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ANTI ALLERG C ACENTS The present invention relates to novel

i ndol yl pi peridine 5 conpounds and pharmacol ogically a tabl e ts

t her eof which have antihistamnic activity and antiall%@@?%egﬁﬁﬁéﬁ%#y and

are useful as medicanents for the treatnent of bronchial asthma, allergic

rhinitis, conjunctivitis, dermatosis, wurticaria and the like. 10 The

present invention also relates to a nethod for preparing the

i ndol yl pi peri di ne conpounds, pharnmaceutical conpositions useful for the

treatment of alNmRighe dSeasaE RE-JY | gl 35t Lo & ﬂ')ses an

ef fective amount of  the I ndol yIpi I Ijep i

anti hi stam nics and anti al | er FELIRdAHRETEF AGHEN®EWN whi ch have

i ndol yl pi peridine structures. Exanples of indolylpiperidine conpounds

represented by _the follown formula_ 20 N-(CH2)n-N H (where R=H OH,

OR' and n = 2- 6YCaPECFBRErHPEPF P ALEH 2 tafacm neTode) ndo Bpbp iyer Bd e

Fur t hermorempasindsnpanddphmefatofafi ddie  r eaic®tarafe 2518kl el Soor
punds represented by the

di seases, EP 22 e s for exanple the .co

f ol | owi ng éfﬁﬁg%gogkggiéggg?méﬁbﬁ OURALRY et R’ ﬂe Pt APt VER no; R2
= H, | owerngl RYE BFeapry| asRBedHrahNER s ofdr stlisst t ved ven OFb Drbtever: a1 koxy;
A =l ower 558hakkyl ene; = H pf; en) : conpounds are
characterized as antiearﬁletr ic élgg%?%' usg%ﬁhp%ﬁtlwg;%’ngrgﬁlf%ar T st hna,
rhinitis,uEBHFéﬁ&Fi9P9i§h§n 1ﬁ?ticaria..current anti hi stam nes cannot be
considered to bRef Yitesent invention also relates to a method for

preparing the indolylpiperidine compounds, pharmaceutical
compositions useful for the treatment of allergic diseases
and bronchial asthma which comprises an effective amount of
the indolylpiperidine compound.

15 Several antihistaminics and antiallergic agents are
known which have indolylpiperidine structures. Examples of

indolylpiperidine compounds represented by the following

formula
20
9]
R
\\\ \\\ T'Kﬁzm~N
H

R N

. |
R H

(where R = H, OH, OR” and n = 2-6)
are described in Arch. Pharm. (1996)., 329{(1}), 3-10.
Furthermore, as compounds useful for the treatment of
25 allergic diseases, EP 224939 discloses for example the

cormpounds répresented by the following formula



10 satisfactory froma safety point of view and problens remain wth
respect to adverse reactions such as sl eepi ness, seda%&&n, h dﬁ@@'psia,
nydriasis, palpitation and arrhythma mediated throug REF'T irabl e
penetration of the central nervous system antiacetylcholinergic activity,
activity 15 against cardi ovascul ar systemor the |ike. Consequently, the
clinical need exists for antihistamnes and antiallergic agents which are
| argel y devoid of sedative and cardi ovascul ar’ side-effects. The present

i nvention provides novel 20 indolylpiperidine conpounds having i nproved
antihistamne and antiallergic activity. The present invention also

provi des novel indolyl piperidine conpo whi ch due to their |ack of

| i pophilic properties e alnost total)y unable to penetrate 25 into the
brain and henceg|
that the conpounts

side effects. 20 Noyenber

invention is to pr wet hod _For preparing sai 1 Yet anot her
objective is to provi a pharggceutical conposi¥ion cerfprising an
effective amount of said conpouynds. I n accordance with the present

i nvention, novel |ndonIp|per;%ine conpounds represented by the fornula |
are provided A -WA2-R3 (1) @rein: A represents an al kyl ene,

al kyl eneoxy, al kyl enethia, 10 al kanoyl or hydroxyal kyl ene group; A2
represent%w§e§éqgle §@d9u%gta%§xlene "l %ikgﬂxven ]ggogg? VVrepreaents a

singl e bond or a phenyléne or ‘furanyl eéne
= H, NO,, opt.subst.amino, OH or lower alkoxy; A = lower

5 alkylene; Q = H or halogen)l

Most of these compounds are characterized as
antiallergic agents useful for treating allergic asthma,
rhinitis, conjunctivitis and urticaria.

Current antihistamines cannot be considered to be fully

10 satisfactory from a safety point of view and problems remain
with respect to adverse reactions such as sleepiness,
sedation, hydrodipsia, mydriasis, palpitation and arrhythmia
mediated through their undesirable penetration of the central
nervous system, antiacetylcholinergic activity, activity

15 against cardiovascular system or the like. Consequently, the
clinical need exists for antihistamines and antiéllergic
agents which are largely devoid of sedative and
cardiovascular side-effects.

The present invention provides novel

20 indolylpiperidine compounds having improved antihistamine and
antiallergic activity.

