''s
used bé ledicambnts b the treMnent raod/@r pmvzlzﬁlmg%dxseases wh1ch are
S C b i?cp Wi gﬂlea&‘no Slg{lgt? Ef e@e trG tExQ) [hglég%f h\Rﬂ‘l cﬁke@&@ @sSobesity,

I soraders nargo

rdetsbalsceesmdmmg@ywom Qgigad gfiseagey IQF mgr /ﬁalereear s disease,

rrFé,’[\@M d %@H&ﬁ%em@@"mﬁiﬂcﬁﬁn, @hd @@ﬁtlﬁ&l&i}fabﬁ@lﬁem,&ogmtwe deficit,
nDnar dj sease an - nteStIn d|SO

amlﬁea defiit Ryperactigity i ﬂ?‘ﬁ&ﬁ?ﬁs?syp?eé\;gpﬁ ng es, gt%ry pain,
thiraifé Hagkinesh’s &5ea§'é) enulnpbrst]remmsf stml&eedlzzmesa,t @blzpphlten@,

se of co unds
N
@hsntisab@dndiding pitbmandbtugaellergy-drduqsd pEwaptespanses, congestion,
Eé?]%l OBS%I‘\?J(IV% #gﬂn%ﬁeﬁiaﬁ@%g %?g [gggﬁ%iﬁté’séllng?g?gﬂbtsCThe use as
mn@kuuentgfomhz ﬁ@iarmntené( af Pae¥eNtige r?g AbssLy lﬂalzf&?effeeflat ed
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menory dysfunction, mld cognitive inpairnent,

cognitive deficit, attention deficit 30 hyperactivity
wale@snumssy epi |l epsy, neuropathic pain, inflameCDER2005/005594

pain, mgraine, Parkinson's disease, nmultiple

sclerosis, stroke, dizziness,-32chi zophreni a,

depression, addiction, notion sickness and sl eep

d| s Grteanseritionl theliefoge slay cbitesis phaanateotidad cordpsstisesscomprising a

%olﬁglld'lg dBE A B0y £ g%a’rm%uu%rc%%ﬁc?%)g%qg cgrne%l@ﬁldr{ or ad]uvant

onses, congesti on,
dlsease and gastro intestinal disorders. The use of
conpatgs the ingsntier ielates tp compeanetdss defmrslabove fortuseas
thér@phuTRAlly 8l QbIRIrRYES PhrtiRBlafly aPBREpENtIE Sctive @&&Hrﬁés for the

téeg;é‘%r‘frké%fpw%n{#é i S b ygsodulation of 1
r%ﬁfcﬁﬁ’m’ﬁ*ﬂ&iﬁ dch didses bevisbebiey, nidubolie epaframecqs;mafome X),

RISEER Hitade indiind KERGIEDE afRSe YenRh By S v B imemory
dyfuneii@ptoild coghktampingsinments oegnitivh @aﬁ&teatle? dbfidt hyperactivity
. nc@é} Obip S AR AR A o BboL A0 59! A BEADE isase

I'ng
midpplescleyasisusteeheodizzingssackisgpiirenis cdeprespipn; adistion, motion

sRRAGS bhd @1esi§aissﬂders iAdlh &R nartolphy, ahd ofhepalsesskd Nﬂcﬁlﬂlng asthma,
|sorﬂ]ﬁ{ ﬁ %par!éw neuropathlc,aln mfbamm Y
aleret, 2T eyrinrnee FHEgH%eS C&’P&%‘S‘Q& chpic opftguctive pulmonary
déseheerandigastro-diitesiioal disbrdeisness, schi zophreni a,
depression, addiction, notion sickness and sl eep

di SQf 485 thet &f;hés'ﬂh{éﬂ 1?19!:&@%?/@&&% Q'rlge‘?ﬁodjfoﬁﬁest‘??atment

i ncl'udi ng
ané@p@m@@gtmr@ Qﬁélé@wsdrfhldcme@ﬁﬁoélatﬂ%swﬂuﬁlelm@dlﬂm J receptors.

E%u%%% %fan;ﬂ Aia833tIdbelifd RRbBAL stiRond el BarcHhE XM RuRlogical

oun rmul a efi ne bove f
diseassaingluding &ﬁfmﬁé divetie emﬁntlﬁr?@etrfﬂ@%@@ﬁpoarﬁyﬁ%mon» mild
CQgrﬁM%ﬁmmrﬂéntp&fgﬁitivy deficif) aaéxﬁtdre&ieﬁatﬂypeﬁemmqmdﬁdat epllepsy,

é“é hei roﬁl)har maceut | cg ac zst abl ﬁ ll ]
iRt DR BBl RACOPOGPEG: PHMSED ¢ Al Multplé flerosis
stBples; idfzzioabs, ;chlzdphfmm demessicony addiction, mdrteorcsldpmsmadrsl sleep

L5 G35 g P D R S SE L ey
irfdyicedoirway tQ&B@nsﬁ&;@Ol@ﬁ?ﬁWfB& mic @bﬁtrmctm pulmqmenedwﬁap@and

hdifo- At skhT Hsieds NE mBRPRY Bt Qkmb A 41l 6t frkventiBhodoB&ity is
assay wi th 3H Ma- net hyl hi stam ne Saturation bindi ng

P ?fé?dr ments were performed using HR3- CHO nenbranes 20
prepared as described in Takahashi, K, Tokita, S.,
Kot aheé invienti¢2 0G&er delatthiar tl’fauﬁﬂ of cEXrﬂaounEl[h of fapiulaiIas defined

écbveggr 3 lt'zeéfgrﬂ? a]nﬁgjorr)r chlreln i lqrgllgoasf‘ 1eatéd6x91tltl the

I'ncreas
nﬁdmwnnﬁHMeNOrssﬁx(aﬁ)piesMﬁshqh dmease;mrﬂebesny, metabghc syndrome

f -

% g)?ﬁgé 5, me&faﬂg%?‘{ln glr?é%egu i‘gllclrjc]lQm fg&he@l‘gf’ s ag%g Sdseﬁ‘b ]ptla, 38 related
meR)azy as fpetiop, mﬂsitcﬁﬁillﬁlé(e Hnwﬁn@btr epaniave debigityatiention rieﬁat
hﬁ%ﬂé?&itﬂt? atslopctler, epliess bﬁéthﬁrpaﬁﬁf‘utxﬂa@ﬁhﬁtcﬁﬁ pﬁu; médraine,

om tenperat ur es a

PeBen PR DR ?CH%PSIP SBp kel iPeSa P b depigion.
addictidrg n!ucrtmmbﬁctkmn and slebp disomdzes inyludiry whréolepsy adridonthemdiseases
1n(1:3ru/dB ngs%'tw razla ﬁfer;%?ra];ggce\éf atnh'\g %qgiponggs, an%égtf ﬁl cﬂrgmc
obstructive pulmonary dlsease and gastro- 1ntest1na1 disorders. The use of compounds of

formula I as defined above for the treatment and/or prevention of obesity is preferred.

In addition, the invention relates to the use of compounds of formula I as defined
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hours). The filtration was nmade using a cell-harvester
and the filter plates were then 30 washed five tines

wowaok/117ses col d washi ng buffer containing 0.5 MOEEP2005/005594

After harvesting, the plates were dried at 55 C for
60m n, then we added scintilla3on fluid (M croscint
40, 40 mcrol in each well) and the anount of

ARk esxcthi pidpirationt dfenddidatrents\feusthe éteetnndrm edd fon pr&aotian df

c%@«(%s &3 r}tgl? :rarregaggoec{attg’cippgﬁ; g.f%ur eful%%(gg—é ‘%&?@é% E}Q&iﬁﬁle@&f such
ﬁﬁéﬁé&ﬁi@@&smaﬁ%boh@naom (syndsome &); nagolegical diseapqsiincluding

‘g]gh%m%"? ﬁﬁ’se%&,mnﬁ/&ﬁa, %%&d%rﬁo@ d %%Bﬁ&g mlﬁp&f 'itive

X .
m@nrmtm@nmwemﬁ%@ftem@ﬁﬁéwmera?tlw isor sr gl CP@R
:((Jh\fgﬁa?tﬁmé}ﬂﬁp hﬁﬂasnmbw }ﬁﬁnl lﬁfg&ﬁﬁélmﬂon&m’wﬁﬁﬁaﬁa&mﬂﬁﬂe sclerosis,

Epoindac e boap iy, detispBipflictadnpRRof ikt agt dgep
&X&ﬂétsﬁﬁdﬁdlnlgmaﬁg)lmﬂhhd wehen tlistdses indlvdimg-#6meh@llengg) dllergy-

Bfe&ql (%Glf)%&?%n]gsﬁpo n<t,hr8£¥c%%lf&ﬁ_tlﬂre tp%;{gon% disease and

gastrubategtjnal oldeh@Jihealse pﬁy@mgognégp%ﬁogm@la, Irgs glgﬁnq:d above for the
éﬂﬁpﬁ])auxﬁ/g? FRdidmeRR f¥eiH: tﬁb@ﬁe@ﬁ ahdlVoP pESRRESh 8f obesity is preferred.

hyl histam ne (1 nMfinal concentration =

Non- specj fi ¢ bi nd etermn usi n
f ol dTlé&%fégEO'ﬁ?d @é?(& nq W@gmﬁeg‘t‘%’ﬂ? ﬁ%cepgab?e st possess
GHl bl pﬁh’rﬁﬁt@l@ icAll pro aﬁe@ﬂp&mﬂﬁ itlestbeen fiund thatthe eompounds
centration. in at es. n .
SRE Breer BBy Boad GRS LERARY S s PR imverse
&aises. t 0 determne IC50|naseriaI di lution
exper| rrent '"s were calculated from| C50 based on

theaa WHibicyLSF AR
BI oc em %gg(ﬁ&%;&&%g%g 3108§rt%1d5$?#ﬁ§ﬂéczglr$€ounl s of

¢dmepQisls mdei on exhibit Ki values within the
range of about 1 nMto about 1000 nM preferably of

BRaulg ésMﬁm3H§RM-rﬂ&&thamﬂd nore preferably of

about nMto about 30 nM The follow ng table shows

neas ed val ues faor el

pre Sgar“l a]tlﬂ{} é)mr;l; ing engrma %ﬁerﬁig}fgﬁqn&ggg%@% @{-Id ngmbranes
prkparefaadpiceibad irbVakahashi ke Tcmp@uriﬁgamf B 620% b Pbpymacol. Exp.

@H%feémcg 3@}1§|‘15@qgut| cal | y accept abl e sa! ts and

§ can Be used as nedi canents, e.g. |ntheformof

pharmaceutical preparations fo nteral , teral
or tOPRERIOPEEHH ANQUIHf sHIDIAREAP0 6%§6 B8 P W e‘?’fgdncubated

&h u?égé'z{mib oncé}ﬁg:ﬁfo%k bfaH(@)@vMbﬂhyI}ﬁHtaﬂmferdldfydtcaihllc&kE (0.10 to 10
a rage
eussﬁ%gpec bpbras ansrereneogs 200 ful gt Seold o
Meeiydibtumine «yhydnmbtdmld‘e(ﬁﬁaﬁ ¥ fruppoenatiey, Theincubation was
al; g L eraql lﬂgfg (_}Fm%erak&et(&edeeg Wﬂg{le}tkﬂh% 0 ﬁﬁ’éiﬁdlﬁ@sThe final

I ons

mcflumemm n@lmsell wasekpfsl. &Fheon¢®at1¢h &ap f(&lﬂw@dlbdﬁaﬂﬂ ﬁﬁéﬁon on GF/B
HR&E E@"é SBhkSBYitR | GPAN 670 500 PEERATRE5(PinM SRkéhg 4t 280 rpm for two

hours) The filtration was made using a cell-harvester and the filter plates were then
washed five times with ice cold washing buffer containing 0.5 M NaCl. After harvesting,
the plates were dried at 55 °C for 60min, then we added scintillation fluid (Microscint 40,
40 microl in each well) and the amount of radioactivity on the filter was determined in

Packard top-counter after shaking the plates for two hours at 200 rpm at room

temperature.
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which will be famliar to any person skilled in the
art by bringing the described WO 2005/ 117865
WEODSEPRODS5/ 005594 - 35 conpounds of fornul a (PQT/APZNNS/005594
their pharmaceutically acceptable, into a gal enica
adm ni stration formtogether w4h suitable, non-toxic,
inert, therapeutically conpatible solid or liquid
car r}Bml‘dlrrﬁlfffeir aS|OSnM1ﬁms-HC1 B7.4 @6ld 5 4SMaVIgCl,x 6H,0 pH 7.4. Washing

L R b v AT R L gROGg

organic 5 carrier rrat erials. Thus, for exarrpl e,
| actladirectaneagursment pf affinigie of MR mwessetag@nsm:ftwelva limcreasing

c%h‘é‘él{tkﬁlcfi‘& ﬁngﬁlg'ffo?n $@ LMt npg glfﬁ?edsel%gteﬁ %Mn?%{mds were always

rlas ((]?a ets, coate
tﬁ%ﬁ? H’g@%&fi"ﬁém g SPeriganisiing mambrane oﬁt‘teelmrmusHBérCHO

b lihegeh appropriste R&OuAE Oﬁiﬁrrl?tesl’lg lQ:Ir A .a i Hﬁu&ﬁll ‘g@@%‘:@girﬁimg of
OB G o B B P A o iineras i 280l el eturme n

%awcll plates ar presdnoeoft éi(,R)aeMathyEﬁistamufeme ndBfRalebnsaitiatidba = Kd).

g%écgaobgﬂ%@g Y& BerertlreB Bihe 9300 (16 LRLSGEBISDET L
ghhistgrping dlilydrebromide, i nvert sugar and the like.
Sui tabI e carrier materials for injection solutions

ar e Alf &fm]ﬁ%ﬁ‘ﬂp&&e tVed et a sﬁiﬁ?ﬁ%ﬂk&tta@ﬁhﬁﬁ’ |d§Fh&11té§C ?5%ounds that

t.ahl e rier mate
Bt fiaet af EHImAMel Grmoes Sanotorers estpearie determine
IGilif a serA eldiptidm tsperingens SKH s-xkrérq aleulated oI T, Pded @nSCheng-

FeRRl S 681 e TPRLL R, Wl lo7aP g0l BhoREeBFS A0 W S 109)

gl yceri des, hydrogenated oils, liquid waxes, liquid
par dibeicomponndanfahe pressnt aiveotion sxhibit & wilses within the range of
B eA Db GDGuH0B0 Gh éﬁmraw $14bB5E1 A thUBbLY AN nMSmi more

st ab L i ze preseryvatives, wetting an sify

PE§EA Jg of eg(pgtl IaM e pboyt A9 VG Feg t9aying table shows measured values for

sbhaveledted CREBUNAG of R HPrésenbivestidQr varying the
osnotic pressure, 20 buffer substances, solubilizers,

col orants and magki ng agents a 3%? oxI1 dgnts cone
into consideratijon as pharnmac adijants. The
dosage of the copn vary within

wide limts dep?@dﬁmgkﬁh t he ¢diz6ease to Qe
controll ed, the age and the individual condition of
the patient and|gl g of admjpistratign, and will,
of course, be fift %n?% the |ng?%?dual 25 {requi renents
i n each particul ar—Ttase—For—agiutt—patt+ents a daily
dosage of about ]E#gmpls3labout {23000 ny, egpecially
about 1 ng to abaut 100 ng, comes into consideration.
Dependi ng on the dosage it is convenient to adninister
the daily dosage in several dosage units. The

phaf CGUtIC%éﬁ?BFE}raQé enlggéﬁ% ﬁ%ﬁ%al 4ggnd
estﬂrs torbaulsad as l)aedl'Ehmeﬁtsl d. ngin mlge fexmmﬂphSrm‘az&ﬂiﬁcaﬂ preparatlons for

eritlelja}J %%feﬂ{e‘falt(ﬁl %o 1cﬁsé aﬂé&%ﬁo I'I?)ig c{n lg%) rdemigles%egrkecll rfo%%{];l%}/ple,

peraralin. g WOEoBn pm@es, PoTEdPhdnS deagsohard 86 Bfigetios

capsules, solutions, emulsions or suspensions, rectally, e.g. in the form of suppositories,

‘parenterally, e.g. in the form of injection solutions or infusion solutions, or topically, e.g.
in the form of ointments, creams or oils.

The production of the pharmaceutical preparations can be effected in a manner
which will be familiar to any person skilled in the art by bringing the described
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I nternmedi ate A (6-Hydroxy-napht hal en-2-yl)
-piperidin-1-yl-nethanone O N C) 5 A mxture of 0.5

W@ 2{08/10885 nol ) 6- hydr oxy- 2- naphtoi c acid, 1.2 PCT/BPDB03005594

nmol) 2- (1 H benzotriazol-1-yl)-1,1, 3, 3-tetranet hyl
uroniumtetrafl uoroborate, 2.3351 (0.013 nol)

N- et hyl di i sopropylam ne and 0.29 ml (0. 030 nol)
porppounddne formdla Iﬁanﬁ)rﬂfem\p}mrmtemlcdb' dcogptdlfe, intata gatemagal

gglglpf%@&tﬁ efotrx;ll[nht?ge[ﬁlléw %le, Ceid ﬂ}eﬁt‘gﬂ% gaﬂ}i_}:lﬁ@aefﬁ%ompatible

acet a wat er
sajid qrildggid mgleam@glals?nd iAdesinedsusual pissmacentisal adjuvants.
extracted with 50 nl ethyl acetate and the conbi ned

or gagjiftablayskier Hﬁfe@ials R hdtl Y ibtdAnfcQatie? materials, but also organic

chromat o The product. fracti ons
S HOR R Lh T B el BORLAEh PhA LY AR DB oh el
Sheﬁﬁcha/dld ef itesalds clvebé ased ad cdrritr matesialsifersiablets, vmseddiableth, dragées

&j E d;/ ga,'e‘falf ne c suiseg ﬁl%ﬁlﬁ: aS‘ eg In%teﬁ?al%fog Qofp %&%ﬁr@@k&l&sﬁue, for

éxdmple, \ngetalgle (omwaxqag@% argbsetrmsghdm@d Kqeid polyols (depending on the
uE% G @XUIRR }_&ﬂ%@ﬂeﬁ{‘n@céﬁﬂsrs(ﬂe BB ivBVer; ﬂéh@i@éd i the &asklof soft

none he title conp
gl mmfe@apg@ss)f SHbE. Ry naferialiigs ﬁleeovreggetilcal of solutions and syrups

b feOraFREkSMBle] Wardy, @ioly@l%l Slcr@RfindertRigay hndthedikeSuitble carrier

(c ongq‘| &I al.| élﬂ%]"sgwo%? eE@’é?}%{‘%ﬁ’ 129, %\'}% (‘ﬁ?olé‘ils bolyolss glycerol and
(/égdta,blé)@i% Slhlnibdasr cuedérahaterial§ for }slgqiparsxty)rmsaq:rhl foabemyple,ynajural or

bt S PRt BB PRt 3‘@85@15‘9@ Bitable ciificFhaterials for
tapigd prepaveiions pre ghestidesdsemicin thetig andsiptheticghieeries,
ﬁf ﬂﬁm ﬁ ﬁhl%x@svﬁ?lglgﬁim@fﬁﬁwﬂ quid fatty alcohols, sterols,

era rciall'y avail abl e)

B@'d@thﬁeﬁ981Y€%lsﬁ%c edeHRUYescri bed for Exanple A
M5 (nmle): 299.3 (MVH}, 100% Internediate D5

(6- Hmﬁawabﬂmafst ﬁ@k@{?atﬁfey, wettﬁragm diyllsifping adeneh, terisisydncy-

- t t
gpnﬁﬁ%g@ %Htsﬁ%f&ug lrpmﬁ)rvgl)%/agﬁn e a.Lt% ko% v%ﬁ%?%éﬁ%%s%ﬁc pressure,
baffmmbstaa¢dsysohxbalnzleesbtcd9>raamnﬁ mmkh;g aggyisapHjagtipidants come into

(SRTRLEPLS phaPBlcubl GYjRG&Rr di ng

The dosage of the compounds of formula (I) can vary within wide limits
depending on the disease to be controlled, the age and the individual condition of the
patient and the mode of administration, and will, of course, be fitted to the individual
requirements in each particular case. For adult patients a daily dosage of about 1 mg to
about 1000 mg, especially about 1 mg to about 100 mg, comes into consideration.

Depending on the dosage it is convenient to administer the daily dosage in several dosage

units.

The pharmaceutical preparations conveniently contain about 0.1-500 mg,

preferably 0.5-100 mg, of a compound of formula (I).

The following examples serve to illustrate the present invention in more detail.

They are, however, not intended to limit its scope in any manner.
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to the procedure described for Exanple A. M5 (nfe):
254.1 (M4, 100% io Internediate E (3,4-D hydro-1

woRisogsshol i n- 2-yl ) - (6- hydr oxy- napht hal en- 2- yPQFRBI0OSH005594

one O \ NHOI / / / \lI The title conpound was
synt hesi sed from 6- hydroxy- 2-ygght oi ¢ aci d
(commercially avail able) and

1, 2, 3, 4-t et rahydr oi sochi nolExamplesonmer ci al | y
avai l able) 15 according to the procedure descri bed
[ Exar he A M5 (nfe): 302.1 (M+4,100%

e F 6- Hydr oxy- napht hal ene- 2- carboxylic acid
benzyl -methyl -amide 0 N- IHO/ The title conpound
Gl ydsaxyrephtetent 3-shhepdridin dxyl-methapicoi ¢ acid 20
(comrercially avail able) and N nethyl benzyl am ne
(commercially avail able) accordi to the procedure

descri bed for Exanple A N .1 (VH, 1009%
@ Internediate G

(6- Hydr oxy- napht hal eny@

-t hi onor phol i n-4-yl -nmethanone O HO j~ N OS The

e e

@Ml;%ﬁmm@h?l)-m,e d3(3;cum;fe§hn;? hi'gngid(amaieilraﬁng)ﬂﬁgim(ﬁ% Qgii mky(0.013

LonG iDostavB RS Sid B9 1? .0 ﬁ%ﬁp idine’in DMEF was
e NSQREAPYIamIn

EZ?ddydelggiEg iﬁi} Eﬁi}lgnatngge; I?’hs rn'_ifcture was concentrated to dryness and 50

xsmlf %atl'lllzf Q¥%¥e Bb gxﬂrv&a@;r'}h& 2% NI han Qﬂs 1099) waaddd. TRe ddiRous

hirgiid ;&P&‘gﬁ,ﬁwﬁ? e g@?@%‘em Fampiped\paganipleggrs were

& WRh Bamlp&w&hhwgn%h& ©anIIRA CTIR) prydastdidcabheyere
Wg:c?%gétng t%é%n%s@?&ﬁ&i?&%gé&a%q%ﬁ@é{ %&%}? g{e@{y} € %m%téaﬁe 1/1.The
fsidyid wax Urie@ phddrahansn 2t 309G @xpi¢ld ©.58 (§.0227 mmol; 85 %) of the title
& e DAY IREPEWATOAE. MS (m/e): 2543 (MH, 100%)

Intermediate B

(6-Hydroxy-naphthalen-2-yl)-(4-methyl-piperidin-1-yl) -methanone

The title compound was synthesised from 6-hydroxy-2-naphtoic acid
(commercially available) and 4-methyl-piperidine (commercially available) according to
the procedure described for Example A. MS (m/e): 268.5 (MH’, 100%)

Intermediate C

(6-Hydroxy-naphthalen-2-yl)-(4-isopropyl-piperazin-1-yl)-methanone

JOOTG
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O NOw / / 15 HO The title conpound was synthesi sed
from 6- hydroxy-2-naphtoic acid (commercially

wa@eashaisb®) and 3- et hoxy- benzyl am ne (conmmer cPEI/ER2005/005594

avai l abl e) according to the procedure described for
Exanple AA. M5 (nme): 306.2 (MB7100% Internediate T
20

( 6- HYhe tily esrapbitihivensyAthebijednfoomp ielttyidned-3Hnapktoicavih e

@Rg‘l{leljcfa-lﬂy %396 ng 910%@6}%%%2@?5 %ﬁ??&%é&%ﬁ;%6a11abl%9accordmg
& thy rasesuze draptitedifor Bopple AcHaver 299§ (HVE) 100%6))

and nor pholine (commercially avail able) according to
ihemdasedure described for Exanple A. M5 (nle):

Z56. 0 (M, 10096 Internedlate K 5

6-.Hydr ox rro nmet hanone
€§ H}D_(% F%P?’a?a g{b%f]n] ﬁ%ﬁ%‘{ﬁ%@ed from
6- hydr oxy- 2- napht0|c aC|d (co -QC|aIIy avai | abl e)
and pyrrolidine (commercially avajlahle) according to
the procedure described A 3% Bxaf . M5 (nfe):
240.4 (MH4, 100% 10 Exanpl g
Pi peridin-I-yl-[6-(3-pi0perydi - 1-yl -propoxy)-napht hal e
-2-y|]-nethanone 1:1 hydrochloride A mxture of 51
ng (
(6-hY oxy na en asyI syn sﬁ)l(seerdl dfrorrh 6~ Hydro%%Z naﬁhtmc acid
ebmmgc(aua av alnhqila)ndpbmqﬁlmlmmh inei @nmwrgnlé)s pyaileble) according
13, échh‘_g?aoedéfe dzgcr(&d%r ExamnplR! MSRh{?@)f hel. p(smpf)g{mgé ~and

di-tert.-butyl azadi car boxy in 2
m  THE, wa stlrred for a prolonged period of tine at
k%@ﬁﬁgéﬂﬁgrature. The m xture was filtered through a
pad of silica and washed with 3 mM THF. HO in
(3et-Détnyalro vids-isad drdlin Dyl$- (64hyd doxP Malphtheteh - 2-tyH - me thia no ee
was evaporated to dryness. The residue was taken up in
met hanol and purified with prep&ative HPLC on
reversed phase el uting h_2Q gee itrilel/water/HC .
The conbi ned product frg e e apor at ed under
reduced pressure to 228 9, of the title
compound as |ight brown foanl NB ( 381. 3 (M,
100% According to the procedure desC¥ibed for the
synthesis of Exanple 1 further

The title compound was synthesised from 6-hydroxy-2-naphtoic acid
(commercially available) and 1,2,3,4-tetrahydroisochinoline (commercially available)
according to the procedure described for Example A. MS (m/e): 302.1 (MH’, 100%)

Intermediate F

6-Hydroxy-naphthalene-2-carboxylic acid benzyl-methyl-amide
O
C
HO K@

The title compound was synthesised from 6-hydroxy-2-naphtoic acid
(commercially available) and N-methylbenzylamine (commercially available) according
to the procedure described for Example A. MS (m/e): 290.1 (MH’, 100%)
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derivatives have been synthesised fromthe respective
(6- Hydr oxy- napht hal en-2-yl)- 25 am ne- 4-yl - net hanone

w@r@st hms6F especti ve al cohol. The results are sPOWEP1005/005594

table 1 and conprise Exanple 1 to Exanple 73. WO
2005/ 117865 PCT/ EP2005/ 005594-3840 Table 1 Ex. MW
Systematic nane MW Starting materials found No (MrH)t
(Behrmediote\z napht hal en-2-yl) piperidin-I-yl-[6-(3-

pi peri din-1-yl-met hanone piperidin-1-yl-propoxy) 1

B LRSS 100 A hn - RRRLRGhen- 2 V1

3-pi peridin-1-yl-propan-1-ol (coynercially avail able)
(6- hydr oxy- napht hal en-2-yl )-(4
(4- et hyl - pi peridin-1-yl R
(3-pi peridin-1-yl-propo hanoge gl nternedi ate B)
and 2 394.6 395.4 napthalen-2-yl] ~Thethanone 1:1
hydrochl ori de 3-piperidin- 1-yl-propan- 1-ol

(commge ﬁua l:ém Bl wadoéy%}hesi(séi er@nydraﬁpbtxr@he&c dcid! ) -

4 l-y
k%twﬁr iié}"?'ﬁHzr’? g'ﬂ)%mpgp@ rétammersiqlizaveiiahle) agqopding to the
peddedueniesdribet é6nxdnglleABMSd arle)3 2208 (M HOH086)
pr opoxy] - napht hal en- 2- yI}

nt%n 11£¥i pi peridin-1-yl)- methanone 1:1
ﬁy%ro%ﬁ%uere pr opan- 1- ol (conner0|ally avai | abl e)
6- hydr oxy- napht hal en-2-yl)-(4

264:Hy§9@fyormp|hﬂm lene? P (4-meghoxy- p1per1d1n 1-yl)-methanone

i sopropyl - pi perazin-1-yl)- [6-(3-piperidin-1-yl-
nmet hanone (I nternediate C) and f 423.6 424.1
propoxy) - napht hal en- 2-y ¢ P

3- pi peridin-1-yl-propa @

( 6- hydr oxy- napht hal ey A

et hWN- Py peri din-1-yl) -

The title compound was synthesised from 6-hydroxy-2-naphtoic acid
(commercially available) and 4-methoxy-piperidine (commercially available) according
to the procedure described for Example A. MS (m/e): 284.0 (MH’, 100%)

Intermediate I

6-Hydroxy-naphthalene-2-carboxylic acid 3-methoxy-benzylamide

The title compound was synthesised from 6-hydroxy-2-naphtoic acid
(commercially available) and 3-methoxy-benzylamine (commercially available)
according to the procedure described for Example A. MS (m/e): 306.2 (MH’, 100%)

Intermediate |

(6-Hydroxy-naphthalen-2-yl)-morpholin-4-yl-methanone



(4-isopropyl - pi perazin-1-yl)-
i sopropyl - pi perazin-1-yl)-

wd@ 8e0p217885 met hyl - pi peri di n-2- met hanone (| nt er PFETYER1085/005594
C) and 5 423.6 424.3 yl)-ethoxy] -naphthal en-2-yl}
nmet hanone 1:2 hydrochl oride -39-
2-(1-net hyl - pi peridin-2-yl)- ethanol (commercially
avai Bzl tdle co@rﬁ)oluyd max yymightd fbans-hgdnolky-2-n{phtoic acid

A idin= i
ggczrgﬁ‘f&?ééél})f) CLlnla moréhg)rgs %cg@%ﬁ%&ﬁfgfﬁég%@d&%rhu}g th the
@rmeéuﬁ@@@saltlbed:fpr xmnlﬂei\ (me{ph 280 EMEP, 1000%6)

-met hanone 1:1 hydrochl oride 3-piperidin- 1-yl-propan-

InRkmefaamercial ly avail able) WO 2005/117865
PCT/ EP2005/ 005594 -41 Ex. MW No Systematic name MN

> ?@%F’%@?ﬁ%i al %ﬂggrqglgcim-l’(_%l IPEthanone
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[ 3-(2-net hyl - piperldln |- methyl-pyrrolidin-I-yl)-

yl) - propoxy] - napht hal en- 2- nethanfne (I'nternedi ate D)

and 7 yl }-(2-nmethyl-pyrraghis L3946 395. 3
yl ) - et hanone 1:1 3-(2- in-1-yl)-
hydr ochl ori de propan- H®l rerci al [y avail abl e)

(6- hydr oxy- napht hal en-2-yl)- (2-

B

(sameerrial YaitVél labje) and pmsn igine (corpmetvidlly pyailable) digerding to the

Erd&eﬁuf@‘de@@ﬁ'&ﬂ%r@)@an{ﬂgﬁml (R/k940. 4 (MH’, 100%),
-(1-methyl -pi peridin-2-yl)- ethanol (comercially

avai l able) (3,4-dihydro-Il H.iso uinolln 2-
(3, 4-di hydro-1 Hisoqui nol i S
(6- hydr oxy- napht hal en-2-yl ) -
E}Qeln)dixi-(i ¥4 6B papdridiim-1 iylyprepony) trapbthelepl iyl rmetihade: E)
gg 6 429.5 propoxy)-naphthal en-2-yl]

plperl Fn-1- yl - pr opan-1 - ol

A mixture of 51 mg (0.2 mmol) (6-hydroxy-naphthalen-2-yl)-piperidin-1-yl-

methanone, 350 mg (ca. 3 mmol) polymerbound triphenylphospine (Fluka), 34 mg (0.24
mmol) piperidinepropanol and 92 mg (0.4 mmol) di-tert.-butyl azadicarboxylate in 2 ml
THF was stirred for a prolonged period of time at room temperature. The mixture was
filtered through a pad of silica and washed with 3 ml THF. HCI in methanol was added
(0.8 ml; 1.25 M) and the mixture was evaporated to dryness. The residue was taken up in
methanol and purified with preparative HPLC on reversed phase eluting with
acetonitrile/water/HCl. The combined product fractions were evaporated under reduced
pressure to yield 40 mg (46 %) of the title compound as light brown foam. MS (m/e):
381.3 (MH", 100%)

According to the procedure described for the synthesis of Example 1 further
derivatives have been synthesised from the respective (6-Hydroxy-naphthalen-2-yl)-
amine-4-yl-methanone and the respective alcohol. The results are shown in table 1 and

comprise Example 1 to Example 73.



met hanone 1: 1 hydrochloride (comercially avail abl e)

(3, 4-di hydro-1 Hisoqui nolin-2-
W@ 304Adisky dr o- | H i soqui nol i n-

yl) - (6-hydroxy-napht hal en-2-yl) -

2-yl)-
peri di n-1-yl) - propoxy] -

10 pi

{6-[ 3- (2- net hyl -

PCT/EP2005/005594

met hano#®- (I nternedi ate E) and
442.

6 443.3

napht hal en- 2-yl } - net hanone Tablel

3-(2-nmethyl -piperidin-1-yl)- propan-1-ol (comerciall
1:1 hydrochl ori de avail ablle) MW
( ¥x4-|di hydr o-1 H i soqui nol ijn- . )
(i\] 4-|di hy dSvsematic seaai nol ij MM | 2- y| ) Startigg mpterials found
nethyl - yl)- (6-hydroxy-naphthal en-2-yl) 11 (M+H)"
prperiain-2-yt ) —etrhoxy]= 4286 [met hanone &ll nTer medi at e
E) and 429, 5 ht hal en- 2- yl } { k&hrdrasheaphthalen-2-yl)-
2-(1- r%P‘ﬂ}f‘m' B Bdi n-2-yI) - 1: bigeyidinocilméthadenet hano
(conneplperadmyyhpmpbzarm e) 6- §ir Y PRER NGLEDE- 2-
381.3
6 (3- ma@ﬁmhn-yl]lmeﬂi&noaeor 0”% 4 carboxylic acid
benzyl ; {rg %/hl napht hal eng- 2- canbgperidirc 1 96 ppar ok
(| g aPE Tana 12 4o © fidompcty ot
]I = =g LIL| vl uvoenm Ul T Uv
3- pi peri d| n 1 yl - propan-1 ol Sqembﬁ)i-ﬁdﬂhma&mazi-ﬂ)am—e
WO 2008HidRBGEpeRdin: ER20B5/ 0055"451&}3#? ink 'Yl
Syst §natjiferARTEy jting nmater| f t
& hydo ﬂxt 12pOLR jwﬁ’i 5, 61841 TdERgPe @Ptﬁré?ﬁdaﬁt%#hand 395.4
car bC)&ﬁp él B2 I} et hyl - 1 er1d1n 1-yl-propan-1- ol
vl ) - grishlsdyech }%ﬁht haI ene- 2- am(i %e%% nd
13 430.6 431.4 carboxylig aci W‘
3-(2-|met hyl - pi peridin-1-yl}) am 8\ ﬁﬁﬂh-@r—l
propan-1-ol (commercially]| avai ‘i'?gﬂr%r)%x)h Hfh ﬂj@l
( 6- hy|dronsthylmiteritiat eyh)-26-y1|) [ 64 (neeﬂﬁ’ Breridine- -y | - | and
t hi ongspbohdiiyi$iptlidinBtpngne methanone (Intermediate B) an
p’? OpCXl;Q) %Pﬁl}; ff]%%éa? 22 y| ]- 4@.6 and o 409.3
-f1ap en-27yl 3-(2-methyl-piperidin-1-yl)-
methanone 1:1 hydrochloride propan-1-ol (commercially
available)
_ (6-hydroxy-naphthalen-2-yl)-(4-
(4-isop T OPYI"P iperazin-1-yl)- isopropyl-piperazin-1-yl)-
4 [6-(3-piperidin-1-yl- 423.6 | methanone (Intermediate C) and | 424.1
propoxy)-naphthalen-2-yl]- o
methanone 1:2 hydrochloride 3-piperidin-1-yl-propan-1-ol
(commercially available)
‘ . _ (6-hydroxy-naphthalen-2-yl)-(4-
(4-1sopropyl—p1per.azm.-1.—yl)- isopropyl-piperazin-1-yl)-
5 {6-{2-(1-methyl-piperidin-2- 4236 | methanone (Intermediate C) and | 4243
yl)-ethoxy]-naphthalen-2-yl}- o
methanone 1:2 hydrochloride 2-(1-methyl-piperidin-2-yl)-
ethanol (commercially available)
o (6-hydroxy-naphthalen-2-yl)-(2-
(2-m-eth?rl-.pyrrohdm- 1-yl)-[6- methyl-pyrrolidin-1-yl)-
6 (3-piperidin-1-yl-propoxy)- 380.5 | methanone (Intermediate D) and | 3871
naphthalen-2-yl]-methanone o
1:1 hydrochloride 3-piperidin-1-yl-propan-1-ol
(commercially available)




14 398.6 (Internedi ate 399.4

nmet hanone 1: 1 hydrochl ori de

Wa2spemnssdi n- 1-yl

- propan-1 - ol

(6- hydr oxy- napht hal en-2-yl) [6-

t hi onor phol i n-4-yl -

t hi onor phol i n- 4-yl

(3-nor phol i n-4-yl -

met hanone -41 -

Internmedi ate G and 15

(commerci al | y ar€i/ERimb&)05594

pr opoxy) - napht hal en- 2-yl ] -
400

benzyl-methyl-amide 1:1
hydrochloride

3-piperidin-1-yl-propan-1-ol

(commercially available)

.5]( ) 401.5 thionorpho |n-4-yI nmet hanone 1:1 MW
1y1gi,fO"hI ori de 3-norpholin-§-yl -jpropan-1 -ol
éﬁ r i alyyeratisivees| e) Wyldr oxy - $aing matesials 2- y| ) | found
1 FTr (2 net hyl - pi peri di n- - (M+H)*
~homprphot T - A=y = met ranope
yl)-p gox&] ?pht hal en- 2-| (| nt e6riedfoay-aagt)thalend2-115-(2-
h12. 6| #rB-@mghy-RipEdiRstphpl i n- Pmythyl-pyrrolidin- 1-y1)-
- ( 2- mll)-lpydpop)r pephiialee-21-y| ) rmtllﬂ?tﬂ %e@'ln rme?lat d
nydr of Qj ity p{, RRMAml1ol [(sapnerci a aval BPeSm 395.3
6- hyjrlix agh h | en- 2-yl 3-(2-methyl-p1pendm- -yl)-
{6-[2 -p| per|d| n-pR- -1-ol iall
t hi onp Xﬂﬁ@ﬂhioﬁ 8- y| - met hanophe Pm,Panl ol (commercially
|) - el hoxy] - napht hal en-2-y| } - aVé‘H‘Be.)L ~ 398.6
I ntef medi ate 399.4 thionprphol tﬂﬁ 051 )-(2-
hydroghy.pr lqgetgyl(p]peﬁﬁﬁuhyl - p1 peri g E 21'
comreﬂgﬁ Iab P{?} ( 6- hy|dP X)Wérﬁ ‘ﬁdi )nZyI)
¢ (4t et 8 ?IFIH I - yishs rmtthwe ﬁmm?di*tﬂl)l)m}d )| 381.3
18 [ 6f (%mpﬁhﬂermr@ igingl-yl)--  4110. 6 han nc{ilrgr di at €
H)  anpméthindhe 1prgpexypridapht hal |efi 12m§i‘1' {9Rihdte 1: 1
nydrogchl ori de 3-piperidin-fl-yl - mthnnah(d)mmerciallyavaﬂable)
commgrcially avail apl e) T17865
bCT/ Epg?oo% cgs %4 - 43 MV 431}%%%%11 isoqyinelinfpy
St ar t YEPi lgoqfudirfﬂ%‘ ( M+-H) [+1)-(6- hydroxy—naphthalen-? y?)
§- hyd? M&stﬁ%B*PFhé‘PénﬂZ Y1) 173 6 PmétftadBat deYmBiiReE] Hidn- 410 5
r-yl ) [ piopoyPRypHhpEr2-giln- | Y1)l _
[ 6-1 d:%@thE%@Xh}l}HB@ﬁle&é“ | - et hpipenidin(liykiperpredrait
H) an (commercially available)

_ _ o (3,4-dihydro-1H-isoquinolin-2-
(3,4-dihydro-1H-isoquinolin- v1)-(6-hydroxy-naphthalen-2-yl)-
2-y1)-{6-[3-(2-methyl- methanone (Intermediate E) and

10 piperidin-1-yl)-propoxy]- 442.6 o 443.3
naphthalen-2-yl}-methanone 3-(2-methyl-pip endm-.l-yl)-
1:1 hydrochloride propan-1-ol (commercially

available)

(3,4-dihydro-1H-isoquinolin- (3,4-dihydro-1H-isoquinolin-2-
2-y1)-{6-[2-(1-methyl- yD)-(6-hydroxy-naphthalen-2-yl)-

11 piperidin-2-yl)-ethoxy}- 428.6 | methanone (Intermediate E) and | 4795
naphthalen-2-yl}-methanone 2-(1-methyl-piperidin-2-yl)-
1:1 hydrochloride ethanol (commercially available)

o 6-hydroxy-naphthalene-2-
6-(3-piperidin-1-yl-p ro;f OXY. )- carboxylic acid benzyl-methyl-

1 naphthalene-2-carboxylic acid 416.6 | amide (Intermediate F) and 4173




19 yl)-propoxy] - napht hal en-2- 424.6 425. 4

yl }-met hanone 1:1 3-(2-nethyl

whgasacisbhdri de propan-| - ol

(4- et hoxy- pi peridin-|-
( 6- hydr oxy- napht hal en- 2-yl)

-piperidin-1-yl)-

(comrerci al | y avai | B@T/@P2005/005594

yl) -

- -

met hoxy- pi peri di n-

l-yl) 20 {6-[2-(1-nethyl -piperidin-2- 410.6 nethanone
(Tnternmediate H) and 411.3 yl]) -ethoxy] MW
- mgpht hal en- 2-yl } met hangne 111 hydrochlorlde
24 1-|met hy Sysismiséie pahen- 2- yI| )MWet hanol StEdraTRHETd | y found
aval lfabl e)  6- hydr oxy- napht hal ¢ne-2 (M+H)"
6= S=pirperidim=1=yt=propoxy)- ¢arboxylic acld
3- metjhoxy- napht hal ene- 2- ¢ar box ttyéroggpaphthaieneso 6
benzyjl 6’;\@ eméth JBaiat e () and ciBaxylc acid benzyl-methyl-
3- et e)ﬁ éﬁo 5 g e 1. 11hydr 0chliQrifl@mediate F) and
33pi p Fﬁ%f 81- |4eb.6 |(comercially 431.4
avai | |atsrte)ylicgcidpehzpxypethdpht hal ¢ne2andhyirpigecdin-1-yl)-
6- [ 3-|(nit®L:Nitydrghieie di n- 1| - can besphi1Col @nthecilBt hoxyt
yl) - gr opoxy] - napht hal ene- 2- beﬁz 11a]?r\p)de (Internedi ate
1) and 22 446.6 447.4 canboxyl #*"A2Yd 3- net hoxy-
3- (2-jmret hyl - pi peridi n-1-yl}) - beqéx%ﬂd ﬂékn@-
hydr dcfal @ryifdgaprepan- 1- ol |(compe q?
(6- hydlllr3 @#II? ?hhi?? 2 ﬁ yll) - m)Flb‘H‘BPWPHXIAH % aene
nyr phot PR XX DI HBEtH b rng,phélnmmdlyﬂe(?bla oxy) 23 |399.4
384. § thiomosphelii¢ale J) and 385. 5_,naght Pa{ Yl
- met hanehohe 1:1 hydtoahidrider i| de -piperidin- 1 PmPan‘
3- nor|phol i n- 4-yl - propan- | 4ol dovmraerciallyl dvgilabledi | abl e
(b-nydroxy naphfﬁalen-z-yl)
{6-13- [((93 thyl - p41¥qeri di ndi - myd§ietPR-earbihaler?idhone
yl) - drBPeBAPERE R hal en- 2- (1 ftisipmecihglie43)-methanon
§%6 g Boroxy -nggh}ha}mﬂpyﬂu i 46(53" {Intermediate G) and 401.5
( 2-|nmiomokphpliparil-di n- | - yl|)- ngt hanone 1:1
hydr dehilpiiofe 1 RhpRathckiael |( comsrmpmhpln-4-yl-propan-1-ol
(commercially available)
(6-hydroxy-naphthalen-2-yl)-
{6-[3-(2-methyl-piperidin-1- thiomorpholin-4-yl-methanone
- - -9 (Intermediate G) and
16 yl) pr.opoxy] nal'ahthalen 2 412.6 413.4
yl}-thiomorpholin-4-yl- 3-(2-methyl-piperidin-1-yl)-
methanone 1:1 hydrochloride propan-1-ol (commercially
available)
o (6-hydroxy-naphthalen-2-yl)-
{6-[2-(1-methyl-piperidin-2- thiomorpholin-4-yl-methanone
17 yl)-ethoxy]-naphthalen-2-yl}- 398.6 | (Intermediate G) and 399 4
thiomorpholin-4-yl- o
methanone hydrochloride 2-(1-methyl-piperidin-2-yl)-
ethanol (commercially available)
' (6-hydroxy-naphthalen-2-yl)-(4-
(4-methoxy-piperidin-1-yl)- methoxy-piperidin-1-yl)-
18 [6-(3-piperidin-1-yl- 410.6 | methanone (Intermediate H) and | 4113
propoxy)-naphthalen-2-yl]- L !
methanone 1:1 hydrochloride 3-piperidin-1-yl-propan-1-o
(commercially available)




avai | abl e) WD 2005/ 117865 PCT/ EP2005/ 005594
No Systematic name MNV Starting materials found
W@ geolsgd1sexy - napht hal en- 2- vyl

{6-[2- (1- et hyl

)

- pi peridi n-2- norpholin-4-yl

- 44 Ex MW
(MeH) +

PCT/EP2005/005594

- met hanone

25 yl ) -et hoxy] - napht hal en-2-yF}§3-382.5 (I nternedi ate

J) and 383.4 norpholin-4-yl-nethanone 1:1
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arboxyt T acid—3=methoxy {benzytamde 11
hydLnEhlorlde 2- (1- et hyl -|pyr r ql(p-dydroRy-paphthakentiaylbl(4-
co cﬁlafqbyw&vmen%t‘le) 6- hy qreethoxpapaietiamt Bip- 2 6-
1-i sjoflexypybpiphalerc?-yldi(- 3-| car DXy AR BOXNM
5P vl Ot ¥tho R, Bgrl&glllq -2- 4188 |penz n?aﬁ@& T y 4254
b| nt e:rlge %rggn% 1 hp@r&) B‘H‘? 3 dcar hOiXQHuty@-pQﬁhﬁim?& set hoxy
enz rii de
- ( 1}/ t hy.l BalVId s oli-din-2 )’I ) d (E‘ommFra}allyaval‘lJalb{?? a!i \/
avai | jabl e) 6- hydr oxy- napHt hal Erbemaroxy-naphthalene 2-
6- (1- |e;m;(10mydhylppypﬁﬂxdﬁhm- 4- car ggg%g%);hg 91 Bgn %%Jﬁt hoxy
y| oxy) wgm "ﬁ'aﬁlﬂﬁél e-enzyl am Le I ac{ml
o5 432Y car gﬁx)yl i d 4854 b8 )I/“terme 1ate 4194
- sj gridernereaa (Actla,_ %ggﬁyll L.
hydr dmnmlardlée thsdredﬂ@tdecnem 4z 4 jf‘
177-184) 6- hydroxy-napht hdl ene- gthanol (commercially available)
6- ( 1-|i sobut yl - pi peridi n-4-{ carhl hoxy
59yl |ox l)lsgtﬂgp};l halehes3: 446. 6 %X%(?Jd“ﬁ‘gq‘%hﬁhﬁem
(I nter and 447.4 car Wﬁ’éa%{@?dn%h‘ﬁ‘@’[ hoxy
benzy| A a8? tli ‘H&?&r ochl orligdgs | benzylamide (Intermediate I) and | 4193
1-i souatbpikyljsiapidi3iméthoxy- ol ol idi .
benzylamide 1:1 hydrochloride 2-(1-methyl-pyrrolidin-2-yl)-
ethanol (commercially available)
6-hydroxy-naphthalene-2-
6-(1-isopropyl-piperidin-4- carboxylic acid 3-methoxy-
. 9. benzylamide (Intermediate I) and
sg | Yloxy)-naphthalene-2 432.6 433.4
carboxylic acid 3-methoxy- 1-isopropyl-piperidin-4-ol (Acta
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Starting materials found (MtH)+

(16t-Dickt & thivapdrphalied-2)§d-]1-isopropyl-piperidin-4-yloxy)-naphthalen-2-

- I.SORIC isQerk di n-4- piperidin-1-yl-nethanone
b?ﬁé%§@ﬁg%ﬁ?ﬁ%*%ﬁgg$? 9- (Internediate A) and 73 380.5
381.1 piperidin-1-yl-methanone 1:1
1- i stypispire op).pe gi( @ dmmobl [6¢ Acksepropyldpipetidior4-iloxy)-naphthalen-2-
F¥SibfdrFholfl1 e tetAaRAe 140 ydrsbhioride/(ExAbifle 56X &8RP0 267 ¢ (0.75

mmol) potassium monopersulfate triple salt (oxone®) in 5 ml methanol was stirred for 4

h at room temperature and filtered. The filtrate was evaporated to dryness and the
residue was purified on silica eluting with DCM/2N NHj; in MeOH 92/2 to 9/1. The
product fractions were evaporated and the residue taken up in methanol and
subsequently treated with 0.5 ml 1.25N HCl in methanol and evaporated to dryness to
yield 16 mg (11%) of the title compound as slightly yellow foam. MS (m/e): 431.4 (MH",
100%).

Example 75

[6-(2,2-Dimethyl-3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-(4-methyl-piperidin-1-

yl)-methanone

The title compound was synthesised from (6-hydroxy-naphthalen-2-yl)-(4-
methyl-piperidin-1-yl)-methanone (intermediate B) and 2,2-dimethyl-3-piperidin-1-yl-
propan-1-ol (commercially available) according to the procedure described for the
synthesis of Example 1. MS (m/e): 423.1 (MH", 100%)
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- (3-Pi idin-1-y] - XY) - Na |
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¢theR Afer Yrying indazediiced possiyk pdspi(p2s g (i69e) afittle H8e odmpound
AL SPRI irA m THE was
é’? i %‘?t(gegﬁ egtag %g?ns?lgdjﬁpﬁ%é gﬁ%?e%? g:{ﬁfiﬂé ’ﬁﬁg%f)]e suspensi on
was filtered off and the filtrate evaoprated to
=+ The residue was taken up in 200 mi DCM and
400 g Isolute(r) HMW N (Argonaut Technol ogies Inc.,
64 BPapdridie- 1°ft @op aky) Eiiphialddle £F- adrBekygielavidnt 1 hydrochloride
extraction) was added and evaporated to dryness. The
resi due was chromat ographed over silicaeluting with a
gradient fornmed from DCM MeOH(
After evaporation the residue e :
hept an/ di et hyl eth ﬁnd\t/he egHpjfate filtered of
and washed again t hhept anfdi et hyl ether. After
dryi ng under reduc ressure at E,@Ct 25 g (769 of
the title conmpound 15 was obtained as white solid. M5
(m g&: 328.3 (MH, 100% Exanple M
6- ( 35 mipaire of H he (9-0%4 mrobxy |- rstdmal wheropeai-parlthplgne-2-
aebskylic dciyskiRg Rbtef (if®rmediate L) and 3.4 g (0.081 mol) LiOH'H,0 in 250 ml
THF, 100 ml water and 50 ml methanol was heated to reflux for 1 h. After evaporation of
the organic solvents 200 ml ice/water was added and 50 ml 4 N HCl was added. The

precipitate was filtered off washed with water, acetonitrile and diethylether and dryed

under reduced pressure at 80 °C to yield 22.6 g (88 %) of the title compound as white
solid. MS (m/e): 314.0 (MH", 100%)
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5959 LIOBL M8 fmle): 3140 4MBF 100%)

According to the procedure described for the synthesis of Intermediate A further
amide derivatives were synthesised from 6-(1-isopropyl-piperidin-4-yloxy)-
naphthalene-2-carboxylic acid 1:1 hydrochloride or 6-(3-piperidin-1-yl-propoxy)-
naphthalene-2-carboxylic acid 1:1 hydrochloride and the respective commercially
available amine listed in table 2. The purification was performed with preparative HPLC
on reversed phase column material eluting with a gradient formed from
acetonitrile/water(0.02% HCL(25%)). The evaporation of the product fractions yielded
the respective amides which comprise example 76 to example 186 in table 2.
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(178t €lr raagbofie abli eif@lamidepd>5= i pht hal en- 2andl | - 452, 97 :
and 417. 5 1:Irsidhehlonide 1: 1 hydrod hl ori de
4, 4-di f1 uor o- pi peridine |(comerci ahflymiav edohdirellys-
(3-pijperidin-1-yl-propoxy)- (2,6-di net thaﬂm)phol I n-4;
naphtlhal ene- 2- car boxyl i c |aci d jL 1
yl')-[|6- (3-piperidin-1-yl- hydrochloride (Intermediate
M 79 propoxy) - napht hal en- 2-yl ]| - &4@7piperidimé-yhpropsxy)-
net hgnone 1:1 naphthalene-2-carboxylic acid 1:1
6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
77 | propoxy)-naphthalene-2- 1 39 g5 d 355.5
carboxylic acid ethyl-methyl- an
amide 1:1 hydrochloride
ethyl-methylamine (commercially
available)
6-(3-piperidin-1-yl-propoxy)-
(4,4-difluoro-piperidin-1- naphthalene-2-carboxylic acid 1:1
yl)-[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
78 | propoxy)-naphthalen-2-yl]- | 452.97 and 417.5
methanone 1:1
hydrochloride 4,4-difluoro-piperidine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
(2,6-dimethyl-morpholin-4- naphthalene-2-carboxylic acid 1:1
yl)-[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
79 | propoxy)-naphthalen-2-yl]- | 447.02 and 411.5
methanone 1:1
hydrochloride 2,6-dimethyl-morpholine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
80 carboxylic acid methyl- 467.05 and 431.5
phenethyl-amide 1:1
hydrochloride




hydr ochl ori de 2, 6-di net hyl

avai l
W®2({03A

abl e)
pisperi di n-1 -yl -

6- ( 3- pi peri di

n-1-vyl

- nor phol i ne

(commercially
- pr opoxy)

pr opoxy) - napht hal ene- 2- hydrochl oride (Internediate M

80 carboxylic acid nethyl -

467505 and 431.5

napht hal ene- 2- car boxyl i cPE/ERR2025/105594

henet hyl -am de 1:1 hydrochl ori de
n&ghyl-phenethyl am ne (lcomrerncially avail able) WO MW
2085/ 1178%2, B Fra05/ 0d SW -56 stemati C| fund
Nalee [MV Starting Materialls foudd I\IoE?gsm(r §¥r’ds (MED)*
-(3-lpiperidin-1-yl-propgxy) ng nht hal ene-2-carhoxylic
acid|1:1 6-(3-piperidin-|-y| ochlon
(Intgrmediate M 81 propcxy)-nc ﬁd@@ﬂ@“? Y3B9POF)and
355. car boxyl ic aC| d prlopyl arnraeht!!alqneh%fehfmmtﬁqddel
propyl am I 'd’ a| Iy availl Byidréchloride (Intermediate M)
6-413-|p ac gcxymsﬁ-(s-plperld&B;l-yl- 355.5
napht|h % é On ﬁ acid 1:1
propcxy) nadﬁ?ﬁ ene- 2- ydrocrloridel Lntﬁrnedl%h
82 cdrboxylic acid methyl|- 404./98 PA¥ - \commerciaty
propyl -am de 1:1 hydrochlfori de |met hyl - pwaﬂ#ﬂdan1ne
eorercteatty—avatrtabte)6=(Sgprperidim=—t=yt=propoxy
- naght hal ene- 2- car boxyl ijc aci din-1-vl- -
6- ( 3-|pi peridin-1-yl - hydrochlorlde%g?Pailn érp?moﬁgll
83 prlopoy|3-piapitimaiyene- 2- 419 |FFPH ?Jle‘fﬁ%%c% oxylicac
car bqg xypnopoy@naplghqigue-zm ap dnhydrochloride (Intermediate M)
82 carboxylic acid methyl- 264 98 and 369
propyl-amide 1:1
hydrochloride .
methyl-propyl-amine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
o naphthalene-2-carboxylic acid 1:1
6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
83 propoxy)-naphthalene-2- 419.01 383.5
carboxylic acid ethyl-propyl- ) and )
amide 1:1 hydrochloride
ethyl-propylamine (commercially
available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
84 carboxylic acid cyclohexyl- | 445.05 and 409.4
methyl-amide 1:1
drochlorid
hydrochloride cyclohexyl-methylamine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
(3-hydroxy-pyrrolidin-1-yl)- naphthalene-2-carboxylic acid 1:1
[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
85 | propoxy)-naphthalen-2-yl]- | 418.96 and 383.3
methanone 1:1
hydrochlorid
yaroctonice 3-hydroxy-pyrrolidine
(commercially available)




am de 1:1 hydrochl ori de et hyl
(commercially
WO 00501 T3pDXY)

avai | abl e)

-p

6- (

6- (3-pi peridin-1-yl-

ropyl am ne
3-piperidin- |

napht hal ene- 2- carboxylic acid 1:1
pr opoxy) - napht hal ene-2- hydroecheride (I nternmediate M
84 carboxylic acid cycl ohexyl -

445. 05 and 409.4

PCT/EP2005/005594

thyl-am de 1:1 hydrochl pride [cycl ohexyl - met hyl am ne MW
clamer ci a l.abl e) iB-Ipi peri found
No.- pr opo>2j§%ém?§éﬂydr oxy-pyrroljidi n- 15q§‘/rlt'fglvIaterlals (I\EE‘;D«»
apht hal ene-2- carboxyl | cid 1-1 [6- (3-piperidin-
+yl - hydrochl ori de (Internediate M. 85 ..
pr opoky) - napht hal en-2-yl ] 418. |965 ShBPEAn 3 -YRERX Ao
11 hydr ogj@, fpe@@in 31y dr oxy- pyrr wiphthislere-2-Carbrapdic adidil:1 y
avai |l a r2hhAldde/B65 PCT/ HPRG@R oIS Rl IthtermediafeM)
M6 ND. &t&t}@li@ztcldbehlﬁyﬁre MMgitoariti ng Material s found 4454
No. ( MtH) isorfregyB-apiidedel di nk 1- yl -jpr opoxy)
G- ( 3- pi perildidmchiloyile naphft hal ene- 2-carboxylic acjd 1:1
br opoky) - napht hal ene- 2-  hlydr ochjl or | FEZIPEPREINEE e M)
B6 carboxylic aci d benzyl} 481.|08 dnemz4gialfy available)
SOPf prl —afmde—t J.Jﬁydi’ ht-ort+ice
benzy| -i sopropyl -am ne ( onnerci@ yléMﬁhh%b
3-p|per|d|n 1- yI propoxy}) - naph E% g ca y
bci d qu ldl n--yl g7 aptaleneanr oxylca
br opo ><y 25 404. 98 |hipiirodtioridei (tgermediate M)
| $ ey gﬂ?’ bgg,gm*;de clafleRyll i ¢ aci d buky! ani de and 369.1
1:1 hydr OClhl l@'ﬂkdiﬁlonde
butylamine (commercially
available)
6-(3-piperidin-1-yl-propoxy)-
azetidin- 1-yl-[6-(3- naphthalene-2-carboxylic acid 1:1
piperidin-1-yl-propoxy)- hydrochloride (Intermediate M)
88 naphthalen-2-yl]-methanone 388.94 | and 3534
1:1 hydrochloride
-azetidine (commercially available)
6-(3-piperidin-1-yl-propoxy)-
azepan-1-yl-[6-(3-piperidin- naphthalene-2-carboxylic acid 1:1
89 1-yl-propoxy)-naphthalen-2- 431,02 | hydrochloride (Intermediate M) 395.5
yl]-methanone 1:1 and
hydrochloride
azepane (commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
90 carboxylic acid ethyl-(2- 435.01 and 399.4
methoxy-ethyl)-amide 1:1
id
hydrochloride ethyl-(2-methoxy-ethyl)-amine
(commercially available)




butyl am ne (commercially avail abl e)
6- (3-pi peridin-1-yl-propoxy) azetidin-I-yl-[6-(3-
woaphtibmsbene- 2- car boxylic acid 1:1 88 PCT/EP2005/005594
pi peridin-1-yl-propoxy)- 388.94 hydrochl oride
(Internediate M 353.4 naphthkaBen-2-ylj -nethanone
and 1:1 hydrochloride -azetidine (comercially
vai | able) 6- (3-piperidjn-1-y|l-propoxy) - MW

az@paw 1 y eri dj apht hal gn rboxylic
advel | gys eﬁlaflglg?ggoxy) Mt hal en- % %ﬁéﬁlf:% e (ﬁirﬁ%

)Ldrn‘hl oride (J nternediate ML \/ll et hnnme 11

B95. 5 hydrochloride and jazepane OMEl.

Lvai | bl e)  6- (3-piperidip- |- |-é‘ SBELY §m j1%propoxy)-
6- ( 3- pi pekiglipipretidilizytnapht hal enendphialehoRyhibexylic ped 1:1 1
Dr OPOXY Jpr. tiph®Alene2- hydr ochil apddenléridet(RiteradinteaM)
D09raf boxyl dagboagicdciét hyl - (( 232.9435. 01 and 3%9 4 367.4
et ho (_\;tyckxphﬁy)malglgmidhzlﬂl hydr ochl ori de et ?

2- met hoxy - ktdngchloridami ne | (commerci al |y ayai | gbl e) WO
2005/ ;I.17865 PCT/ EP2005/ 005594 |-58°€ E%P&W(X“T\‘iiq u)x
Syst emati ¢ Nane MW St artijng Mt erl a(lcsmmsunﬂ}’ava(lmlq-)i)

<

(O lJIlJCIIUIII J._yl pIU _y) U \O—pIPCIIUIIT'J. yl'
napht hal ene- 2- carboxylic facid 1 14 (5. 1per1dm l-yl ropoxy)-

pr opoky) - napht hal ene- 2- hiydr ochll orhclmlgl I at M
01 caf box§H(3-pipexidia-1402. 97 and ehe--carboxytic Scid
cycl opr @p&ﬂowﬁtmyhﬂldmecﬂa 1: 1 hydr dgrogierigde (Intermediate M)
cy%? oaropfﬁ?hﬁ’é!ﬁ fidgtlne |(¢Gfercial |y avahd abl e) 6- 383.4
-p per}sgﬁ fglde rlopoxy) - 6-(3-piperidin-1-yl-
napht hal ene®8rehiopdsyl i ¢ facid 1) 1 ethyl-lso ropyl— nine
pr opoky) - napht hal ene- 2- hydr ochl ori de Pt)

com erc1 yava ab?

6-(3-piperidin-1-yl-propoxy)-

6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1

propoxy)-naphthalene-2- hydrochloride (Intermediate M)
93 carboxylic acid bis-(2- 465.03 and 429.5
methoxy-ethyl)-amide 1:1
hydrochloride

bis-(2-methoxy-ethyl)-amine
(commercially available)

6-(3-piperidin-1-yl-propoxy)-

(3-methoxy-piperidin-1-yl)- naphthalene-2-carboxylic acid 1:1

[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
94 | propoxy)-naphthalen-2-yl}- | 447.02 and 4115
methanone 1:1
hydrochloride

3-methoxy-piperidine
(commercially available)

6-(3-piperidin-1-yl-propoxy)-

(4-hydroxymethyl-piperidin- naphthalene-2-carboxylic acid 1:1

1-yl)-[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
95 | propoxy)-naphthalen-2-ylj- | 447.02 and 411.5
methanone 1:1
hydrochloride

4-hydroxymethyl-piperidine
(commercially available)




92 carboxylic acid ethyl- 419.01 and 383.4
i sopropyl -am de 1:1 hydrochl oride
weedgli1issdpr opyl -am ne (commrerci al |y avai | abl BOT/6P2005/005594
(3-piperidin- 1 -yl-propoxy)- 6-(3-piperidin-I-yl-
napht hal ene- 2- car boxylic acid-59%
ropoxy) - napht hal ene-2- hydrochloride (Internediate M
3 carboxylic acid bis-(2 465.[03 and 429.5 MW

ol Yo, g%%%n Fl?Nam ne1 ey i al 15750 gMaéeB’FJe) 6- e

Noret hoxy-e comeyrci al |y av (M+H)*

[ 3-pi peridin- -yl - pr opoiy) -
3- met hoxy- plper|d|n I-yI - naphth ene- 2- carboxyli.c
cid L:1 [6-(3-piperidinfl-yl- $'Bl?ﬁﬁlﬂ§13 1g-propoxy)-
I nt ef nedlate M..94 qropoxy)-n phﬁﬁﬁmbnﬁzcwbpmm44dd02
and 4[1. 56' 5711 1 hydr ochlhgdrogigoride (Intermediate M)
3- et 10)? ERAPAIPRNS Eonfregacisall |y avai | ahle) 6- 369.1
3-pi3er Cro § oxy
4-hydroxyne y - piper din- naphtha ene ar boxy|
acid [L:1  1-yl)- [6-(3-piperidijn L g?@@ﬁﬂy?hﬁe
Inteynediate M 95 propoxy) ndphthalenﬂEM@b@) 447.02
-4t 5—ethanome—1+—+% |yU| ochtoride
#- hydf oxymet hyl - pi peri di neg (conngqg E%hmngv i GR)
WO 20p5/ 117865 PCT/ EP2005f 005594 %@l 1:1
Syst e[t i 6-(NaiperidiyStar ti pg Mat cPAPhRlepts 2rscer xy‘ﬁ/ﬁﬁlﬂ
5- ( 3- i pmom)maphvlhklpﬂ*bpo ap thy ¢rarerédeX Indermisdinte Nl
ac?l [1: erbagyliccidipaohenyin- 14 07 and 423.5
Or OpOKY) - niﬁ@?qﬁﬂ@% @- 2- 404. 98 |hydrochl ori de
I nt ef medi 9.1 cyclohexyl-ethyl-amine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
98 carboxylic acid 388.94 and 353.4
cyclopropylamide 1:1
hydrochloride i .
cyclopropylamine (commercially
available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
99 | carboxylic acid (2-methoxy- | 406.95 and 371.4
ethyl)-amide 1:1
hydrochlorid
ydrochionde (2-methoxy-ethyl)-amine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene.-z-carboxyhc .ac1d I:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
carboxylic acid [2-(3,4- and
100 dimethoxy-phenyl)-ethyl]- 2271 413
methyl-amide 1:1 .
hydrochloride 2-(3,4-dimethoxy-phenyl)-ethyl]-
methyl-amine (commercially
available)




carbo

i sobutyl am ne (commercially

WO piosa

xylic acid isobutyl -

rised n- 1- yl - pr opoxy)

and am de 1:1 hydrochl oride

avai | abl e)

6- (3

6- ( 3- pi peri di n-1 -yl PCT/EP2005/005594
napht hal ene- 2- carboxylic acid 1:1

pr opoxy) - napht hal ene-2- hydrochboride (I nternmediate M
97 carboxylic acid cycl ohexyl -

459. 07 and 423.5

et hyltam de 1:1 hydrochl gride dycl ohexyl -ethyl-am ne
dommer ci al Ly AYALADI ©) 6y e Mater found
Nei peri dif- L= y1 - Pr opoxyl) - %’-(3- pi pelHnHMpteripls (M+H)"
apht hal ene- 2- Qarboxvlic acid 1-1
pr opoiy) - napht hal ene- 2- ydrocrlorlde (Internedi ate
08 caF boxylic acid 388.94 and 353 %-PiRydidrbBiaraRde
1:1 hydrogd.phtgeng%e! oprjopyl an Iraehi(hel@mmt»mrb@tyhyaadll
vai | ebbeboxyfnapighdimeesi di n- 1- Yl hpiredesdk (Intermediate M)
5-103- pi Refbo@lidadid ¥hyl-(aapht elogrje- 2- car box%{ c acid I: 1 4494
propoxyﬂumﬁﬁﬁhb®hﬁﬂﬁeﬂi RHydrochl oride (Internediate M
09 caf boxylhydroahloddd 2- metihoxy- [406. 95 and 371.4
et hyl ) -ami de 1:1 hydrochllori de |( 2- n&t @FW@P?wan1ne
(commercially avail able) | 6- (3-p|pdmndmnxmﬂymmﬁmh@oxy)
Iapht lul CIIC— 2 CaTLbGAyI 1 \.a U.DI d } 6 (3 IMI 'JCI—I_UI II J. _yl
pr opoxy) - napht hal ene- 2- hydrocH(% ﬁ g sryredi
100 carboxylic acid [2-(3,4- 537 E%lﬁgﬁ gﬂ$ Iﬁkﬁ
di met hogymahdmpideyidiathyl)] | net hyl naah'i nep2-garboxylic acid 1:1
hydr ochl dé-(3eiperidis; 14yldi met hoxy-|phedrgéhioriste iintdrmediate M)
mdORy| pravoxe-Hap -@ivHt 1|y431&4%4di | abl e) and 395.5
methanone 1:1
hydrochlorid
yeroehonee 2-methyl-piperidine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
. ) naphthalene-2-carboxylic acid 1:1
(g})l;g?r'h%gifﬁfg;iggyﬁ ) hydrochloride (Intermediate M)
103 naphthalen-2-yl}-methanone >44.57 and 472.5
1:2 hydrochloride
4-benzyl-piperazine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
(3-Methyl-piperidin-1-yl)- naphthalene-2-carboxylic acid 1:1
[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
104 | propoxy)-naphthalen-2-yl]- | 431.02 and 395.5
methanone 1:1
hydrochlorid
yaroconde 3-methyl-piperidine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
105 | carboxylic acid ethyl-pyridin- | 468.04 and 432.5
4-ylmethyl-amide 1:1
hydrochlorid
yErochionce ethyl-pyridin-4-ylmethyl-amine
(commercially available)




WD 2005/ 117865 PCT/ EP2005/ 005594
Systematic Nane MW Starting Materials found}
wW®20063186peri di n- 1-yl

-60 Ex. MW No.
( M-H)

napht hal ene- 2- carboxylic acid 1:1
pr opoxy) - napht hal ene- 2- hydroclélleri de (Internediate M

- propoxy) 6-(3-piperidi n-REYEP2005/005594

101 carboxylic acid ethyl-(2- 485.04 and 449.4
Ilijor -benzyl)-am de 1:1 hydrochl ori de MW
D-1x.uor o- bepzyl.amige (commgieial Iy | . 6- found
Noi peri dlg)ﬁ Ia_ -yl -Tor OpOKY) - aé/t&mgpia@mﬁ (1\22?1)*
2-mmethyl -piperidin-1-yl)t nnnhlt_h_a,l__e_n_e_z_ga;_bny\/l ic
acid L: 1 [6-(3-piperidinf1- yI ?osh
(Intermediate M) 102 proppxy) - nap% '{1811’8‘]’1 )é?]PI‘Oszﬁ) 03
and 395. 56_(sBlpeaaiangil: 1 hydr ochhaphthglene-2-carboxylic acid 1:1
P- met hy lpr osaﬁrnaghﬂnﬁene(po rci al hydestadridlitdrmidiate M)
3:0pi per i didarbbxylicagid opoxy)) 462.97apht hal ene- gnd(par boxylic 367
aci d [L: 1 cfclobtglamyde-1gi perjazi n- -yl ) -[ 6- hydrochl ori de
| nt et medi alydrddhlorid®3 ( 3-pi perildi n :
544. 57 and 472.5 napht ha] en- 2-y|ﬁyd&l?‘}%’(lﬂ§’ﬁ8%é’ rejally
nydroghl oride 4- benzyl - pi per azijne (commﬂébla)l |y
vattabte)——6- \o —prpertdr-r—i=yt=propoxy)—
3-Met hyl - pi peridin-1-yl )t naphth@Jﬁ egdlg_qt W
acid L:1 [6-(3-piperidin-I-yl- %?é‘h’;? or I Okﬁl
| nt ef neephend-piger®4l-phopoxy) - nap FBHeo2 P’fy icgdd 1y
and 3p5. S6-(Awinssigonieyld: 1 h dr oclhibgdtoghoride (Intermediate M)
B-188t h\ProRsKpetap ihﬁlén-2(Yélo ettal |y avai | abhd) 458.3
methanone 1:2
hydrochloride ) .
4-phenyl-piperazine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
108 | carboxylic acid (2-thiophen- | 459.05 and 423.4
2-yl-ethyl)-amide 1:1
lorid
hydrochloride 2-thiophen-2-yl-ethyl-amine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
109 | carboxylic acid (3-methoxy- | 420.98 and 385.1
propyl)-amide 1:1
hydrochloride _
3-methoxy-propyl-amine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
110 carboxylic acid (3-methyl- | 459.05 and 423.4
thiophen-2-ylmethyl)-amide
1:1 hlorid
hydrochloride 3-methyl-thiophen-2-ylmethyl-
amine (commercially available)




6- (3-pi peridin-1-yl -

pr opoxy) 6-

(3-piperidin-1-yl -

napht hal ene- 2-carboxylic acid 1:1
w@e@soxisps napht hal ene- 2- hydrochl ori de (I nter nedi/&PE0IN05594

105 carboxylic acid ethyl

-pyrid

i n- 468. 04 and 432.5

4-yl met hyl -am de 1:1 hydrochl ee2de
et hyl -pyridin-4-ylnethyl-amne (comercially
vai | pbl e) WO 2005/ 117865 PCT/ BP2005/ 005594 - 61 Ex. MW
WNKJVD. Sy§ n:) nme riting s [found 2
)%% pl%lg?lﬁ%ll n- 1t yi pr opoxy;\@‘ar‘% aterials (I\ZEIII{%“‘
b- ( 3- iperidin-1-yi1- napht hal ege- ? rar boxylic acid 1:
oropoxy)-naphthalene-z- hydroch diate M
&06 chrboxylic acid 402.97 and T%BSP@EEHPH@
: 1 hydrochl oride cyclobu ylan1 pprhpryic acid 1:1
avai | gbl e§- (3191P68d1911 T i dijn-1-yl|- ﬂilyd}b&)l()’r)de (Intermediate M)
4- pheny Nt %} - hapht hal ene- 2- ¢ay boxylic
aéﬂg 1;%5# 9 (% - P L0pp- hydrochlorﬁ%e 438.5
I nt ey oxy)-nap t 54
and 458. 3 ﬁgel 2 lhydr oghl "&d@gﬂﬂiﬁ%ﬂhm’ ﬁQ
1- phepyl - pi perazine (connerci gl | yethylaimindfcemmercially
3- pi peri din-1-yl - propoxy)) - 6-(3-pipeﬂmﬂmmwyyl-
papht-halenre-2—carboxyHHe—jactd—I:
br opoiky) - napht hal ene- 2- hydrocHIo [ ' M
108 carboxylic acid (2-thiophen- 5%%5@&&ﬂ53)ﬂ§%&%&8
D- y| - pt(hyldihydrs-Beindsl2-yy dr ochl or pagphthalene-2-carboxylic acid 1:1
P- t hi ppheld-(3-pjperidinhiyjl- amijne  ( dohmdodileridey(Iraersiefliate M)
6-1(13- pipperoxg)-rephthalgh-2mile pos)01 and 4155
methanone 1:1
hydrochlorid
yerochionide 1,3-dihydro-isoindole
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
113 carboxylic acid (2- 498.49 and 426.5
morpholin-4-yl-ethyl)-amide
1:2 hydrochloride ) .
2-morpholin-4-yl-ethyl-amine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
114 | carboxylic acid (thiophen-2- | 445.02 and 409.4
ylmethyl)-amide 1:1
hydrochloride . .
thiophen-2-ylmethyl-amine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
(3,6-dihydro-2H-pyridin-1- naphthalene-2-carboxylic acid 1:1
yl)-[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
115 | propoxy)-naphthalen-2-yl]- | 414.98 and 379.4
methanone 1:1
hydrochlorid
ydrochloride 3,6-dihydro-2H-pyridine
(commercially available)




6- (3-pi peridin-1-yl -

napht hal ene- 2- carboxylic acid 1:1

pr opoxy) - napht hal ene-2- hydrochloride (Internediate M
wae®saamskdxyl i c acid (3-nethoxy- 420.98 and 38BCT/EP2005/005594

propyl)-am de 1:1 hydrochl ori de 3-nethoxy- propyl

-am ne

(comrercially avail able) 6- -63-
3-piperidin-1-yl-propoxy)- 6-(3-piperidin-1-yl-
raggtwalene 2- carboxylic acid 1 1 MW
priopoxy) - n 2 hydyeehl ori dec (I nt ermedj ate M| gund
1Mo.car boxsgl C aC| 3 mef hyl - ©459. OSStg %’? 31 (Iv?ff{y
hi ophen-2-ylnethyl)-amde 1- 1a|h\/dr ochloride
3-net1y|-thiophen-2-y|nethy| n ; rcially
Avai | hbl €) WD 2005/ 117865 PCT/ EPo b5 PSBSE-T-RsoRomy)-
WV ND.  SyseemRtidn-Name MA St ar t hapgiiiviene2icatboxflio asid k1
MtH) | fRopdip)-ndphitRleh Giyat-1r yl - pr 0@19&1&5):h10r1de (Intermedlate M)
naplet hé- ﬁﬁiﬂ-m?Z pheslidin-c pesobsl): 1 444.5
G-(3-3|pewanah&xmh11h driochl orji de (Internedlate M
br OPOKY) - nalpfdrdebloeide- 2 111 car boxyl.i ¢
2- (2l methyl - 510.55 and §#38.5 | pi péPF ‘i“nz ylpyrrolidine
yl)-gthyl] -amide 1:2 hydrochlorld@onnnﬂfmﬂYmmﬂdﬂd
2 (2' Tcthyl IJI IJCIIUIII I'_y )' Clllyl'alllllc \L«UIIIICIL’; aII'
avai | pble) 6- (3-piperidin-1-yl|- pgs 9 Didin-1-vl-
1,3-dihydro i soi ndol - 2-yl') - napht§ néfn- Y#KO ﬁz
hei d [1: 1 6{Bpiperidingdeni di nk 1- yI FBERF- &1 8""1“‘
| nt ef nrer.npamé ep thal@ep?r op a@ﬁdﬂoahl@mdez(h}ter}nednmwm
hrld7 415, 5 carhexiaach %ﬁéchl oride  and 412.5
1, 3-d yﬂﬁ?ﬂ¥§%?ﬁﬂﬁ%$ﬂw comercfial |y avail able) 6-
3- pi perfiTi2 Brdgecisrigpoxty) - 2-dimethylamino-ethyl-ethyl-
amine (commercially available)
6-(3-piperidin-1-yl-propoxy)-
(4-fluoro-piperidin-1-yl)-[6- naphthalene-2-carboxylic acid 1:1
(3-piperidin-1-yl-propoxy)- hydrochloride (Intermediate M)
118 naphthalen-2-yl]- 434.98 and 399.3
methanone; 1:1
hydrochlorid
yaroconiae 4-fluoro-piperidine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
R naphthalene-2-carboxylic acid 1:1
(4-be_nzy};11_)1p§r1<%m-l-yl)- [6- hydrochloride (Intermediate M)
119 | (-piperidin-l-yl-propoxy)- | 547 1, 4715
naphthalen-2-yl]-methanone and
1:1 hydrochloride
4-benzyl-piperidine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
(4-methyl-piperazin-1-yl)- naphthalene-2-carboxylic acid 1:1
[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
120 | propoxy)-naphthalen-2-yl]- | 468.47 and 396.4
methanone 1:2
hydrochloride ) )
4-methyl-piperazine
(commercially available)




6- (3-pi peridin-1-yl - naphthal ene-2-carboxylic acid 1:1

pr opoxy) - napht hal ene-2- hydrochloride (Internediate M
waidsaamshodxylic acid (2- 498.49 and 426.5 PCT/EP2005/005594

nor phol i n-4-yl -ethyl)-am de 1:2 hydrochl oride

2-nor phol i n-4-yl -ethyl -am ne -é£ommercially avail abl e)

6- (3-piperidin-1-yl-propoxy) - 6 (3-piperidin-|-yl-

napht hal ene- 2- car boxylic jacid 1: y MW
prixpoxy) -2- hy Horld J,nter nedi at e
1 Np. ciar bo;S?/’ | cgtgécli@%%(t hi dp e‘&cz- 445%&%%@ g (1?[—1:?1(1)*

vimethyl)-amide 1:1 hydrdchl orilde

t hi ophen-2-yl met hyl -anmi n (cormerecl ally avall abl e) 64
(3-pijperidin-1-yl-propoxy) - 3-piperidin-1-yl-propoxy)-
(3, 6-di hyslrpigkhidayiiyili n-1|-  naphtriaphtbrlenc2-cabhphigdcidl:]
act d |1 dropihy)-mphtBalerled- Pi|per i dil nhydkochieide el Qelkori)de
( hpt er nmedi aﬁ:ﬁoix&lcaclcﬁ progomg.ps napht hal en- 2-yl ] - 414.9¢
and 379. 4yclotepiyhnndedi:1l: 1 (hydr oghl ori de

3, 6- di hydr dwatdchigridedi ne |[(commerci gl | aval abl e a\/]\f)
b005/|117865 PCT/ EP2005/ 045594 |- &8l I9yipe fggmmerci
Systdmatl c Nane MNSt artijng I\/Iaterl aI S fwdd)IE)No (I\/H—D

/’) HEP~ B )} A

v

\>.~

409.4

\J’_ ht hpi lJCI I ;I II J.b_yl {JI Ul.UI\y}d jLU \U_'pl [JCI I UI—I_I J.
naphtjhal ene- 2- car boxyl i ¢ |aci _ -y
propgxy) - napht hal en- 2-yl |- hydr oc 1 K ledugq t ﬁe}a’ at [
I\/p 116 ( 3-{Sypibetidin-2-y§ - pyrrol i dl”ﬁ

- net pmp@fyég-nip}mh f20chl ori de hydrochlorlde (Intermedlate M)
312)%/r| di n- 2ar91>XY 9? | i di netl6pommer ci al | yaavai | abl e) 381.5
6- (3 pi ﬁhﬁlq l-lpropoxy) 6- (3-pi peridin-1-yl -
napht|hal enéd¥ OE]%.IP’B yliclacid 1:

. é'yclopentylamine (commercially
available)

174

6-(3-piperidin-1-yl-propoxy)-

(4-hydroxy-piperidin-1-yl)- naphthalene-2-carboxylic acid 1:1

[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
123 | propoxy)-naphthalen-2-yl]- | 432.99 and 397.3
methanone 1:1
hydrochloride

4-hydroxy-piperidine
(commercially available)

6-(3-piperidin-1-yl-propoxy)-
1-[6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)

124 carbonyl]-piperidine-4- 460.02 and 424.5
carboxylic acid amide 1:1
hydrochloride L L
piperidine-4-carboxylic acid
amide (commercially available)
6-(3-piperidin-1-yl-propoxy)-
(3-hydroxymethyl-piperidin- naphthalene-2-carboxylic acid 1:1
1-yl)-[6-(3-piperidin-1-yl- hydrochloride (Intermediate M)
125 | propoxy)-naphthalen-2-yl]- | 447.02 and 411.5
methanone 1:1
hydrochloride

3-hydroxymethyl-piperidine
(commercially available)




pr opoxy) - napht hal ene-2- hydrochl oride (Internediate M
117 carboxylic acid (2- 484.51 and 412.5

walovstingbam no- et hyl )
2- di met hyl am no- et hyl
avai l able) 6-

- et hyl
-et hyl -

(4-fluoro-piperidin-1-yl)-[6-

napht hal ene- 2- car boxyl i c

am de 1: 2 hydr ochPOT/ER®05/005594
am ne (conmercially
(3-pi peridin-1-gbk=-propoxy)

cid: 1 (3 pi peri di n- 1-yl-prlopoxy)- hydrochl ori de MW
|Ext er madl 3, napht n-2-yl] 434 98 and
39%. 3 anone "1 hydrochl dri de Starting Materials (ﬁfﬁdy
A- 1| uoro pJ peridine (connercidlly available) 6-
3-piperidin-Il-yl-propoxy)- naphthal ene- 2-carboxylic
acid [l: 1 (4-benzyl - pi perli di n-1|- yA-§* {’leendd'}ré%e’?ﬂpeﬂ)de
I nt er medj. @ﬁp@ﬁldl&l%dw pi per i di mphthylengg?-oqrbomylic acid 1:1
007. 1p fz% ﬁr@-naﬁﬁﬂéléiﬁlzen- 2-yl] H?&rbé}mﬁm% (RREmldidte M)
hyidg ochl of icglolibenzy! - piipeiodilne’ (commercial |y 395.5
avai | jabl edyclbhexflamplepar i di|n- 1- yl{- prODOXV)
(4- et hyl - giypexchartide | - yl ){- napht hal ene- 2- car boxyl i ¢
acid [1:1 [6-(3-piperidin-1-yl-| Kyhsekmps gemmercially
(Intermediate M 120 pr opoxy) - fapht hal eavadabld)] - 468. 47
r&—396—4—rethanenre—12thydreghl-oride
4- met hyl - pi perazine (conmercigl!y 2a Le)
2005/(117865 PCT/ EP2005/ 005594 y(ﬁlséﬁl%l’%"m
Syst emeibcoriapipeNBiAStd)-t i[ng Mat arpiPaleRcotrFaILoNC acidviih)
6- ( 3-|pi pef-i(Hpiperidipil-ybr opcxy) 6-| ( Bydvoqhdaridd i(imtetmydliate M)
napht hatoprer) naphthBencyylle |ad9891: 1 and 459.5
pr opoxy) - nasHaReredile- 2- Hydrochl ori de (I nternediate W
hydrochloride L
4-bromo-piperidine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
(4-benzyl-4-hydroxy- naphthalene-2-carboxylic acid 1:1
piperidin-1-y1)-[6-(3- hydrochloride (Intermediate M)
128 piperidin-1-yl-propoxy)- 523.12 and 487.6
naphthalen-2-yl]-methanone
1:1 hydrochloride o
4-benzyl-4-hydroxy-piperidine
(commercially available)
6-(3-piperidin-1-yl-propoxy)-
6-(3-piperidin-1-yl- naphthalene-2-carboxylic acid 1:1
propoxy)-naphthalene-2- hydrochloride (Intermediate M)
129 carboxylic acid [3-(1- 469.02 and 433.4
hydroxy-ethyl)-phenyl]-
amide 1:1 hydrochloride
3-(1-hydroxy-ethyl)-phenyl]-
amine (commercially available)
6-(3-piperidin-1-yl-propoxy)-
(3-methanesulfonyl- naphthalene-2-carboxylic acid 1:1
pyrrolidin-1-yl)-[6-(3- hydrochloride (Intermediate M)
130 piperidin-1-yl-propoxy)- 481.05 and 445.4
naphthalen-2-yl}-methanone
1:1 hydrochloride .
3-methanesulfonyl-pyrrolidine
(commercially available)




W@ @S #18h®)

121 carboxylic acid 445.05 and 409. 4

1: 1 hydrochl oride cycl oheptylam ne (commercially

6-
6- (3-pi peridin-1-yl-

(3-piperidin-1-yl

- pr opoxy)

cycl oheptyl am de

pr opoxy) - napht hal ene-2- hydrocté oride (Internediate M

122 carboxylic acid 416.99 and 381.5

cycl opentyl am de

PCT/EP2005/005594
napht hal ene- 2- carboxylic acid 1:1

I:1 h
\Eai | jabl
?No:n\rgr oi%?yf—;elfl &PPa“ge

acidl]l:1 P [6-(3-piper

rid

Y1) -

ydrochlorldé cycl opentyl api ne (comercially
Y/
napht
din-|-

D oS Mags | o

yl - hydrochl ori de

MW
found

—

(M+H)*

(Integrmediate M 123 propoxy) -1
hydr oqg

bﬁhpﬁulfccnner0|
ipedd mﬂt)qpox y) -
XYydab @5 4Ci
Rydr och
460.

and 397.3 nethanone 1:1

4- hydr ops¥spk
(3-pﬂpe&bcgd&z
- ¥bt kalRpeh eﬁl@-gt}o
propoxy) N affitafahecre

124 clar bonyHyfirophlpedd di ne

4-

1-

aphthalen 2-yl] 43
hl &3 pigeridin-1-yl-propoxy)-

alaplythalerge-3-edrbaxyliGacid 1:1

Bﬁl‘rcic(h%rﬁle P@ftel @b dlate 11)

02 and 424.5

carboxylic acid am de 1:1 hydrcchld?Pﬂ@”Pﬂ1W“@hdme

pi per

aviar llahl A\ G- (2
AV CAT T

i di ne-4-carboxylic acid

n_J
W;yr

dlm décc(rmoemleﬂ)cavallalbk)

.9

Ionde(lﬁ%wmmanam

)

409.4

6—3—ptperid
( 3- hyidr oxynet hyl - pi peri d
acid

A1 \4}

and 41 1px5poxyéemh1&mhahﬂle-]z 1
3183/ dr ox yombp ? et di

dimethyl-p amide 1:1
hydrochlonde

i

n- napbht()hél

1:1 1-yl)-[6-(3-piperidin-
(1 nt gr medi- @t pipddinl 251-pr ogoxy) - nd3R

PI UPUI\‘Y

AR R PART

UL A

hydr oghhglrodhoride (Intermedlate M)

ed53.0% ¢

nmer ci al | ya@vai | abl e)

3,4-dimethyl-phenyl-amine
(commercially available)

P

417.5

(3-dimethylamino-
pyrrolidin-1-y1)-[6-(3-
piperidin-1-yl-propoxy)-
naphthalen-2-yl]-methanone
1:2 hydrochloride

133

482.5

6-(3-piperidin-1-yl-propoxy)-
naphthalene-2-carboxylic acid 1:1
hydrochloride (Intermediate M)
and

3-dimethylamino-pyrrolidine
(commercially available)

410.5

2,2,2-trifluoro-N-{1-[6-(3-

piperidin-1-yl-propoxy)-

naphthalene-2-carbonyl}-

pyrrolidin-3-yl}-acetamide
1:1 hydrochloride

134

513.99

6-(3-piperidin-1-yl-propoxy)-
naphthalene-2-carboxylic acid 1:1
hydrochloride (Intermediate M)
and

2,2,2-trifluoro-N-pyrrolidin-3-yl-
acetamide (commercially
available)

478.5

6-(3-piperidin-1-yl-
propoxy)-naphthalene-2-
carboxylic acid methyl-(1-
methyl-pyrrolidin-3-yl)-
amide 1:2 hydrochloride

135

482.5

6-(3-piperidin-1-yl-propoxy)-
naphthalene-2-carboxylic acid 1:1
hydrochloride (Intermediate M)
and

1-methyl-pyrrolidin-3-yl-amine

(commercially available)

410.5




WD 2005/ 117865 PCT/ EP2005/ 005594

-65 Ex. MWV

Systematic Nane MW Starting Materials found No.

W@ ko #7866 ( 3- pi peri di n-1-yl

6- (3-

pi peridin-1-yl-

- pr opoxy)

pr opoxy) - napht hal ene-2- hydroe6Teride (Internediate M

126 carboxylic acid 431.02 and 395.5

cycl ohexyl am de

PCT/EP2005/005594
napht hal ene- 2- carboxylic acid 1:1

methanone 1:2
hydrochloride

(Intermediate O) and

4-isopropyl-piperazine
(commercially available)

LL;E}H hydr ochl ori de cycl ohgxyl am|ne (commercial ly MW
avat | @bl €)gysiBmatiddphdrer i di Ry Y! - pro ]%% found
( Ndar jono- plyzner?ﬂ 1-yl)-| naphtlhal enfaé?afy Mﬁtgg(‘?}fl c (I\zfll{y
cid -1 [6-(3-piperidin-1-yld hydrochloride
(1 nt e medi at e M 127 propoxy)-rap hal en-2-yl]- 495.89
and 459.5 nethanone 1:1 |hydroghi £ 3rpjReridin-1 "Yll ]PIOPOXY
4- br oo- g pepigdiida-1-gconter ci all|napbthaletealykabosglic acid 1:1
(3- pi |p@fdpdicf)=naphthhle®PGHONY) - (4- hﬁﬁa&norfae ek % diate M)
napét hal e@erBiuewidetyy! | c |agsud9 1: and 449.4
pi per|i duiperidinyl-yb){ntetfadend1ydr ochl or| de (Int ermedi at e M
128 pli per ildihydfocklorige opoxy) - 523 nd 48
naphtfhal en-2-yl] -nmet handne 1: 1 h%d?@‘tqﬁ?‘BF‘;ﬁleplpe”dme
4- benzyl 4- hydroxy pi perl di ne (corfmmraiallyyavaﬂable)
avattabt C) 6= \o pl et ci=1= y{ =t upu1\y) =
6- ( 3-Jpi peridin-1-yl- naphthal ene- %-(qqg &eﬁ&hq 1:1
pr opaxy) - napht hal ene- 2- ydrocH rEe l? & M
129 clatéOxiydrirepypipdri 13-4(1- 469. 0’8’ & €-&-carboxylic
hydr ox ylogy) )lthplh!eﬁ gmi de 1: 1 hgdd b hydrehderide
3187 |hy dmeshogy-peneraginy L- nyl‘ﬂﬁs 44N ne (neamRdieied)layd 396.5
m: an - . -
avai |jabl e) hy I‘OCIEI)I?;'I A peri di n- 14yl - propoxy) ' .
4-methyl-piperazine
(commercially available)
6-(1-isopropyl-piperidin-4-
[6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalen-2-yl1]-(2- acid 1:1 hydrochloride
138 | isopropyl-pyrrolidin-1-yl)- | 445.05 (Intermediate O) and 409.5
methanone 1:1
hydrochloride . L
2-isopropyl-pyrrolidine
(commercially available)
6-(1-isopropyl-piperidin-4-
(4-benzyl-piperidin-1-yl)-[6- yloxy)-naphthalene-2-carboxylic
(1-isopropyl-piperidin-4- acid 1:1 hydrochloride
139 yloxy)-naphthalen-2-yl]- 507.12 (Intermediate O) and 471.6
methanone 1:1
hydrochloride R
4-benzyl-piperidine
(commercially available)
6-(1-isopropyl-piperidin-4-
(4-isopropyl-piperazin-1-yl)- yloxy)-naphthalene-2-carboxylic
[6-(1-isopropyl-piperidin-4- acid 1:1 hydrochloride
140 yloxy)-naphthalen-2-yl]- 460.06 424.5




(3- et hanesul f onyl -
pyrrolidin-
wOR0083078p3F peri di n-1 -yl
napht hal en- 2-yl ]

3- met hanesul f onyl

1-yl)- [6-

- propoxy) -
-met hanone 1:1 hydrochl oride
-pyrrolidine-6§comercially
avai | abl e) WO 2005/ 117865 PCT/ EP2005/ 005594

napht hal ene- 2- carboxylic acid 1:1
(3- hydrochloride (Internediate

481. 05 and 44PCHEP2005/005594

- 66 EX.

methanone 1:1
hydrochloride

4-fluoro-piperidine
(commercially available)

ng No. Systematic Nane MNStazti ng Materials found+ | \my
(MH)  6- (3PP N~ 11YhRr OPOXY) o - found
(Doi dopr opyT opyrrolidi n-1i- napht hal eREREMIERY | i ¢ (I\ﬁrﬁy
cid{1:1 yl)-[6-(3-pipenidin-l-yl- hydrochloride
(Intgrnmediate M 131 propoxy)-nap thalen 445. 0b
and 409.4 nethanone 1:1|hydro¢hl 8t &?Pnﬂ%l%@amhn4'
2- i SOuARHloxpUEthl fiskiras- (comn»r)dwat) haphéhelank-@dagioxgic
(3-pi per1 9I1|)116-t1- ﬁwpoxy) - 6-(3- pl fRT1: ﬂhfuradﬂﬁnde
napht hal epiperittic- a@y.d2 1 ntermediate O 4115
propcma);hﬂhalpmnhza]Lmathaxﬂmerydrochl or| &Ie (Ilnn‘% mz\ dlat e M
132 gar boxytlhiydroaldpdde 3, 44 453. (3 %q 417. ) d
di metjhyl - phenyl ) - ami de 1:|1 hydijocfit"d ?P@@“ﬂw'wpﬂlum
3, 4- di met hyl - phenyl am ne (consr @Ommvcmﬂymﬁlbbleb)
& (3 pl pe.“. et yl SRS SAZ S ) = |||cl||y|a|||||u-
napht/hal ene- 2- car boxylic aC|d 16 1- idin-4-
pyrrdlidin-1-yl)-[6-(3- rydroc | (gls" rgge %%“‘l’: e M
133 pi pét-isdpropg--piperjstiopoxy) - B ARPAY -carboxyhic
napht|hal dexy2ngphithalemetZhangne 1: hyd?@bhl bydredloride
3144 I‘FE‘EaFll?ﬂ’%lFﬁqq (Bymathdxiydil f86.9F ¢ omme(Iatedinkdiaavgizhdibl e) | 3714
6- (S-plpeﬁﬁqiggﬁdiyﬂ progoxy) mapht hal ene- 2- carboxy! i ¢
acid(l:1 yerocront 2-methoxy-ethyl-amine
(commercially available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
143 carboxylic acid 4-methyl- | 453.03 (Intermediate O) and 417.4
benzylamide 1:1
hydrochloride 4-methyl-benzylamine
(commercially available)
6-(1-isopropyl-piperidin-4-
[6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalen-2-yl]-(4- acid 1:1 hydrochloride
144 | trifluoromethyl-piperidin-1- | 484.99 (Intermediate O) and 449.4
yl)-methanone 1:1
hlorid
bydrochloride 4-trifluoromethyl-piperidine
(commerecially available)
6-(1-isopropyl-piperidin-4-
(4-fluoro-piperidin-1-yl)-[6- yloxy)-naphthalene-2-carboxylic
(1-isopropyl-piperidin-4- acid 1:1 hydrochloride
145 yloxy)-naphthalen-2-yl]- 434,98 (Intermediate O) and 399.3




2,2,2-trifluoro-N-{1-[6-(3- hydrochloride

(Inte

W it

rmediate M
mb&ne- 2- car bonyl | -

pi peridin-1-yl

513. 99

- propoxy) 134
and 478.5

3-yl} -acetam de 1:1 hydrochl oride

2,2,2-trifluoro-N-pyrrolidin-369L-

acet am de

PYPCDEPZN0F005594

commercially avail abl e) 6-
( 3- pi peri di n-1-yl - propoxy) - 6-(3-pi peridin-1-yl - MW
ndpht hal e Ilca' 1 found
pMNpoxXy) - r%p%mﬁtgclr ene. 2- Hydr ochl or i de>RHAE MPIFERF at e MJ(I\Zfﬁy
35 clarboxylic acid methyl -(1- 1482. 5 and 410.5
het hy| - pyrrolidin-3-yl) dmde 1:2hdroch| rlde
1- met hyl - pyrrolidin-3-yl-lanine | (& -piperidin-4-
avai | ablse) a8 Mtidih/B6Y PCT/ B Pﬂ@@&‘rﬁﬁlﬁﬁﬁme 2-Girbdzylic
MV No.  SiipiefBibdpiopyRTe Starft ngaé\{&m%y&baﬂ&@&nd
N 46 ([M+H) pipéridig-3-ypixpr i di [neskoy| |- pr OR?ﬁ%é%ledla e0) an 417.5
[ 6- ( 3 pdphehaledizay[Lmgthansrepht hal gne- 2-"car e c) acid
1:1 |propdxiybydrghlotilal en-i2-yl ] -i hydroch] ori de
(Intefmediate M 136 (4-tlrifl udr omebhyiluorpnipedding, 4
449. 4 pi peridin-1-yl)-mgt hanorle 1:(¢orhmercialuveilabie
A—tHHtoerorrethiyl—ptperia-re—(eormerctat--y—avattabte
6- (1-fi sopropyl - pi peri di n-}4 6-(1- - idin-4-
[ 6- (1-i sopropyl -pi peridin-4- ) ( 1501}):6}:13’ piper] 111: ’
v| oxy]) 6r@apsvpteplyepiperdliv-ar Hoxy| i d Yloxy)-naphthalene-2-carboxylic
1 oxy]) - ndphimaplehaleneyd-] -I(4- adi d 1add by dwdrethlonidede
13%7 net hy| <pbpehieadid: | - )402«%8 47 ((triérefaRaiitaadO0) 367.3
and SWC@PYW gﬂé‘dil hydr oghl ori de
41met hyl I PH o (CZI’TYEY ci gy 2¥pkdpheiyl-afiine
(1-isopropy peridin (commercially available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
148 carboxylic acid (2- 423.02 : 387.4
methylsulfanyl-ethyl)-amide (Intermediate O) and
1:1 hydrochloride )
2-methylsulfanyl-ethyl-amine
(commercially available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
149 carboxylic acid 4-fluoro- 456.99 (Intermediate O) and 421.1
benzylamide 1:1
hydrochloride .
4-fluoro-benzylamine
(commercially available)
6-(1-isopropyl-piperidin-4-
[6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalen-2-yl]-(3- acid 1:1 hydrochloride
150 methoxy-piperidin-1-yl)- 447.02 (Intermediate O) and 411.5
methanone 1:1
hydrochloride R
3-methoxy-piperidine
(commercially available)




(6-(1-1sopropyl -piperidin-4-

yl oxy) - napht hal ene- 2- car boxyl i c
wQ@b@sg)7sempht hal en-2-yl]-(2- acid 1:1 hydrochl peT/@R2003@5594

i sopropyl -pyrrolidin-l-yl)- 445.05 (Internedi ate 0)

and 409.5 nethanone 1:1 hydrozhl ori de

2-isopropyl -pyrrolidine (commercially avail able) 6-

(I-isjopropyl-pi peridin-4|(4-benzyl -piperidin-1-yl)- MW
[ &x. y|l oxy)g napht hal ene- 2-ic oxylic . .
(Nd.sopropsy%{?%lmﬁerl i n-4- gé\{ed 1.1 hydraareides 139 (ﬁf}%«n
vl oxyl) - napht halen-2-yl]- ]507. 12 (Internediate Q) and

<

\1%

471.6 methanone 1:1 hydrochl orji de 4-benzy]| - pi peri di ng
(commercially avail abl e) 6-(I-is&dﬂdﬁ?ﬁﬂﬁ'Bﬁﬁngﬁ:4
(4-1i sopropyl - pi perazi n-1-yl) - yloxy)-naphthalene-2-carboxylic
[y'§°f{> ?rféggggg}ﬁm%g;? Roxyli g acd L iydrochoride
s{1-is P! ?ﬁ; f di N-gs.0a¢i : . e 417.5
140 |l o g-xﬂg{ﬂ@fiﬁ ey 17~ 460. 06 ¢ t%%ﬁgé%%gju)gﬁé 0)
and 4243%ider sk hydrocpigride 5 hydroghl ori de . ,
4-i sapr opyl - pi perazi ne  (|conmmer cPBfehyLamine gmeyerggly
2005/|1117865 PCT/ EP2005/ 095594 -6_8 Ex. adaflabie.

S\Icf matie Nann MAI St Art ilna MKt 1 al f Al Na
T ATTUAT T U TWATTL T

VWV OJUC AT C I VAL Cr 1 U.TS LIAYA%LEA%] TN, (jhvnﬁ= 1
6- (1-isopropy|-piperidirT2
(4- hydr oxynet hyl - pi peri di|n- i
y| oxy)) e3riaydidsdpalyeokidi21 od)F Qoxy! i g ylqxy)npphthlene 2rcarboxylic
- i sopr mpiltisopmepyti piberidilnderjochl orfi de dd 1:1 hydrochloride
pilp2r|i dilxy-nablskalyn-2-4U7. Q41806 er nedimdrSe@hte@ndnd1l. 5| 3834
naphthale2§$E¥P;R¢§thanore 1: 1 {hydrochl ori de

4- hydr oxy Figidser i di ne (caomer gi _E%Qj | e)
6- (1-{i sopropyl - pi peri di n-|4 §}§ﬁ&&y i

6-(1-isopropyl-piperidin-4-

(commercially available)

6-(1-isopropyl-piperidin-4-

(4-hydroxy-piperidin-1-yl)- yloxy)-naphthalene-2-carboxylic

[6-(1-isopropyl-piperidin-4- acid 1:1 hydrochloride
153 yloxy)-naphthalen-2-yl]- 432.99 (Intermediate O) and 397.4
methanone 1:1
hydrochloride

4-hydroxy-piperidine
(commercially available)

6-(1-isopropyl-piperidin-4-

6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic

yloxy)-naphthalene-2- acid 1:1 hydrochloride
154 carboxylic acid (3- 470.48 (Intermediate O) and 398.1
dimethylamino-propyl)-
amide 1:2 hydrochloride

3-dimethylamino-propyl-amine
(commercially available)

6-(1-isopropyl-piperidin-4-

6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic

yloxy)-naphthalene-2- acid 1:1 hydrochloride
155 carboxylic acid ethyl-(2- 435.01 (Intermediate O) and 399.3
methoxy-ethyl)-amide 1:1
hydrochloride

ethyl-(2-methoxy-ethyl)-amine
(commercially available)




6-

(1 -isopropyl
yl oxy) - napht hal ene- 2- car boxyl i c

- pi peridi

n-4-

yl oxy) - napht hal ene- 2-

w@eiod/117885 hydr ochl ori de 142 carboxylic acid ( 2POPEPIING005594

406.95 (Internediate 0) and 371.4

ethyl)-amde 1:1

hydrochl ori de 2-net hoxy-ethyl-amne (commercially
avai |l able) 6- (1-isopropyl-piperidin-4
6- (1-] sopropyl pi peri din-4- MW
y IEgx y|) - na e Car o ¢ yloxy n%&ht hal ene- 2} gound
teria oun
adad |1: 1 hy roc orlde 143 cartoxyllc aer g et hyl - | (v+H)
4153 SL? (Internediate Q) nd 417 4 benzyl am de 1. 1
hydrochl ori de 4-nethyl - bgnzyl ari ne (comTe
avai ljabl e) 6- (1-isoprogyl -pipger iCcfil Fisopropyl- P’Pe“‘LX 4
[ 6-(L- '65(@ Q(o@)%yt Qip@ﬁ‘chh din- 4- . yloxy)-naphthalene-2-carboxylic
y| oxy)) - naphd haplehdent-2ar Qoxyl i d acid 1: 1hydrochlonde
ylie&y) - napdibbsliesi®ey| | - (498agijd 1: } é{g{eg% Lhge 14:} 4264
trifluaompholidgyl-pthplgamide- 1- 484. 99 (Interne at e 0)
and 449. 4 1:2tyfrarblohidnone |1: 1 hydrochl or :
A-triff | uoronet hyl - pi peridi ne (c&rﬁ?ﬁ?f’ Jeﬁﬁi ’5@5]1'2}%?e
6-(1-| sopropyl p| perl di n-{4 (4- ]l uorermpngrsiallyavailable) y| )
[C yITJ)\_y} = IICllJIIl_HaI ClIc= L' cdal bU yi | C
(ll-i s;)propﬁlt hp: per|2d| ln] 4- Zgizldql k. (ij%q {phq(ﬁnms
yl oxy)) - napht hal en-2-yl] - : er | at.e
399. 3 6rfdtito@nepykpiperidiytdr|ochl orli géxyﬂ }gg g %e Ol% |xg]llcne
(conmier cha*YDylaahthﬁﬂt@b? e) WO 2005/ 11?‘8‘@531 hYdrOChlorlde
P&37 Hre Zo2-pipesidiney 4904¢ (No. Susdrenabic©)Nade M 4244
Sta!rtlng g’%’ def]o%md (M-H)}  6- o
(ll-l sjopr Oph o Rfgi n-4 |(4, I4_— di f b uesepdnl RALdEAmlre
vyl oxy)) - napht hal ene- 2- car Qoxyl i ¢ (commercially available)
6-(1-isopropyl-piperidin-4-
(4-benzyl-piperazin-1-yl)-[6- yloxy)-naphthalene-2-carboxylic
(1-isopropyl-piperidin-4- acid 1:1 hydrochloride
158 yloxy)-naphthalen-2-yl]- 544.57 (Intermediate O) and 472.5
methanone 1:2
hydrochloride ) )
4-benzyl-piperazine
(commercially available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
159 carboxylic acid isopropyl- | 404.98 (Intermediate O) and 369.4
methyl-amide 1:1
hydrochloride ) )
isopropyl-methyl-amine
(commercially available)
6-(1-isopropyl-piperidin-4-
azepan-1-yl-[6-(1-isopropyl- yloxy)-naphthalene-2-carboxylic
iperidin-4-yloxy)- acid 1:1 hydrochloride
160 PIPEICI- Yy oxy 431.02 Y 395.5
naphthalen-2-yl]-methanone .
1:1 hydrochloride (Intermediate O) and
azepane (commercially available)




yl)-[6-(1-isopropyl -
pi peri di n-4-yl oxy) -
woaphtLmsben- 2- yl ]
4, 4-di f | uoro- pi peridine
6- (1-i sopropyl

yl oxy) - napht hal ene- 2- car boxyl i c

acid 1:1 hydrochl oride 146
452. 97 (Internmediate 0) and 417.5
- met hanone 1: 1 hydrochl ori dePCT/EP2005/005594

(commercially avail abl e)

-pi peridin-4 6-{124%sopropyl

- pi peri di n-4-
yl oxy) - napht hal ene- 2-

acid|l:1 hydrochloride 147 carboxylic acid 402.97 MW
( Emt gr medi ngd 367.13\nkY ¢! opropy! net m de found
1Nb. Hydr oc %Orl (§e cycl opropyl met hyl - %ﬂ IQXt i (1\22;1{)“
(commercially available) | 6-(14isopropyl-piperidin-4
6-(1-isopropy|-piperidin~4- . R
yl oxy{) - napht hal ene- 2- car hoxyl i ¢  Pr@B8PPrapabRipsrdinfe- 2!
acid(1:1 hydrochlorlde 1ﬂ8 car horedy)-wapithadene 2-cad23y102
(1l g;]elr ﬁE(Y 115813@) PIH‘?T “38‘7 3@ ; j ac1d 1:1 hydrochlorlde
mggny|l su 498 1 L‘? 369.3
2- nethyFQ' d m ne ?%la ﬁ?tg)g??able
6- ( I-|§5$ ﬁx ?%lr-4 . .
6- ( 1-|i sopr opyl - pi peri di n-4- isobutylamine (commercially
yl oxy}) - napht hal ene- 2- car hoxyl i ¢ onxy)mm&ﬁhﬁhalene 2t
act-d1—1+—hydroehtor-de—149—earhoxyHe—acttd—4—Hvoro
456. 99 (Internediate 0) and 421. 16 ?9. 3
hydrqchl oride 4-fl uoro-bgnzyl ar q $?%%#§P% %§ .
avai | ab-l(ia—)lsopﬁ)p@lplperﬂhﬂ opyl - p| per Y'oyrRaphthalene-2-carboxylic
[ 6-(1-i sy ﬁeﬂr di n- ac1d 1:1 hydrochloride
ylL@ky) .cn@p:mhh aﬂ@ﬁ@ hexyhr bd%? P? g (Intermediate O) and 409.3
yl oxy) - naﬁ%ﬂﬁ' iled:ly| 1-(3- acijd 1: 1 hydrochl oride 15p
nmet hgxy- pi ﬁ%ﬁiméﬂﬁr—l‘? yI )- 1447. 02 (I @};C%gg,{jh@{}gl Dingnd
411.3 nmethanone 1:1 hydiochl oni dabl
3- net|hoxy- pi peri di ne (conner0|aII§“§WEP?%&ﬂ¥ﬁ able)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
163 | carboxylic acid ethyl-pyridin- | 468.04 (Intermediate O) and 4325
4-ylmethyl-amide 1:1
hlorid
ydrochloride ethyl-pyridin-4-ylmethyl-amine
(commercially available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
164 carboxylic acid methyl- 467.05 (Intermediate O) and 431.5
phenethyl-amide 1:1
hydrochlorid
yeroconee methyl-phenethyl-amine
(commercially available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
165 carboxylic acid methyl- 404.98 (Intermediate O) and 369.1
propyl-amide 1:1
hydrochloride )
methyl-propyl-amine
(commercially available)




WD 2005/ 117865 PCT/ EP2005/ 005594

-70 Ex. MWV

Systematic Nane MW Starting Materials found No.

W@ kooshi#7865- ( 1- i sopr opyl

- pi peridin-4

yl oxy) - napht hal ene- 2- car boxyl i c

6- (1-

I sopropyl

carboxylic acid

PCT/EP2005/005594

-pi peridin-4- acy3-1:1 hydrochloride 151
yl oxy) - napht hal ene- 2- 453.03 417.5

cyclohexylamine (commercially
available)

phendthyl- (Tnternediate|0) and amde; 1:1
hyBatr achl or§ d anethy! - am pp commercially . fgﬁ:’d
ava. | [abl )" gn%f 1°S0pr opyl - pi per i di n>kpring Materlals (M+H)*
3- hyldroxy-pyrrolidin-|1-yl)-
vyl oxy)) - napht hal ene-2-carhboxyli¢ [6- (1 o
L i sopr opyl - pi peri di n-4- dcid 1{1 Rydriserpslpigeriding-
yl 0xy)) xN3R (ﬂ‘lh 418. 96 Yloxyh-enprebilatee-Gyboyli
ggg 3 ;tﬁ )@l 51:‘1 rochl oni del acid 1:1 h drcéchlonde
<1 By dr oxy- it me (qonmes ¢i a vai 409.3
(1- |SOQ9@@H) yWhaeylipebpi4 ((4- hydroxy)(I|5’i%le|5’[G’:nrecl1 (ﬁfnd
yl oxy)) - raﬂ:mht%aiyaftehlandcar hoxyl i g I
[ 6- (1-i sopropyl - pi peri di - 4- adideproPHpahskreBramine
153 y|l oxy) - napht hal en- 2-y{l ] - 43;2 996((nhm¢renalhyea}'adabb 0)
nd—-3974—pethareore—t—1-thydroght-or
4- hydr oxy- pi peridin (cormerci al I 4
(1-i sjopropyl -pi peridin-4{6-(1-i sq)grgpy ham E%’er‘:ﬁﬂ- -
y| oxy)) srapdvbhaplyepiperdiicar Qoxyl i ¢ t%%ﬂﬂé‘ﬁ%l“z
aci d [1: lylowpoHnatithamiecte 174 carﬁoxyl a@daébﬂdw@ﬂomﬁﬁo 48
(Ilﬁfér ratoxaticach) (Sandh@98.| 142088 et hy |(awdriedipfe@pyhi 385.5
am de 1: ZPWMBGMGOW de 3-di netlhyl am no- pr opyl - am ne
(conmer ci al§roaiasidcanl e) |6- (141 SopL oMYy RirbSi-hfidd- 4-
(commercially available)
6-(1-isopropyl-piperidin-4-
] yloxy)-naphthalene-2-carboxylic
6- (}}ljggrgfgll{t%ﬁ:;ﬁig‘l' acid 1:1 hydrochloride
168 carboxylic acid propylamide 390.95 (Intermediate O) and 355.5
1:1 hydrochloride
propylamine (commercially
available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
169 carboxylic acid 416.99 (Intermediate O) and 381.5
cyclopentylamide 1:1
hydrochloride ) )
cyclopentylamine (commercially
available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
170 carboxylic acid 431.02 (Intermediate O) and 395.5
cyclohexylamide 1:1
hydrochloride




6- (1-

I sopropyl

- pi peri di n-4-

yl oxy) - napht hal ene- 2- car boxyl i c
wa@eood/ 117885 hydr ochl ori de 155 carboxylic acid etpPgl/EPRO5/005594

435.01 (Internediate 0) and 399.3

met hoxy-ethyl)-am de 1:1 hydrodghl-oride ethyl -

yl oxy) - napht hal ene- 2-

2-met hoxy-ethyl) -amne (comercially avail able) WO
005/ 117865 PCT/ EP2005/ 00 - 71 BEx.” MW NO. MW
Sylst. epat i cg Sartin tierials_found No. (M+H)
5 NG.11 i sopr’j(;%)[}rjl‘3 pi per| di nf %\4 U Starting Materials found
(M+H)
-(1-|sopropyl -pi peridin-
V1 oxy) - napht hal ene- 2- car boxyl ic vyl oxy) - napht hal ene- 2+
bcid [L: 1 hydrochl oride 156 car boxyd-(lcisepepeyl-piperidiogt-49
I ntef rredl ate 0) and_ 426.4 yloxy)-naphthalene-2-carboxylic
hor phpl§-H- -laogwp mymémém de 1:2 hydr, gighllq,lryaggmon
i} o a
20t phot %{4‘ pluseId. o apos(comegeraly Yavi ) ssss
6- (1-| sSpt E/]? ?5 ‘Flﬂilen 4- .
V1 oxy) - napht hal ene- 2- car boxyl i d yl ogihyl-Trethrtaminene- 2-
aci d [1: 1 hydrochl oride 157 car Qoxyl (c@mmeicidlly available)
(2—ppertti—496-52{(t+ntHerrediat-e—0)—and-424. 4
1-yl -t hyl)-am de 1: 2 hydrochlgrid
2- pi p}eri di n-1-yl -et hyl - ani ne (corf‘frgrlcs:‘?pr?lfyl Pa?\?gﬁhf]zf’bl e)
6- (1 i6s@psoppolyl-pippetindi n- 4 (4-|bBEAFN B‘Ftb@?ftfﬂ parboxylic
| -yl )} [ Boxyinophythalereght hdl ene- 2- car bag yilihgdrochloride
(172sjpr o@ﬂl leelrlltﬁt n 4-) 408198 11: 1 hygoaehhrio)daqls8 | 3695
vyl oxy|) - na - 1544.57 (I ntermsdl ate '0) and
472.5 net H’zXﬁ’é’ﬁ’é‘OlldeZ hydrochl or{i c{grt_ uﬁ' QIP el[aa {j{neb
co rcially avail able 6- (1-|i
( ImP y ) ( avallable)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
173 carboxylic acid 388.94 (Intermediate O) and 353.4
cyclopropylamide 1:1
hydrochloride
cyclopropylamine (commercially
available)
6-(1-isopropyl-piperidin-4-
6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalene-2- acid 1:1 hydrochloride
174 carboxylic acid 390.95 (Intermediate O) and 355.5
isopropylamide 1:1
hydrochloride . .
isopropylamine (commercially
available)
6-(1-isopropyl-piperidin-4-
6-(1- Loieridind yloxy)-naphthalene-2-carboxylic
-\ 471S0propy’-piperidin-2- acid 1:1 hydrochloride
175 | _ yloxy)-naphthalene-2- | 4o, o 369.1

carboxylic acid diethylamide
1:1 hydrochloride

(Intermediate O) and

diethylamine (commercially
available)




6- (1-

I sopropyl - pi peridi n-

4-

yl oxy) - napht hal ene- 2- car boxyl i c
w@eiod/117885 hydr ochl ori de 159 carboxylic acid i SPEF/BP3005/005594

yl oxy) - napht hal ene- 2-

404.98 (Internediate 0) and 369.4 nethyl-amde 1:1
hydr ochl ori de i sopropyl - met hyl78ri ne (comercially
avail abl e) 6-(1-isopropyl-piperidin-4 azepan- | -yl -
[ 6- ( -isopropyl onxy)-naphthaIene 2-carboxylic 160 »rw
piliger | di n- 431 02 s‘!,rlgll ar.ide found
3.5 naphth h? vl -né@ﬁgnone (n#?é? i ) agiﬁy
nd 1 hydrochloride azegpane (jcommer Ci al ly available
MO 20D5/ 117865 PCT/ EP2005/ 005594 z gNV %ﬁ} 4
Systefrati c Name MV Startijng Matler i %t sSIRoRYPPERARY Y
1-is O@@der&ﬁyﬂﬁfbkx@dlﬁ‘- 44 yloxy)-naphthalene-2- carboxyhc
y| oxy) - ngigkp) habehdent=2ar joxyl i g acid 1:1 hydrochloride
6-108- ) Sepbxpld acidinpelyl-¢i-n-|4468@ai|d 1 ](IJIXrg{eﬁﬁ{él(ﬁrath 161 4325
v oxy| pyriiirh2fyhtteylpaidide404. 98 369 car oxy iC ac
sobuf yl - (Hydteehloedé at e d) and am dﬁ'i é 21 tﬁ)rl de
sobutyl am ne (commerciallly ava ey
(1-i sppropyl - pi peri din-4 |6-(1- |sopnmv&wnp¢@@HY@%ﬁiﬁﬂ
yH-oxyp)—raphthatere—2—caroxyte—ytoxy)—raphthatene=25
acid [1: 1 hydrochl oride 142 carboxwilqs Mﬂd M@h@mggyl
145. 0b (Internediate 0) and 409. ﬂg% é
hydr o go% CY5 th(ﬁﬁ% rret hyl |- &P ?}?ﬂ“f:ezr&air TR
avai | Plﬁ/t 6pi ger i di mcid 1:1 hydrochloride
6-171- | §Q 5@'&&/ Cl(meggme l,,ln- 44 7.0 (Intermediate O) and 4315
vl oxy) - yarehiriger doxylicd yl oxy) - napht hal ene- 2-
aci d [1: 1 hydrochlorlde 163 carboxyllge@ﬂg}rﬂ_mm1e
et hyl+ pyridin- 468.04 (Internmedi at e(corzlmemanyavaﬂa%le)
6-(1-isopropyl-piperidin-4-
[6-(1-isopropyl-piperidin-4- yloxy)-naphthalene-2-carboxylic
yloxy)-naphthalen-2-yl]-(2- acid 1:1 hydrochloride
178 methyl-piperidin-1-yl)- 431.02 (Intermediate O) and 395.5
methanone 1:1
hydrochloride 2-methyl-piperidine
(commercially available)
6-(1-isopropyl-piperidin-4-
(3-dimethylamino- yloxy)-naphthalene-2-carboxylic
li)s ?;géf;ﬁ;ggg;{gig: acid 1:1 hydrochloride
179 yloxy)-naphthalen-2-yl]- 482.5 (Intermediate O) and 4104
methanone 1:2
hydrochloride 3-dimethylamino-pyrrolidine
(commercially available)
6-(1-isopropyl-piperidin-4-
yloxy)-naphthalene-2-carboxylic
6'(11'i50§3r°PY1}l‘t}P;$eridgl'4' acid 1:1 hydrochloride
Y10Xy)-nap. ene-2- .
180 | carboxylic acid methyl-(1- | 482.5 (Intermediate O) and 410.5
methyl-pyrrolidin-3-yl)-
amide 1:2 hydrochloride methyl-(1-methyl-pyrrolidin-3-
yl)-amine (commercially
available)




4-yl met hyl -am de 1:1 hydrochl ori de
et hyl -pyridin-4-ylnmethyl-amne (comercially
w@r@shaish®) 6-(1-i sopropyl -piperidin-4 6- (1 PCI/EP2005/005594

-1 sopr opyl

- pi peri di n- 4-

yl oxy) - napht hal ene- 2- car boxyl i-@6 -yl oxy) - napht hal ene- 2-
acid 1:1 hydrochl oride 164 carboxylic acid nmethyl -

ﬁé¢0 (Intermediate 0) and 431 5 phenethyl-amde 111 pw
Ny o hl ors eIt Qythe Phenetipy -lam ne il ly found
a\l‘éfb | abl e }q6 (1-1 so%r opyl| - pi peri di Slfgl%ggm{eﬁa@ (M+H)*
-(1- anr opyl -piperidin-Y-
/ony -naphthalene 2- car bloxylic é% hthalen 2-
icid 1: 1 hydrochl oride 165 car bjox %ﬁgy Pﬁﬁ f
04. 98 [6) NisepwBplipAtetid)4-and 369| Yloxpruspythalane- %réar!zowhc
nydr og h}l@dy) dephimteRytylp(opy! - amijne  (acidmeydioahlbside
AVl alhehanWMilfa®0-piidids 5 MUSEPZOOS(/%}&Q&%%ﬂte O)/ahdEX. 445.4
MWV ND. SysnemmMmﬂghhhe Starfting Materials Tound
MrH) I 6- (Hydrebloridey| - pi peri din- 4 i
5- (1- | sopr opy! - pi peri di n-}4- 3-methanesulfonyl-pyrrolidine
/1 oxy) - napht hal ene- 2- car bpxyl i c yI@RWTEﬁﬁﬁhPﬁ&ﬂ%ﬂe 2-
reta—-t—hydrochtorde—t XytTTacrd 44505
I ntefnedi ate 0) and 409. Iog;@pﬁbﬂgﬁﬁthgagpyl
am dej 1: 1 hydrochl ori de clycl oprj % ﬁlm@ﬂgﬁ¥abgnhp
commeré(laisbpropy-gipendiney - (1-| ;1? B
5- (1- Sory}og@ymapbthlglpq-bt, n- Y- ac1d1 lhydrochlonde
y118%y) - naprerke ‘ﬁé“‘ Lcar boMAT) 1 otyronsipit i 2- 409.3
Ecid L: 1 $ Pﬁ@grﬁ 6[7 carbpxylic acid (3-methoxy-
20. 98 (Int offe o) and 385, BycdHePRMioneABHRerkialy
available)
6-(1-isopropyl-piperidin-4-
yloxy)-naphthalene-2-carboxylic
2,2,2-tr iﬂucl)r 0-N- {é“ [61;(1' acid 1:1 hydrochloride
isopropyl-piperidin-4- )
183 yloxy)-naphthalene-2- 513.99 (Intermediate O) and 478.4
carbonyl]-pyrrolidin-3-yl}-
acetamide 1:1 hydrochloride 2,2,2-trifluoro-N-pyrrolidin-3-yl-
acetamide (commercially
available)
6-(1-isopropyl-piperidin-4-
1-[6-(1-isopropyl-piperidin- yloxy)-naphthalene-2-carboxylic
4-yloxy)-naphthalene-2- acid 1:1 hydrochloride
184 carbonyl]~piperidi'ne-4~ 460.02 (Intermediate O) and 424.5
carboxylic acid apnde 1:1
hydrochloride piperidine-4-carboxylic acid
amine (commercially available)
6-~(1-isopropyl-piperidin-4-
(4-cyclopentyl-piperazin-1- yloxy)-naphthalene-2-carboxylic
y1)-[6-(1-isopropyl- acid 1:1 hydrochloride
185 piperidin-4-yloxy)- 522.56 (Intermediate O) and 450.5
naphthalen-2-yl]-methanone
1:2 hydrochloride . .
4-cyclopentyl-piperazine
(commercially available)
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20

hydr ochl ori de 3-net hoxy-propyl-amne (comercially
avai |l able) 6-(1-isopropyl-piperidin-4

wQ b@gg)78eapht hal ene- 2- car boxyl i c PCT/EP2005/005594

6- (1-isopropyl -piperidin-4- acid 1:1 hydrochloride 168
yl oxy) - napht hal ene-2- 390.95 3855 carboxylic acid
ropylam de (Internediate 0) and 1:1 hydrochl oride

propyl am ne (commercially available) 6- MW

( Exi sopro i n-4 |6y fk-1sopro i N-4- | f5und
yNoxy) - na%#tﬁg%tgg\feh% car bo%{/l i¢c oyl ogywulr%é\g%frﬁ il ene- 2} (I\?If}l{)’r
acid|1:1 hydraochloride 169 car mX\LI ic acid 416 99

(Interrrediate 0) and 381.|5 cy¢ |lam . de 1.
hydrqchl ori de cycl opentyl|ani ne ﬁﬂ%“ér/og’foﬂ'lf jpétidin-4-
avai llabl e) 6-(1-iso ropyl pi pe r)flw}rna?hthalene -2-carboxylic
6- (1-]i Sdprisopye YbPlﬂ?éfrl acid 1:1 hydrochloride

| viespmephthd k 2t
Z&é’%”ﬂ% gﬁh 11- 9&4 @oxyl PRI RREDEENE- 2 5365
15
d

(1 nt gr BT gh
hydr dchl ofi Ggdr Pn exyl ami ne n@e leorf’Pethyl‘ghenyl)'
avai l{abl &) WO 2005/ 117865 PCT/ EP2 OB egmEgammerciallEy

MV No. Systenatic Name MV Starting Matseeilale found

(M) + 6 (—1—-seprepyH—ppert-tin—4—6—(F+—+so—ro—+—i

eridi n-4- yl oxy)-napht hal ene-2-carboxylic p py pp
171 yl oxy) - napht hal ene-2- 390.95 acid 1:1
hydrochl ori de 355.5 carboxylic acid ethyl-nethyl-

(Internediate 0) and am deﬁ'xaﬁ{pfe faydrochl ori de

[6-(1-Isopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-((R)-2-methyl-pyrrolidin-1-yl)-

methanone

The racemic (2-methyl-pyrrolidin-1-yl)-{6-(3-piperidin-1-yl-propoxy)-
naphthalen-2-yl]-methanone 1:1 hydrochloride (Example 6) was resolved on a
ChiralPack AD® column (Daicel Chemical Industries Ltd.) eluting with heptane /
ethanol 85/15. The product fractions were evaporated, yielding to 175 mg (38 %) of the
desired product as a white solid. MS (m/e): 381.2 (MH", 100%)

Example 188
{6-(1-Cyclopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-morpholin-4-yl-methanone
Step 1: 3-[Cyclopropyl-(2-ethoxycarbonyl-ethyl)-amino]-propionic acid ethyl ester

A mixture of ethyl acrylate (30.0 g, 300 mmol, 2.0 eq.) and cyclopropyl amine (8.5
mL, 149 mmol, 1.0 eq.) in absolute ethanol (45 mL) was stirred 24 h at room
temperature. The crude mixture was purified by fractionated distillation in vacuo
(20 mbar). One fraction was collected (boiling point : 135 °C at 20 mbar), yielding to
20.58 g (54%) of the desired product as a colorless oil. MS (m/e): 274.3 (MH", 100%).

Step 2: 1-Cyclopropyl-piperidin-4-one

A solution of 3-[cyclopropyl-(2-ethoxycarbonyl-ethyl)-amino]-propionic acid
ethyl ester (10.0 g, 39 mmol, 1.0 eq.) in anhydrous tetrahydrofuran (65 mL) was added
dropwise to a solution of sodium hydride (60% oil dispersion, 2.33 g, 58 mmol, 1.5 eq.)
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ethyl -nmethyl -anmine (comrercially available) 6-
(1-isopropyl-piperidin -4 6-(1-isopropyl -pi peridin-4-

wQ b@gg)78eapht hal ene- 2- car bo) cylic PCT/EP2005/005594

yl oxy) - napht hal ene-2- acid 1:1 hydrochl oride 172
carboxylic acid tert- 404.98 (18 ernedi ate 0) and

369.5 butylam de 1:1 hydrochloride tert-butylam ne
1(1Qﬁh?dil’ous sdttapyd@biaiah £65 mL). Absplixe stharad H1.79 i Pemivel,d-Meq.) was
gFrg %dc;esdggﬁﬁ F\%h{tl@ REKHAL Baé healted under reﬂu)x for 24 h. The solutlon

carbox napht hal ene- 2-
cd:ctaldeClWiS hwradu@m (er G2 vmﬁedlﬁmdomvc pqid ard partigioned between water

{#dgaftlgél Tegdh! '?heng @81% I3yt V\f]as e}@tY&.JtéHOsKrﬁlP Xﬂhﬂﬂc@ﬁtel The combined

hl ori de cy
q;ﬂ;rgp’qs a\ﬁzr% rllec%Q\(eg_ squgpr % te aﬁaﬁ}é‘? ogyncg?&gsl glrnoved in vacuo, yielding to

fo-d dof RagisBRil - pi per i dl n- 4-
yl oxy) napht hal ene- 2- car boxyl e yI oxy) - napht hal ene- 2-

?fint ﬁgfall gdr OChlﬂgL delar gl X¥n g%ﬁigglyg?c%h?diic acid (130
i Jifoo SH. dlﬁedbas@apon Wﬂm%dnen bydmm%dcaaﬁll $ PHves 1 2pthe)crude

rﬁP%'g(‘% whas %Qﬁgcﬁé(c} with Qﬁ{y'l Qleiité ’ﬁhe combined extracts were dried over sodium

ene- 2-'car bo
s@lfetrainécslm At w.aﬁ)eqm@feﬁlm)y(w&& Therorydqmigtareryaspugified by
ﬁ‘dallcgit&rr]ﬁtleg @%ﬁgﬁ‘@érﬁ?ﬁrﬁao 4'n19§§ R ﬂacu@ﬁm@)é&llldﬁlﬁeda(bbﬂmg point:
er
T Ei D I N 2o 70 26 B i P S a0 & Folpgiseol. MS
(BJT): ERR.0QBD036@%). - 75 Ex. MW Systematic Nane MV
Starting Materials found

Step 3: 1-Cyclopropyl-piperidin-4-ol

To a cold (0 °C) solution of 1-cyclopropyl-piperidin-4-one (1.5 g, 11 mmol, 1.0
eq.) in absolute ethanol was added sodium borohydride (306 mg, 8 mmol, 0.75 eq.). The
reaction mixture was stirred at room temperature for 65 h. The mixture was
concentrated in vacuo. Ice water (10 mL) was added, followed by an aqueous solution of
sodium hydroxide (28% w/w, ca. 10 mL) and dichloromethane (20 mL). The mixture
was stirred at room temperature for 2 h. After phase separation, the aqueous layer was
extracted with dichloromethane. The combined organic layers were washed with brine,
dried over sodium sulfate, filtered and evaporated in vacuo. The crude mixture was
purified on silica eluting with DCM/ 2N NHj in methanol 93/7, yielding to 1.44 g (95%)
of the desired product as a colorless oil. MS (m/e): 423.1 (MH", 100%)

Step 4: 6-(1-Cyclopropyl-piperidin-4-yloxy)-naphthalene-2-carboxylic acid methyl ester.
Hydrochloric acid salt

To a solution of 1-cyclopropyl-piperidin-4-ol (272 mg, 1.9 mmol, 1.3 eq.) in
tetrahydrofuran (7 mL) was added a solution of 6-Hydroxy-naphthalene-2-carboxylic
acid methyl ester (commercially available) (300 mg, 1.48 mmol, 1.0 eq.) in
tetrahydrofuran (5 mL) and tri-n-butylphosphine (600 mg, 2.96 mmol, 2 eq.). A solution
of azodicarbonyldipiperidine (749 mg, 2.97 mmol, 2.0 eq.) in tetrahydrofuran (5 mL)
was added within 3 min. The reaction mixture was stirred 48 h at room temperature. The
reaction mixture was concentrated in vacuo, stirred in 15 mL dichloromethane/heptane
1/1 v/v and filtered. The solid was washed with 15 mL of dichloromethane/heptane then
discarded. The liquor was concentrated in vacuo. The crude mixture was dissolved in



10

15

20

No. (MtH)+ 6- (1-isopropyl-piperidin-4
6- (1-isopropyl - pi peri di n-4-

wQb@sg)78empht hal ene- 2- car boxyl i ¢  yl oxy) - napht P&l/8Pmo2005594

acid 1:1 hydrochloride 176 carboxylic acid nethyl-(2-

468.04 (Internediate 0) and 43225

pyridin-2-yl-ethyl)-amde 1:1 hydrochloride nethyl -
¢tRylpyetatt (10 2a1y)l Asblusibn ofhydrecilotemad & ethylacetate (228 M)4 mL) was

addegl,rl{ Hﬁsfw& BP é‘let}g)rlgﬂ bﬁfypetﬁgxy ??W%)O'EP% gesullltmsr; &ﬁﬁ? was, s_tlrred 2h
#0146 then FipesdoBhe soldws Washet wily methh i @heiher then dried in

%ﬁuo,gﬁel&%g 1024(CRE 00306} bftthadbdredP8NMict 88 AWohite solid. MS (m/e): 362.7
éghate 0) "and amide 1:1 hydrochloride

amne (comercially available) 6-
(1- |sopropyl-piperidin-4 [ 6-(1-isopropyl-piperidin-4-
Sthp&y):é-lﬁ H-[ﬂytb@f@ybpﬁ)eddhbéxddﬁyq\,-naphthalenﬂ-yl]—morpholin-4-yl-
%%&ﬁ % aphthalen -yl]-(2- acid 1:1 hydrochloride 178
y pi peridin-1- yI)- 431.02 (Internediate 0) and

395. met hanone 1: 1 hydroch| ori de 2-nethyl - pi peridi ne
( co rm@ A solatipy oﬁ@éhca@p@ppylspmnd@owl@m nﬁ?qug? leng-grearboxylic
PRA Batbayid P&&ﬂdﬁ&é&i@ sanqabi | @PEméndlal. begy lish £ mixture of

é‘?%ﬁg]ralb h)@i d][iﬁh 10l ﬁg% ngL) ‘yl%grr(? cinhi o\{ralls 13 ? thium

h/)}d?ﬁxi):le (Whlﬁgfmaéiﬁnﬂwlﬂ y) eq § |'JTHe&ﬁixaﬂB ahaestityedatds5 °C overmght The

anone_ 1:

GEAF RERRSS S RCHURIE Pierlo- Watsr Al 1Pt gdsd and ghs sgypension

ﬁas(ahdlﬁclb('p}}byd 2pwithrtiydiavhlbric acid. The solution was concentrated in vacuo.

yl oxy) - napht hal ene- 2- car boxyl i c

6 (1p 1gg1§ QRI&Q%&FH&: Ras Hfgédilveﬁ 1n%h%}fférnlfh\fﬁﬂ@ Q‘.h hﬁ') | @Benzotriazol-

ene- 2 car |c aci d HE
eqem?@y]élrgx}lugh@tq 9015) borate, morpholine and iethyliso-

propylamme were added. The crude mixture was stirred at room temperature for 24 h.
The mixture was partitioned between ethyl acetate and a sodium hydrogenocarbonate
aqueous saturated solution. The aqueous layer was extracted with ethyl acetate and the
combined organic layers were evaporated in vacuo. The crude mixture was purified on
silica eluting with DCM/ 2N NH; in methanol 97/3, yielding to 145 mg (67%) of the
desired product as a white solid. MS (m/e): 381.5 (MH", 100%)
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met hyl -pyrrolidin-3-yl) amde 1:2 hydrochl oride
nmet hyl - (1-net hyl -pyrrolidin-3- yl)-amne (commercially

wae@shaishe) WO 2005/ 117865 PCT/ EP2005/ 005594 PG@BER2005/005594

MN No. Systematic Nanme MV Starting Materials found
(MtH) }  6- (1-isopropyl-piperigin-4

yl oxy) - napht hal ene- 2-carboxylic [ 6-
(1-1sopropyl - pi peridin-4 yl oxy)-napht hal en-2-yl]-(3-
acid 1:1 hydrochl ori de 181Emmnpledesul f onyl - pyrrolidin-
481.05 (Internediate 0) and 445.4 1- yI) met hanone 1:1

hy dr F’iﬁﬁlc&ri ﬁ%ab%tﬁ“&?&%}ﬂﬁfg%éé ?d(ﬁ{)lwnps%ﬁl Qi e?&ﬁ:ean be.naélmrlll_f%_tured ina

(commerci a aval PopyT - pi peri
@Wiﬂl@lﬁiﬂ@{wﬂer pi peri di n- 4-
onxy) napht hal ene- 2- carboxylic yl oxy)-napht hal ene- 2-
acid_ 1:1 hydrochloride 182 carboxylic acid 445. 05
iate 0) and 409.3 cycl ohept yl amBeartablet
hydr ochl ori de cycl oheptyl am ne (comercially
Reamdlabl e)  6- (1-i sopropyl - pi peridin-4
yl oxy) - napht hal ene- 2- car boxyl i c
rj fduor {1-[6-(1- acid 1:1 hydroghl oride
%Om rzoodeOflforpné‘?langn 4 183 yl oxy) - napht hal eﬁ@ozm 8513008 mg
Interned[ate Of and 478.4 carbonyl]
gracoysiadiime Ellpldse acet ani de 1: 1 hydrochl o28deng  43.5mg
2,2,2-trifluoro-N-pyrrolidin-3-yl- acetam de

m&mﬁr&hdy avail able) 6- (1-isopropyl-gopehkdi N7¢t0 mg
(1-i sopropyl - pi peri di n-

|0 ht hal ene- 2- car boxyl i ¢
? Vﬁ8§9ggﬁaphthalene 2- acid 1:1 hydrochl ofddrg  150mg

Sodium starch glycolate 125mg  17.0 mg
Magnesium stearate 1.5mg 4.5mg
(Kernel Weight) 1200 mg  350.0 mg
Film Coat:

Hydroxypropyl methyl cellulose 3.5mg 7.0 mg
Polyethylene glycol 6000 0.8 mg 1.6 mg
Talc 1.3 mg 2.6 mg
Iron oxyde (yellow) 0.8 mg 1.6 mg
Titan dioxide 0.8 mg 1.6 mg

The active ingredient is sieved and mixed with microcristalline cellulose and the
mixture is granulated with a solution of polyvinylpyrrolidon in water. The granulate is
mixed with sodium starch glycolate and magesiumstearate and compressed to yield
kernels of 120 or 350 mg respectively. The kernels are lacquered with an aqueous

solution / suspension of the above mentioned film coat.



184 carbonyl ] - pi peridi ne-4- 460.02 (Internediate 0)

and 424.5 carboxylic acid am de 1:1 hydrochl ori de
w@rpsni1mbhe- 4- car boxylic acid am ne (conmer ci BCT/EP2005/005594

avai | abl e) 6-(1-isopropyl -piperidin-4

(4-cycl opentyl - pi perazin-1- -81-

yl oxy) - napht hal ene- 2- carboxylic yl)-[6-(1-isopropyl-

acid 1:1 hydrochloride 185EgimgleiBdi n-4-yl oxy)- 522.56

(Intermedi ate 0) and 450.5 naphthal en-2-yl]

e banene 2, Ditiechl i i e ol onsnt s s
ReVLERAADELAAE594 -77 Ex. MW No. Systematic Name MWV

Starting Materials found . (MtH)  6-
(1-isopropyl -piperidin-4

Yhoedientsapht hal ene- 2- car boxyl i c Per capsule
[6-(1-isopropyl-piperidin-4- acid 1:1 hydrochl oride
YoospoundffermaletD2-yI ] - [4 186 25.0mg
(4-trifluoronethyl-phenyl)- 598.54 (Internediate 0)
JRGoR26. 5 piperazin- | -yl] -methanone 1:1 150.0 mg

hydrochl ori de 4-(4-trifluoronethyl-phenyl)- piperazine
qoqmmercj ally available) Exanple 187 |

ég?ﬁ9$§% ropyl - pi peri di n- 4-yl oxy) - napht hal en- 2-yl ] 20.0mg

-((R-2-nethyl -pyrrolidin- I-yl) - nethanone 5 The

flakeeri ¢ 5.0 mg

(2-met hyl -pyrrolidin-I-yl)-[6-(3-piperidin-1-yl-propox

y) - napht hal en-2-yl] -nethanone 1:1 hydrochl oride

(Exanple 6) was resolved on a Chiral Pack AD(r) col um

(Dai cel Chem cal Industries, Ltd. luting with hept.ane

| clressorpasnie Fedandaniad pad s hld heptued o R

evaporated, yielding to 175 ng (38 %9 of the desired

product as a white solid. : 381.2 (MH, 100%
10 Exanple 188 | __._13___%5‘&141”{6%

6- (1- Cycl opropyl - pi peri di n- 4-yl oxy) - napht hal en- 2-yl ]

- mor phetibA sdluiibnéeintane de: follbwing tompesifiGyc| opr opyl -
(2- et hoxycar bonyl -ethyl) -am no] -propionic acid ethyl
ester

Compound of formula (T) 3.0 mg
Gelatine 150.0 mg
Phenol 4.7 mg
Sodium carbonate to obtain a final pH of 7

Water for injection solutions ad 1.0 ml



A mxture of ethyl acrylate (30.0 g, 300 nmol, 2.0
eq.) and cyclopropyl amne (8.5 nL, 149 mol, 1.0
we@eoop/1i1868bsol ut e et hanol (45 nL) was stirred PAI/BPEDS/005594

room 15 tenperature. The crude m xture was purified by
fractionated distillation in vgguo (20 nbar). One
fraction was collected (boiling point : 135 C at 20
mbar), yielding to 20.58 @x4lflD of the desired

product as a colorless oil. M5 (me): 274.3 (M,

100

sol u/%(l)f(t) ﬁé&!?lp g,a%[ﬂél%/sc @ﬁgélgg{gﬁg%( 5) 1%%(1ngrea e(r)l’ﬁsy a%é)t r1]'§}erraufactured ina
canyenidpnal mgpneni c acid 20 et hyI ester (10.0 g, 39

mmol, 1.0 eq.) in anhydrous tetrahydrofuran (65 niL)

\@gs;ﬂé@aﬁt@n&r opwi se to a solution of sodium hydride
% oil dispersion, 2.33 g, 58 mol, 1.5 eq.) WO

05/117 6& PCT/ 2005/ 005594 -78 in anhydrous
%’? ‘Vﬁf 5 nL). Absolute ethanol (1.79 g, 330m8
mmol, 1.0 eq.) vvas then added. The resulting m xture
WaHoweeed under reflux for 24 h. The sol ution 8.0mg
obt ai ned was neutralized (pH :7) with diluted acetic
j ) b bet ween water and ethyl acetat
ng%%é&ggdg?o %%/%a%r}ags extracted with ethyl acetate. £omg
he g;m ned 5 rac s were dried over sodiumsulfate
ﬁEFla([hﬁ Yéfﬂg%ﬁf? ved in vacuo, yielding to 340mg
10.2 g of reddish 0|I This crude oil was then heated
Sogebeanafil ux in 18% w w hydrochloric acid (130 mlL)10.0 mg
for 5 h. After basification wth sodi um hydroxi de (ca.
sthe crude nixture was extracte
%?lght(%f@y?&geccggj 6. The combined extracts were dri ?%SOmg
over sodiumto sulfate and the solvent was renoved in
{aslatim cappile cr ude ni xture was purified by fractionated
distillation in vacuo (20 nbar). One fraction was
Q;Q-lalngct ed (boiling point: 75 C at 20 nbar), yieldipomg
to 3.6 g (67% of the desired product as a col orl ess
j me): 140.0 (M, 100% . Step 3:
%—1763%9'\@8 pyl - pi peridin-4-ol 15 To a cold (0 O 32.0 mg
solution of 1-cycl opropyl-piperidin-4-one (1.5 g, 11
Kaobn 83.0 eq.) in absolute ethanol was add&f nspdirmmatter)
bor ohydride (306 ng, 8 mol, 0.75 eqg.). The reaction
o idiqes stirred at roomterrperature for 65 h. T
m Xt ure vvas concentrated in vacuo. lce water (10 nL
¥¥a adF foll owed by an aqueous solution of sodium
)‘PH ‘QS%W/W ca. 10 nL) and dichl oronet hane (2bmg
The mxture 20 was stirred at roomtenperature
for 2 h. After phase separation, the aqueous |ayer was
extracted vvith di chl oronet hane. The conbi ned organic
dri

| d
| Y 318 R ST B S Y S s and

thé soixinee indilled mm sdﬁ gai!atoncmsuhesaf apippopminge size. Thedilked 20ft gelatin

44 g (95% of the
eS|1 érs gaé%%%%%m%zﬁgamc%'e?rs?ﬂ?go %lg}n]esl\/s (me): 423.1

(M, 100% 25 Step 4:

6- (1- Cycl opropyl - pi peri di n-4-yl oxy) - napht hal ene- 2-carb

oxylic acid nmethyl ester. Hydrochloric acid salt To a

sol ution of 1-cycl opropyl-piperidin-4-ol (272 ng, 1.9

nmmol, 1.3 eq.) in

“4 mg



tetrahydrofuran (7 nL) was added a sol ution of
6- Hydr oxy- napht hal ene- 2-carboxylic acid nethyl ester

w@ casrrerses al | y avail able) (300 ng, 1.48 nmol, BCDEBRIPOF/005594
in 30 tetrahydrofuran (5 nL) and tri-n-butyl phosphi ne
(600 ng, 2.96 nmol, 2 eq.). A-8plution of
azodi car bonyl di pi peridine (749 ng, 2.97 mol, 2.0 eq.)
in tetrahydrofuran (5 nL) BEsasmphdtied within 3 mn. The
reaction mxture was stirred 48 h at roomtenperature.

The or tion. r C i :

ot r PR ol Y oD SARERD BPbe hinifiiiBkain g
¢arivertiensl manmesol i d was washed with 15 ni of

di chl or onet hane/ hept ane then 35 di scarded. The |i quor
%W@ﬂfbﬁhﬁﬁ(i{ﬁ vacuo. The crude m xture was 50.0 mg
di ssol ved in WD 2005/ 117865 PCT/ EP2005/ 005594 -79

t hyl et at 10 m.). A solution of hydrochloric i
ﬁ%c%’éﬁfnef&&%sfe (2.23 M 4 nL) was added, foIIov@géﬂmg
by nethyl-tert-butyl ether (10 nL). The resulting
MMictearistallse ellitose WAGEL BH 102)C t hen filtered. Thd400.0 mg
solid was washed with methyl-tert-butyl ether then

Hffn icBrbo¥ byl %liflosd Ng to 240 mg (45% of the  140m
g@?ﬁ?ﬁé pfgg%ctyas aowhite solid. Ms (me): 362.7 5 S

(M+, 100%., . St 5:
[PGS’]XViP)é?)EF%]ﬁ#E‘prQpiperidin-4-y|oxy)-naphthalen-z-yﬂ?‘gnlg
nor phol i n-4-yl - net hanone To a sol ution of
Méghesivetsoaiatpy| - pi peri di n- 4-yl oxy) - napht hal ene- 2- c30.0 mg
oxylic acid nethyl ester hydrochloric acid salt (205

. 57 ], 1.0 eq.) in a mxture of 10
&t Pan ﬁﬂg Uran (3 nL), nethanol (1.5 nl) and water %ang
m.) was added |ithium hydroxide (52 ng, 1.25 mol, 2.2
eq.). The mxture was stirred at 45 C overnight. The
crude m xture was concentrated in vacuo. Water (2 ni)

was pRdsdivaRtbrbdiensy SREASPNlaciBs ndici dttiblaRihe CBlthl6-and)sodium

wi t h hydrac ric acid. .The sol ution S goncentrated.

SR BRIy Al Lot ar B A T B s S DOl DY o aSH in water.
’ﬁhé‘?ﬁahﬁlaﬁ@i@ iRt diwith maghsiurtstBantecind the fhvouting additives and filled
1-¥ -g N, N ;N -tetranet hyl uroni um tetrafl uoroborate,

o ﬁﬁ P?he and di et hyliso- propylam ne were added. The
crude m xture was stirred at roomtenperature for 24

h. The m xture was partitioned between ethyl acetate

and a sodi um hydrogenocar bonate aqueous saturated

sol ution. The aqueous |ayer was extracted with ethyl
acetate and the conbined organic |ayers were

evaporated in vacuo. The crude m xture was purified on

20 silica eluting with DCM 2N NH3 in net hanol 97/3,
yielding to 145 ng (67% of the desired product as a
white solid. Ms (nfe): 381.5 (M+, 100% WO

2005/ 117865 PCT/ EP2005/ 005594 -80 Exanple A Film

coated tablets containing the foll ow ng ingredients

can be manufactured in a conventional manner:

I ngredi ents Per tablet Kernel:

)
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Conpound of forrmula (1) 10.0 ng 200.0 ngy
M crocrystalline cellulose 23.5 ng 43.5 ng Lactose

whg@sause50. 0 ng 70.0 ng Povi done K30 12.5 ngPABEB200E005594

Sodi um starch glycolate 12.5 ng 17.0 ng Magnesi um
stearate 1.5 ng 4.5 ng (Kernelgg\Wei ght) 120.0 ng 350.0
mg Film Coat: Hydroxypropyl nethyl cellulose 3.5 ng
7.0 ng Polyethylene glycol 6B@#ds0.8 ng 1.6 ng Talc
1.3 ng 2.6 ng Iron oxyde (yellow 0.8 ng 1.6 ng

Tita L OX| The active ingredient is
sievgdégﬁﬁbﬁﬁ%ggﬁan %&%gggggﬁ?stalline cel | ul ose and
the mxture is granulated with g solution of

pol yvi nyl pyrrolidon in water. Thg granulate is m xed
wi th sodi um starch gl mgeR’ unst earat e and
conpressed to yield 12¢' or 350
respectively. Tb@\ke- acggered with ‘an
aqueous sol ution'®” suspension of the above nentioned
filmcoat. WO 2005/117865 PCT/ EP2005/ 005594 -81
@ﬁ%%ﬁ{e B Capsul es containing the foll ow ng

I'ngredi ents can be manufactured in a conventiona
nangr: I ngredi ents Per capsule Conpound of fornmula
Rl Baelectad fromregsenp &msBtingof liydregenst ar ch 20. 0 ny
Tal cloePal 5 The conponents are sieved and m xed and

>

filled iIpt apsul es of size 2. Exanple C Injection

sol uPhespsunsubstiaied qusabstipted withponempweigroups:indepepdently selected

of f or fiuiahé kloup QnbBtingst [8HEMAkyl,I0wE: KllogRIRBLY arft 16

ngy Sﬁﬁgié%m c%?i%nate to@gﬁbt ain a final pl—%eof 79}%/\at e?"er

for infx P%‘Yci’ﬂ‘y olutions ad 1.0 nl WD 2005/ 117865

PCT/ lem20 b3l Awher8ia the phenyl ring is unsubstituted or substituted with one
or two groups independently selected from the group consisting of lower alkyl,

halogen, lower alkoxy and lower hydroxyalkyl, and
lower alkoxyalkyl;

R?  isselected from the group consisting of hydrogen,

lower alkyl,

cycloalkyl,

lower cycloalkylalkyl,

lower hydroxyalkyl,

lower alkoxyalkyl,

lower alkylsulfanylalkyl,

lower dialkylaminoalkyl,

phenyl unsubstituted or substituted with one or two groups independently selected
from the group consisting of lower alkyl, halogen, lower alkoxy and lower
hydroxyalkyl,

lower phenylalkyl, wherein the phenyl ring is unsubstituted or substituted with one
or two groups independently selected from the group consisting of lower alkyl,
halogen, lower alkoxy and lower hydroxyalkyl,

pyrrolidinyl unsubstituted or substituted with a group selected lower alkyl or
halogen,

lower heteroarylalkyl, wherein the heteroaryl ring is unsubstituted or substituted
with one or two lower alkyl groups, and



ExAnpl e D Soft gelatin capsul es containing the

follow ng ingredients can be manufactured in a
waeomanssdnal manner: Capsul e contents ConpouneCDEP2005/005594

formula (1) 5.0 ng Yellow wax 8.0 ng Hydrogenated

Soya bean oil 8.0 ng Partial Lgsbydrogenated pl ant

oils 34.0 ngy Soya bean oil 110.0 ng Wi ght of

750 v any S el feeRie, O AL Eba B o

. 0) [ . y

mat t er bs‘ﬂ%&@ﬁké’%&é%‘? L?“f?ﬁng&y]r%ﬂulﬂﬁkpﬁe yellow 1.1

ny 5 Tye active ingredient is dissolved in a warm

Reand Rgtogtthehwith thenitioger sdiretotwehialn they aheattickéd foemi 54-, 5-, 6- or
filledi i f  apprepr.iate,.size.

The £(TT g ar nard B bltof ARS B @PRBP R Bushatf

5 accofemtapinga fusther beigroagnm seeded Fomuitpees oxIskB6S sulfur,

PCT/ Eﬁg@&ﬁf@&ﬁﬁ&&oq&@r@ganpl e E Sachets containing
t he &al | ow ng n%edi@gts can be manufactured in a
conv 8RR SRS HEHELPT S e P prthgeq grpuppindeppgdently
Lalclt Gilﬂﬁ,ted‘ from theg\ﬂmpp ci;ﬁﬂi&ir%df%fgowéﬂ ﬂk}@,g{a'l(_ﬁg%ﬁ,' Rall 6@nalkyl, hydroxy,
ce . odi um. . .
cor by By, et ARy 60 pellf LRl PRy lisigarmio,
10 30 19@1%3%9}’1, Yomgn elsilanlforgd atl dov @ alaggnalkilearbonyigmino, or
ddi L . . . Y ; Y
P A4Sl DR 5 L
car b@}fkvhw%‘!gy &, Fiip 85 Ereggrogpaimdepansgntly sehectednfraamierwer alkyl,

of plwey hlkskPatid dlbgen in water. The granulate is
m xed wi th magnesi unstearate and the flavouring

dditiye d filled into sachets. WD 2005/117865
cw%ﬁ%g%%%@sw -84 d ains

RY r?
@A(CRQRm)m ™ ?<\N/\(CH2)m N
X
n Al \/P]t

7

|
R N
or
N
P I s
15 A3 R A4 A

wherein

A2

5

m is0,1lor2;
n is0,1or2;
R® is hydrogen or lower alkyl;

20 R’ and R' are independently from each other selected from hydrogen or lower

alkyl;
t islor2;

R* is hydrogen or lower alkyl;
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1. Conpounds of the general formula O \ )"!511 N2

A~Q

/| R~ 1 wherein 5 R is selected fromthe group

waeoemsitsisshig of hydrogen, |ower al kyl, phenyl PCT/EP2005/005594
unsubstituted or substituted with one or two groups
i ndependently selected fromdigse group consisting of
| oner al kyl, |ower hal ogenal koxy and | ower
hydr ®@xyas @ys or MORY; endarR®beimgytydtdggh or ldwer eikgl;t he phenyl
ring i s unsubstituted or substituted with one or two
groups i.n peqﬁently sel ected fromthe group

cons Stl%

ower alkyl, halogen, |ower alkoxy and

| ower _ hydr oxyal kyl, and | ower al koxyal kyl ; R2 is

sel eBi eds fomsnalkpe rgV dealkdonsi sting of hydrogen, 15
| ower al kyl, cycloal kyl, [ower cycl oal kyl al kyl ,

| owey hygg, &%@ kyl , Iomer al koxyal kyl , 20 Iomer
alkylsulfanylalkyl | ower di al kyl am noal kyl, phenyl

unsu
i nde

g§t|t r substituted with one or two gr oups
end® tected fromthe group consisting of

| oner al kyl, halogen, | oner al koxy and | ower
hydroxyai#&,y]] or 25 | ower phenyl al kyl, wherein the phenyl
ring i s unsubstituted or substituted with one or two

gr oups Hpgsgfg#@ntly sel ected fromthe group

consisting o

wer al kyl , halogen | oner al koxy and

| ower hydroxyal kyl , g}Byrr gfédl n unsubstituted or

andizharmigeatically arcept

fr&¢t ed | ower al kyl or

hal ogen, 30 | ower heteroarylal kyl, wherein the
heteroaryl ring is unsubstituted or substituted wth
one MICdnoutrmisef foatud I acandirgg toatdmVIOwWhe et 117865
PCT/ EP2005/ 005594 -85 | ower heterocyclyl al kyl,

ot PPy afe £ B b Lo R s “or R

and
are

satu

opt i &

RZ

Rowereisbher with the nitrogen atomto which they
? @g hﬁﬂlbfsﬂfu@éc?ordsubstﬁuted%tméne th%@&ﬁindependenﬂy

f?‘omqgvrvctarl da kyﬁJ qgw%ér a (gg%ga g)tcyecgr gll' lll}g:dr&lqp ﬂ(}rl and
lower phenyla]kyl wherein the phenyl ring may be unsubstituted or substituted
with one or two groups independently selected from lower alkyl, halogen, lower

alkoxy or lower hydroxyalkyl;

is selected from the group consisting of hydrogen,

lower alkyl,

phenyl unsubstituted or substituted with one or two groups independently
selected from lower alkyl, halogen, lower alkoxy or lower hydroxyalkyl, and
lower phenylalkyl wherein the phenyl ring may be unsubstituted or substituted
with one or two groups independently selected from lower alkyl, halogen, lower

alkoxy or lower hydroxyalkyl; or

R! and R? together with the nitrogen atom to which they are attached form a 5-or 6-

membered saturated heterocyclic ring optionally containing a further heteroatom
selected from nitrogen, oxygen or sulfur, said saturated heterocyclic ring being
unsubstituted or substituted by one, two or three groups independently selected
from lower alkyl, lower alkoxy and oxo, or being condensed with a phenyl ring,
said phenyl ring being unsubstituted or substituted by one, two or three groups
independently selected from lower alkyl, lower alkoxy and halogen;



10

15

5 containing a further heteroatom sel ected from
ni trogen, oxygen or sulfur, said saturated

whedsnomsyel i c ring bei ng unsubstituted or subseCT/BPIAS/005594

by one, two or three groups independently selected
fromthe group consisting of Igmer al kyl, hal ogen,

hal ogenal kyl , hydroxy, |ower hydroxyal kyl, | ower
Al kayYele@&dfrophenyl , benzyl, pyridyl, dialkylam no, 10
car banoyl, | ower al kyl sul fonyl, and | ower

| ogenal kyl carbonyl am no, or p4eing condensed with a
Ny i & phenyl ring bey nsuq i.\tuted or

su stit&ted(gﬁgﬂne, two or thre r oyps iégéﬁendently
fromlower alkyl, 1lo alkpxy and hal ogen;
lected fromiR3 a N 4n ( tm N ~~( CHZ) may—>-
Al X-4]t A2 Rqgqor RAPCNIN I S 615 A3 RAMA
5 wherein mis 0, 1 or 2, nis O, | or 2, R3 %§
hydrogen or |l ower alkyl; 20 RO and R10 are |

RRdependently from ea qher sel ected from hy

or al kyl; t i q2; Ra is hydrogen
al kyl ; 2005/ 11786% _PCT{ EP20Q5/ 005594 Q@r 86
S or 8;~wi th R8 bei yut og or |ower alky

is 0,1 r 2

118
RS 1S Ioggr al kyl or gycloalkyl; qis
0, 1or 2. 5/ o

is |ower alkyl;

wherein

m is0,1o0r2;

n 1is0,1lor2;

R’ . is hydrogen or lower alkyl;
t is1 or2;

R* is hydrogen or lower alkyl;
X s O, S or N-R% with R® being hydrogen or lower alkyl;
p 1is0,1o0r2;

R’ is lower alkyl;

q 1is0,1or2;

R® is lower alkyl;

S is0,1 or 2;

R7 islower alkyl;

and pharmaceutically acceptable salts thereof.

A5
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sis 0, | or 2, R is lower alkyl; and
phar maceutically acceptable salts thereof. 2.

w@eowsaumses of formula | according to claim1, PIEERI005/005594

1o R is selected fromthe group consisting of
hydrogen, |ower alkyl, phenyl_gmsubstituted or
substituted with one or two groups independently

sel eﬁ@ﬂn SuBs |09Y¥frfmﬂ i‘éékordhr%v’t%rdﬁﬁk ?Qy? Qa\!vﬁ&éﬁﬁ 1PMis is SEIected

oxyal QwWer erein
35 {w g%ﬂﬁgomh%ofmgw% mfreaﬁkwg’ﬁ@aﬂsqqspwéateier substituted
wﬂﬁ bn@ Bﬁthf griowPs ﬁfd@p@ﬁeh@ﬂﬁl&&dﬁﬁrb Yoﬁe&'aﬂ@l ek drHagenalkoxy or

e, St E e RARly PR Yhebhsn e e be ppstpstituced

(D‘fsubgtctutﬂgeﬂth ohfwletho@rmyps ingédpengiéntlyrsslebtsd iffom kavep alkyl, halogen,
| ' | 20
18% Jlk&)g}'t (frquEIIt llc;}'végé]ﬁ’a lyzfn\ﬁ%gf ggcgﬁgérrgﬁg%&d 1LY

ect rom ower al kokxy or
Iomer hydroxyal kyl, and [ower phenylal kyl wherein the

phenl ring maybe un ubstltuted or sybstituted with
one “&Eg gg’ FRIEHE ) a§l§Pgé{"é‘éﬁ ¥ toghmiberesr R’ is lower

p’ﬂeh h\&h&@ﬁﬂhe b?tMiyll ring iﬂﬁ?ibﬁ udkublseiveed By ?ﬂ?@ﬁﬂﬁéd@(rﬁh one or two
(0] at o | C
Pt infEentpaftIrefRa el Akl balofdh Sar ey of vz

Hydtextyalkykl i ¢ ring optionally containing a further
het eroat om sel ected from nitrogen, oxygen or sulfur,
said saturated heterocyclic ring being unsubstituted

or supgid 30%1@9 opﬁérlﬂﬁﬁ I a'éé’&dﬁlrg th LG4 1%‘%%’1%5 3or4, wh rein R? is

|nde end a}e sel ected from’l ower alkyl, Tower alkoxy
gﬁ%‘f‘ﬁ‘]@o’@&ﬁﬂéﬁged wWith a phenyl ri ng, sai d

p h@aydgem 18@ePakiigcye Idwelﬂ Eﬁaoﬂkylakmloweﬂh Ryaligie,
tﬁp or thr f&%g é’. %ﬁ&?ﬁ enffb%‘k el e d from
e allrqxysl ally W, BRIk 17865
m&um&s@ ér sulﬁﬁtuta‘kl with eat ec twalgfoupsiddepétently selected

N( Cféf)rﬁyx\é grg%@n[.@? isting of fbver éﬂzyﬁ?lalogén, 18Vver' aﬂw%f and 1dwdt3

hydroxyalkyl,

lower phenylalkyl, wherein the phenyl ring is unsubstituted or substituted with one or
two groups independently selected from the group consisting of lower alkyl,
halogen, lower alkoxy and lower hydroxyalkyl,

pyrrolidinyl unsubstituted or substituted with a group selected lower alkyl or halogen,

lower heteroarylalkyl, wherein the heteroaryl ring is unsubstituted or substituted with
one or two lower alkyl groups, and

lower heterocyclylalkyl, wherein the heterocyclyl ring is unsubstituted or substituted
with one or two lower alkyl groups.

6. Compounds of formula I according to claim 1 or claims 3 to 5, wherein R? is
selected from the group consisting of hydrogen,

lower alkyl,
phenyl unsubstituted or substituted with one or two groups independently selected
from the group consisting of lower alkyl, halogen, lower alkoxy and lower
hydroxyalkyl,

lower phenylalkyl, wherein the phenyl ring is unsubstituted or substituted with one or
two groups independently selected from the group consisting of lower alkyl,
halogen, lower alkoxy and lower hydroxyalkyl, and

pyrrolidinyl unsubstituted or substituted with a group selected lower alkyl or halogen.
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wherein mis O, | or 2, 5nis 0, 1or 2; RBis
hydrogen or lower alkyl; t is | or 2; R4 is hydrogen

woreoosaw®ss al kyl ; X is 0, S or NNR8; with R8 beP@DEP2005/005594

hydrogen or lower alkyl; 10 pis O, | or 2; RS is
lower alkyl; qgqis O, | or 2;_g& is lower alkyl; s
is 0, 1or 2; 15 R7 is lower alkyl; and

phar Hﬁ%ﬁé?ﬁ%&é (%f é%gﬁlgg} Sﬁﬂg%ﬁgtd élalhg? R%g:frelnw&nd R? together with
ppounds g
P IPACT ~ QL iy 15 2 AP ied b ag- Sy e Mmkeed sgurated

sebatlyevhsathrased hdterogydhia p)m(g(mpﬁbﬁzﬂlyl’tgnmﬁmhg d lf@lglsdsr het&@¥@&bHm

Shlba sanenibatisulioh RS 8 SEBRL S Ich B
n@méasuwa%@reﬂ@sqktgf@ﬁ hyrone bweq»r thya;ngwqmllmjﬁpendﬁdl)d soleeted from the

BRRPYLAbKg (\mg{v&‘ dlicll rlﬁtlc%aﬁ rﬁﬁl.lo YAy, tIower hrydm)?alkyl

th one or

b t t d
F e ST PPy bt B Seaésr Do R dover Akylsulfonyl,
hﬂbﬁveﬁhkl@g@haﬂ{‘yldaﬁymylahﬁﬂb Ct)?)b%%dg&(ﬂof nd&f&e%ﬂh&l d_‘y sald
ormul a ccor di ng
BhemyEHRE pangtingutiyind S RE R oy ibor AEGRONES . ¢
inldep@idently sglq:dn@i{ydmrlowg alleyy), 1oeenatisaxigand thalogen.or

substituted with one or two groups independently
sel ected from |l ower alkyl, hal ogen | oner al koxy or

| oweg d&nﬁMﬂfd@Wﬁirh&ﬂla I gbco ﬁxs qforfﬁmeﬁl and R? together
according to claiml or,. clai wher e I's
Wiih dha RiFOEFRMORHE Vihich Hﬂeaf@rrsatwhwgfosm at‘l}fﬂ?ré@éﬁhc ringelected from

ﬁie dup @?tﬁisﬁﬁﬁ Bﬁ}blpeﬂldm@ rplpéfﬁilﬂél |ﬂyﬁbﬁaiﬁ\é| thidrA¥&tholine, morpholine
r ox a
SRR S ety S gl rskbitanieH B5 sigsticures byayivo o

ﬂnm&lgneups intlepkndentiyuetectet ftor thi grbup censistingwh lora laﬂsll halogen,
t

l}lﬂ%ﬂﬂﬂ?ﬁﬂ%%ﬁ%%ﬁ&l ro%ﬁwéf er 9&8%% oﬁ(gv\éﬂe% IBgnzy pyridyl,
ﬁymvlsm}m,léytbamqy glsukforyll anddpweehalogdnelkykrarbonylamino, or
BdifPcdrileHRa4Ra 4 h’érﬁ'gnﬁ s? gh%ﬁiﬁbeﬂé T @BSRted J¥Bbstituted
groups |nd ende tly s rou

Dorne §Y9 Pt hige ey mé?wfi V(ﬁXéﬁ‘Ybllk‘é}%‘yﬂlkOXY and

ehower hydroxyal kyl , yrrolldlnyl unsubstituted or

substituted with a group selected | ower al kyl or
hal ogen, | ower heteroaryl al kyl, wherein the

het gf %%[’r}ﬂoulﬁidpgf éo?mﬂﬁ%%%ﬂd&n%t%%la?&s $4p 5} \ilvf‘lgtelendRMgnt 2 together

with the nitrogen atom to which they are attached form a 5-or 6-membered saturated
heterocyclic ring optionally containing a further heteroatom selected from nitrogen,
oxygen or sulfur, said saturated heterocyclic ring being unsubstituted or substituted by
one, two or three groups independently selected from lower alkyl, lower alkoxy and oxo,
or being condensed with a phenyl ring, said phenyl ring being unsubstituted or
substituted by one, two or three groups independently selected from lower alkyl, lower
alkoxy and halogen.

10. Compounds of formula I according to claim 1 or claims 3 to 9, wherein A

signifies
/\(CRng)m N

n Al
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15

one or two | ower al kyl groups, and | ower

het erocycl yl al kyl, wherein the heterocyclyl ring is
waor@ahsissi ut ed or substituted 25 with one or P@DEPDIME005594

al kyl groups. 6. Compounds of formula | according to

claiml or clains 3 to 5 whergpn R2 is selected from

the group consisting of hydrogen, |ower alkyl, phenyl

mswnsm islﬂt 26r B/n BODS b tn3eﬁhy@r6 nQﬁ%\@ér amw BAQURSA R are

e BT R el SRS onePa P iokeed MR

hydroxyalkyl | ower phenyl al kyl, wherein the phenyl
ring is unsubstituted or substituted with one gor two
gr oupb Gerdppreriehfarpule] esorting toodairh), ghetepn R’ and R' are
& st.ing of lower alkyl, halogen, |ower alkoxy and

| ower hydroxyal kyl, and 35 pyrrolidinyl unsubstituted
or substituted MAth a group selected | ower al kyl or

Comp R B AR Lieribily me 1 phd b wighean f 1 and nis

Rl and R2 t oget her Mﬁth the nitrogen atomto which
they are attached forma 4-, 5-, 6- or 7-nenbered
saturated or partly unsaturated heterocyclic ring

opt i PRI SHAs BF RirBI Al 5&5{4{?‘% tohaglgi SF 832N 1556 a&%}e?gA signifies

fromnitrogen, oxygen or su saturat@

het erocyclic ring ing 5 unsubstituted or substituted
by one, two or three ps~nd pdent |y sel ect ed
fromthe group consjisti of P%ﬁer al’kyl, hal ogen,

hal ogenal kyl , hydroxy, | r hydroxyal kyl, | ower

al koxy, oxo, phenyl, b t, pyridyl, dlqgkylanino,
car banoyl, | ower al kylsul fonyl, and Iomen

hal ogenal kyl car bonyl am no, or being condensed with a
Wh&e! mid (‘)19 015238 i1 oPRERYIL hidrdgePsH 169;ey£1ﬁ§4b§ﬁd X @8ds 6F N-R%;

tut one, two. of three groups t
Wﬁggpé ﬁvﬁv%@%PékWEBa%v m | ower al kyl, Iomer al koxy
and hal ogen. 8. Conpounds of formula I according to
clainms 1 or 7, wherein Rl and R2 together wth the
ni t r g €omglonmds of felninoha Itdveyrdargatoatadmdiedhéreimial and X is O.
heterocyclic ring selected from the group consisting
of piperidine pi perazi ne, pyrrolidine,
thi oy EBRRILAES omgﬂﬂnﬁlﬂa'egord o%ﬁ?fﬂggewhect@gldm is 1.
het erocyclic ring belng unsu Ituted or substituted
by one, two or 15 three groups |ndependently sel ect ed

fromt roup consi stin | owe hal ogen, )
hal &&eﬁaw%w?gwﬁfga% aI|ﬂg%€fi“}$}a F{ﬂ%y&@iﬂalmﬁ 3085, Wherein A
sigriifiesy, oxo, phenyl, benzyl, pyridyl, dialkylam no,
car banoyl , | ower alkylsulfonyl, and Iomer

hal ogenal kyl car bonyl am3go r being condensed with a
phenyl ring, said phenyl "MTngN\bei ng unsubstituted or
substituted by one, two pr three groups independently
sel ected from | ower alkyl, al koxy and 20

hal ogen. 9. Conpounds of f la | according to clains
1 or 2, wherein R and R2 together Asth the nitrogen
atomto which they are attached forma 5-or 6-menbered

%ﬁﬁt@ﬂl&e} Cpﬁyﬁll Wer ah%%p%} 10% | y containing a

et ero om se ecte rogen

17. Compounds of formula I according to claim 16, wherein R® is lower alkyl.

18. Compounds of formula I according to claim 16, wherein p is 0.



oxygen or sulfur, said saturated heterocyclic ring
bei ng unsubstituted or substituted by 25 one, two or
wo boosa1gsdups | ndependent |y sel ected from | owePCHER3005/005594
| ower al koxy and oxo, or being condensed with a
phenyl ring, said phenyl ring-®8i-ng unsubstituted or
substituted by one, two or three groups independently
sel edfetompepndsnidernatiey hecording to claink b6 wherein pas bgen.
10. Conpounds of forrmula | according to claim1l or
claims 3 to 9, wherein A 30 signifies R3 N(CROR10) m
Al V202063 d&st fialilEPAQORdiAR RPSALY of 0RE oSS! 1'td9, wherein A
0 or 2, nis 0, 1 or 2; R3 s hydrogen or | ower
éi&?il}?e,s and R9 and R10 are independently from each
ot her selected from hydrogen or |ower alkyl. 11.
Conpounds of fornula | o]ding to claim 10, wherein
RO and R10 are hydrogen. ql2. Conpounds of formula I
according to clains 1 grein mis 1 and nis
1. 13. Conpounds of formila according to any of
clains 1 to 9, wherein Ahsignifies R¢ 4 N~~( CH2) m~~
""r X 41t A2 wherein mis O, 1 or 2;t is 1 or 2; R4 is
hydrogen or lower alkyl; and Xis 0, S or NNR8; 1o
5 WheleilRg id® 1@ 2hyelt ROBMower aigher al kyl . 14. Conpounds
of formula | according to claim13, whereint is 1 and
X is 0. 15. Conpounds of formula f according to claim

13, ' ' .16 :Co unds.of formula |.

acc o?@ﬁ@hﬁ 0oumcc‘;s g.)lf ilrﬂrﬁfmgar I %ﬁcg}l)‘ﬁr%g %’ ‘il%"’gi,o’ \‘;\vﬁgrregr B 15,0-
signifies R --, NP 15 A3, whereinpis 0, 1 or 2
and RS is lower al kyl or cycloal kyl. 17. Conpounds of
f or mgk-£ompoungs ef frgmuda bacgprdingto dier28, whesin g if bwer
al kyl . 18. Conpounds of forrmula |I according to claim
16, wherein p is 0. WO 2005/ 117865 PCT/ EP2005/ 005594

- 91 23. Compounds of formula I according to any one of claims 1 to 9, wherein A

signifies

wherein s is 0, 1 or 2; and R’ is lower alkyl.
24. Compounds of formula I according to claim 23, wherein s is 1.

25. Compounds of formula I according to claim 1, selected from the group
consisting of
15 piperidin-1-yl-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-methanone,
(4-methyl-piperidin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-methanone,
(4-isopropyl-piperazin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-
methanone,
(4-isopropyl-piperazin-1-yl)-{6-[2-(1-methyl-piperidin-2-yl)-ethoxy]-naphthalen-2-yl}-
20 methanone,



19. Conpounds of forrmula | according to claim 16,
wherein p is 1. 20. Conpounds of fornula I according

wo 0008ny7863 one of clainms 1 to 9, wherein A siBCI/EPS5/005594
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jlg NR6 A4 5 whereinqis 0, 1 or 2; and R6 is
| ower al kyl. 21. Conpounds of -bgrnmula | according to
claim 20, wherein g is 0. 22. Conpounds of fornula I

@mkﬂj’lnmrrtcdlchﬂx-aiyh -PB(3-plperidinal gl- pﬁopbxy)ZBap}Ehaﬂmanﬂ}‘rmethanone,

R T R L S

@ethangme: and R7 is lower alkyl. 24. Conpounds of
9&@%%& mqs%qh{agntzzz §ligim éasinemﬁe;sl brdif-1- §1)épro§&g

thJ a | according t a|m1
fABRROR é‘7g'Y URCtEYHS: sting of 15

FPG-FQ?-rp!l I&utl-;]l)’)l'l ﬂrﬁpé@?-ﬂiapﬁﬂiaﬁ’hm- )’ﬂi %thmg{di’pﬂdliﬁ -ARAphéthal Rie,
met hano eridin

Csmeihr TP RARR o s beo MRtk P - naRHaten-2-1)-

mmhdmm@ne (4-i sopropyl - pi perazin-1-yl) -

l[[re % i - (1 g}‘l rbr%&é/%ﬂ:{asg@é@) af;?ﬁ I}tyf}%h??:- f—ély Idethanon e,

f6-{3- 12mthxl|-plp¢rpbmldy :PRORAXY. -@ph]@j:hyl}en 2-yl} pyrrolidin-1-yl-methanone,
I n- 14 idin-1-

&Pﬁé"?%p SR Bt 3oy sepiaRn A AR by Bperidia-1-y)-

93‘°|5‘Ieper| di n- 1-yl - propoxy) - napht hal en- 2-yl ]
{Wl-ﬁb@pﬂﬁ}f}d plp(e'ﬁldﬁi-dtyﬂk)ﬁd/l)Qraﬂihﬂmliﬁcwyll]lQIZ+rﬁctBy1yb)\rrrohd1n 1-yl)-

%6{15 gll peridi n- 1-yl-propoxy)-naphthal en-2-yl] -
(3, 4-di hydro- 1Hi soqui noli n-2-yl)-{6-

Ks4(dﬂaydeohﬁ-4qoqp'mplm+zﬁyl) 16-[94() ~metbpepyiolidirs-2-yl)-ethoxy]-

AR oyl s
pI per ropoxy) - napht hal en- 2-yl ]

3 idihskrptibl- iSﬁqwnyi;n rlbréﬁxsi{remprqw -piperishin 4prlpep i naphthalen-2-
g,l-;{(hgtha,{l&;e(s pi peridin-1-yl - propoxy) - napht hal en- 2-yl ]

6 ﬁ%ggﬂﬁp%%ét%gp e ene -2-carboxylic acid benzyl-methyl-amide,
1py1- Es@itdjﬂyﬂpi ylldmretyﬂtmy())nﬁphﬂl@len -2-yl]-thiomorpholin-4-yl-methanone,

§€t}1 1%99 ?%)Hepdp%lﬁ[lg };11 ﬁﬂ@ﬂ aﬁgt}}la eniel- %)r%x}\éylhcr&%m E}?elﬂ?&yz
benzylamide,
[6-(1-isopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-morpholin-4-yl-methanone,
(4-isopropyl-piperazin-1-yl)-[6-(1-isopropyl-pyrrolidin-3-yloxy)-naphthalen-2-yl]-
methanone,
[6-(1-isobutyl-piperidin-4-yloxy)-naphthalen-2-yl]-(4-isopropyl-piperazin-1-yl)-
methanone,
[6-(1-isopropyl-piperidin-4-yloxy)-naphthalen-2-yl]-piperidin-1-yl-methanone,
6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid methyl-phenethyl-amide
1:1 hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid benzyl-isopropyl-amide 1:1
hydrochloride,
azepan-1-yl-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-methanone 1:1
hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid ethyl-(2-fluoro-benzyl)-
amide 1:1 hydrochloride,

6-(3-piperidin-1-yl-propoxy)-naphthalene-2-carboxylic acid (2-dimethylamino-ethyl)-
ethyl-amide 1:2 hydrochloride,
(4-benzyl-piperidin-1-yl)-[6-(3-piperidin-1-yl-propoxy)-naphthalen-2-yl]-methanone
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[6-(1 -isopropyl-piperidin-4-yl oxy)-napht hal en-2-yl ]
-(4-methyl -piperidin- I -yl) - nethanone,

wQ BeoSa1issdpr opyl - pi peri di n- 4-yl oxy) - napht hal enPC¥/¥P3005/005594

-(2-nmethyl -pyrrolidin-1 -yl)- nethanone, 15

(3, 4-di hydro-1Hisoquinolin-2-98)-{6-[2-(1-nethyl-pyrr
ol i di n-2-yl)-ethoxy]- naphthal en-2-yl} -nethanone,

(3, Wrddodhehide; 1H- i soqui nolin-2-yl)- [6-

@‘ 1§0§9(ﬁ;8@-§¥4roﬂal%e{ 'yﬂ (8- é_ly LQM?} 1”;?13%98:!:;8 rha%htﬁ/a Jn -2-y1}-

GK@FﬂQﬂﬁﬁﬂdeﬁoﬁﬂQEd%dln 4-y| oxy) - napht hal ene- 2- car box
KL('l%@lﬁbgylbﬁﬁ@rY&m[@ ax ﬁ{/ﬁh%lenezﬁcz{rbéxyhc acid | me fl ~-(1-methyl-

pr iper.i oX - napht hal en- 2-
PG Rbrarsida mmmmy i Y
@6 (nwo@ecmw@vﬂerﬂamqryl@w TAphdhepen)2-ﬁmm(hahgaeroznaaﬂt;meny1)-

|
%k%Fﬁggaﬁfs%gﬁnsP%éﬁ§H§ﬁ23ﬂ§1SXy) napht hal en- 2-yl ]
{6v01-pydopropyl- pibenidin e plory) - naphdhdlas prybipglor phglar-4x1-methanone,

f%& %&%rlmsag%l%%%w 9c§§¥tﬁgﬁeisalltsnt}1§r-e§f' oxy) - napht hal en-2-yl] -
25 net hanone,

6 1- but yl - 4- ht hal 2-
| o P rmgands s Ermsinlaceotliig O drarriasgsed from the group
E&hddug$@propyl pi peri di n- 4- onxy)-naphthaIen 2-yl]

B RiRn faRTLT BRET S kb B e -aepfhalen-2-y1)-methanone,
h%tshytopphpxpetdzyi 1a>tlr)| e (3-Bipetidih- iyl popolkp)-haghthalen-2-yl]-

é} per|d|n propoxy) napht hal ene- 2- car boxyl i c
acl Ee | -1sop ro -am de 1:1 hydrochloride,
ez giyd 10§H- lqulsno 132p)rlbé¢-|(%ﬂ9rpemdy1 1 yl-ppepgxy)-naphthalen-2-yl]-
afdgRRbAal en- 2-yl ] nethanone 1:1 hydrochlorlde 35

PSR AR T §1F1}- BB aoidis £y methanone,

oy [B- (:B’shiedfyﬂ-g)q;erldm 1-yl)-propo naphﬁhzliqlelll -2-yl}- Syrroh(ti)m 1- ?I -methanone,
6-{ 3-pi per . di ro pht hal ene- 2- car boxy
HETIT e SR L
hydrochl ori de, (4-benzyl-piperidin- | -yl)-
[ 6- (3-piperidin-1-yl-propoxy)-naphthal en-2-yl]
- met Hahdnecepforshemunesireofyonmoods 005ding to aay one df claims 1
Mrﬁﬁf&h%b&% cdmiprige@pPr opyl -pyrrolidin- |-yl)-

(3 pi peridi n-1-yl - propoxy) - napht hal en-2-yl] -
neth none 1:1 h l.gri de,
6- (f‘r?ﬁﬂPSﬁfP“%PHB&PE&Wf%“??%i&) napht hal ene- 2- car box
ylic acid nethyl-(1-methyl- 5 pyrrolldln 3-yl)-am de
1: 2 hydrochl ori de,
[6-(1-1sopropyl-piperidi
[4-(4-trifluoronethyl-phg
-met hanone 1:1 hydr ociaor

Xy dﬁhthalen-Z-yI] -
i pe&:azi n-1-yl]

II

wherein R! and R? are as defined in claim 1,
with an alcohol of the formula I1T

HO-A III

wherein A is as defined in claim 1,



[ 6- (1-cycl opropyl - pi peridi n-4-yl oxy) - napht hal en- 2-yl ]
- nor phol i n-4-yl - met hanone, and pharmaceutically

waecwspimbi e salts thereof. 10 26. Conpounds of PEDEPM0H005594
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| according to claim1, selected fromthe group

consi sting of (4-nethyl-piperi-d4n-1-yl)-

[6-(3-piperidin- 1 -yl-propoxy)-naphthal en-2-yl ]

- rret hia tloayeresenceé of Sﬂmﬂkyipﬂospﬂlﬁebﬁﬁipheﬂylphc)sph[ne and of a diazo
{rﬁ)oanﬁ% bggaﬂl gccﬂm&iffc?f%é tRapptal en-2-yl] -

(3, 4-di hydro-| Hisoquinolin-2-yl)-E6- (3 pi peridin-1-yl
- pr opoxy) - napht hal en-2-yl ]- et hangne,_4 6-
(3-pi peridin-1-yl - propoxy) ) amﬁz yl]
-pyrrolidin-1-yl-nmethagong Q
[ 3- (2- net hyl - pi peridin- Pyl - pr opoxy]
- napht hal en-2-yl }-pyrrolidin-1-yl -net hanone, and
pharmaceutically acceptabl e sal §s thereof. 20 27. A
process for the manufacture of conpounds according to
anééqocre, O‘Ia clains 1 to 26, which process conprises a)
compound of the formula Il O RL -- Ni HO
I33nvdrhng eeiogipduRd obiindPinty SplfnfAchitine dld&e]]ﬁh'@l'e RAtidl.addition salt,
a\ﬂthta al cohol of the fornula 111
EMFUEYs as defined in claim1, WD 2005/ 117865
PCT/ EP2005/ 005594 -94 in the presence of a
t r i abkybylimgphiompoumdtof fgrimedyVPhosphi ne and of a di azo
conmpound to obtain a conpound of the formula | 0 NRL
A0/ / RI1 andif desired, 5 cvertlng t he
conmpound obtained into a po. ARG ELH |y acceptabl e
acid addition salt, or, @ [ vé? ;2 b) coupling a
conpound of formula VA, S

a
CJ
]

Z

.0‘

wherein A is as defined in claim 1,

with an amine of the formula V
H-NR'R? A

wherein R! and R? are as defined in claim 1,

under basic conditions to obtain a compound of the formula I

and if desired,
converting the compound obtained into a pharmaceutically acceptable acid addition salt.

28. Compounds according to any one of claims 1 to 26 when manufactured by a
process according to claim 27.



ACl [/ | VI wherein Ais as defined in claim1, 1o
with an amne of the formula VHNRR2 V wherein R

w@pasRP786s e as defined in claiml1, under basi cPCT/EP2005/005594
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conditions to obtain a conpound of the formula |l O

RL~N AC(// R 1 15 aR@-if desired,

converting the conpound obtained into a

phar R dtharmeeduticalzonmesisiohecersprisingiacempeudiqcordingto any one of

CRIREYSISe ACHAT £l dYhalRa @V o&%m@oh@ea&rﬁeéarwo@afébma@

manuf actured by a ™ process acc ing to claim 27

2005/ 117865 PCT/ EP2005/ 005594 -95 29. Pharmaceuti cal

conp i ons ¢co ri sing.a conpoynd accordj to an

oo’ o8, Phap e R compg S PSS 10 i TR R wiignt and/or
pesveptiaib bediseasesi vdric}amté/amocatbjdwmdﬂthe méduldtiar ofdd® tdceptats.
conpositions according to claim?29 for the treatnent

and/or prevention of diseases which are associ at ed

Wi t hsj I@orﬂ?&*&ﬂcﬁt c&ﬂ‘dfﬁf ﬁ;Sﬁéantc‘Paﬁﬁls %g ?& for%@gg’ﬂ{é%eutlcally

accordjn 0 any one RARH use as
Pﬁ@@éﬁhﬂ@ﬁ@&lly actlve substances. 32. Conpounds
according to any one of clainms 1 to 26 for use as
therapeutically active substances for the treatnent

an d/ 62 (wrﬂp@tiﬁdsaﬁcdiﬂl its ey ete vhuldthsarte 26 $s00ke ab &d:rapeutlcally

ece tors.
PR Bt Frdhe bt S SCERY Pt isedion LRI gif iociated
aith the sdubatiod of M3 decaptersnodul at i on of H3 receptors,
whi ch net hod conprises adm nistering a conpound
according to.any one of claims 1 to 26 to a human

bei ng3 o n?fﬂdl?ﬁor tﬁylhetaa_rﬁg%t%ﬁ/ d}I pr&RABEH Bflalst@éé%ﬁlﬂcﬂ drefddsociated
e cl ai 0 far repara

il tha o lstion,of Caresspacte e %ﬁ?QSfCOFS?@Péﬁ?ﬁ?IBW‘%anga

d@@EBa@ adtbidihg & sny okfe ociskains Bte2b 1 d hurhirebeing ot adiinoh
receptors. 35. The use according to claim34 for

the treatnment and/or preventlon of obesity. 36. The

I
Bg‘e’eB '@Qﬁé‘ BfSm n_p]géu%gﬁ §§c%gd1?g 1o 5‘@? {%’ ren‘sé’g rt%) %@Zoh’ﬁ?
pggpgramlon@ff me@hcaments for the treatment and/or preventlon of diseases which are

associated with the modulation of H3 receptors.
35. The use according to claim 34 for the treatment and/or prevention of obesity.

36. The novel compounds, processes and methods as well as the use of such

compounds substantially as described herein before.
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