The present invention also provides novel
indolylpiperidine compounds which .due to their lack of
lipophilic properties are almost totally unable to penetrate

25 into the brain and hence lack sedative secondary effects. It
can also be understood that the compounds of the present

invention have reduced cardiovascular side effects.



group which is unsubstituted or substituted by one or 15 nore hal ogen

at ons, al koxy groups and/or al kyl groups; RL representé ﬁ q%ﬁ 1 at om or
an al kyl, al kenyl, al kenyl, al koxyal kyl, al kenyl oxyal 9 %@ﬁgxyalkyl
al koxy- al koxyal kyl , phenyl al kyl group wherein the phenyl ring is
unsubstituted or substituted by one or nore 20 hal ogen atons or al kyl,

al koxy or arylal koxy (preferably phenylal koxy) groups, or a

cycl oal kyl al kyl group wherein the cyctbal kyl group is unsubstituted or
substituted byA.one nor ¢ hal ogen atons alk% %rou ps or al koxy 20
November 2003 ‘% 5?5 §T tITehiSSeftls 5DRydPBEERATEr HAYeROAt b BP an

al kyl or paddkixie gr awrhcehdd?3 prepaesert $ad Cadhgadndy.oup or a tetrazol yl

group; '5 and.fl cceptabl e salts.thereof In the abov
fornula (1) the 21 %??EH%% %FE%C%lvglkeny RrREAYerfe, p%ﬁ?@?@$Utlcaf
aIkyIeneoﬁPmPQﬂl%WODeﬁ@mﬁréSlnalkan%@ﬁecwwwh@myahkyhénsaaddcamy@uydgroups
mentiongd in el atac%bf@aﬁ&@ QLOURS Ahe A2 Bleand Baldhd g, copoUNaS of
10 the |nve tion, . e branched or straight and are preferably Wy

al kyl , 1vg Pléﬂekfmﬂnerrﬁioapi%gl St REPYESENE6AL Aiynthg Gprmwla anare
particula@rpvu@eﬁo :5 carbons atons. The cycl oal kyl group nentioned in
relation to RL nay be nono or polycyclic, preferably nono or bicyclic and
nost 15 preferably nonocyclic. The cycl| oal kyl ,9roup preferably contains
from3 to 14, nore preferably from 3 t& 1GVanA rﬁnﬁ%| preferably from3 to 7.
carbon atons. In accordance with anotHer enbodi mrent of the present

i nvention, the present invention p es a nethod for 20 preparing the
conmpound represented by fornmula I./ I n agrcordance with yet another

enbodi ment of the present inventign, t/he present invention provides a
phar maceuti cal conposition conprisyng an effective anount of the conpound

R (N
N
\1
R
wherein:
a’ represents an alkylene, alkyleneoxy, alkylenethio,
10 alkanoyl or hydroxyalkylene group;
A’ repfesents a single bond, an alkylene or alkenylene
group;
W represents a single bond or a phenylene or furanylene
group which is unsubstituted or substituted by one or
15" more halogen atoms, alkoxy groups and/or alkyl groups;
R represents a hydrogen atom or an alkyl, alkenyl,

alkynyl, alkoxyalkyl, alkenyloxyalkyl, alkynyloxyalkyl
alkoxy-alkoxyalkyl, phenylalkyl group wherein the phenyl
ring is unsubstituted or substituted by one or more
20 halogen atoms or alkyl, alkoxy or arylalkoxy (preferably
phenylalkoxy) groups, or a cycloalkylalkyl group wherein
the cycloalkyl group is unsubstituted or substituted by

one or more halogen atoms, alkyl groups or alkoxy



represented by fornula | together with a pharmaceutically 25 acceptable
carrier or coating. In accordance with a further enbodbmgemwrez(@%esent
invention provides a nmethod for treating an allergic diseasé or bronchi al
asthma conprising the step of admnistering an effective amount of the
conpound represented by formula I. 30 In accordance with a further
enbodi nment the%rglﬁﬁgnt i nvention provides a use of the conpound

ormula |

represent ed by or the pharnmaceutical conposition described above
for the mehuf adiEHEE HebYEaABRAT PEr NeHeIa e A WMt OBf 28l 138rigilc @ seases

i ncl udi ng br onchilaxy astdups, drhi nitis, conjunctivitis, dermatosis and

urticari a.RaFurtrherrJSeatt%r es Canq) advant ages of the present invention wll
becone appar ent” Fromthe Beseription BrUWh & Pref&TEF C b &HiMEit whi ch
fol |l ows? wheh pteathaiaeuthealilghtaaofertthd 1 eatstadched Hexanyil .es and Ref er ence
Examples. In preferped c nds =0f [ nti Al esent 20

Novenber 2003 Igr{ afjlagil engggglgkyl ef%é%@(‘{}?a hggﬁﬁx gﬁqﬁyl ea{]lz%.)){)lr' a#k}%lgén}é?’hi o]
group. | tigreerdrr e@d lkghpdangs oflkhaylnveal kphepgorxepr ezsbrrkeretsiagl e

bond or a QxehAkY! Bp8rokyE2ry1ahkeny£ng1 BHPP-ghdLfY efehkedneanpaynds of
the inventiaon Wrepresents a f ur anyl ene group or a phenyl ene group which

%
i s unsubsti% Ol L X B | FUTERF by -ofe o 3RS i udrit ddie FARIHEDrobr omi ne
at ons, lirettthd igvempsoor, meyhbxybxgmtpsd drt stiraligbe whdesséoederdiably i n

conmpounds ,af e I nv i on in Wis other than .a .single hond, the
phenyl ene %rov}fe&r any lgﬁ}el ‘or o%%?%%fbeoio gégw ut &% ytl,&s'and:q}f% or’%in the
case that cAntiad rangg ngl 6° Bormdhd R rati cady rdgniipndta Gn cefrbomiss itomsabl e ri ng

posi tions rel@ﬂky%kaCQQ%@lon%hp fRL %R 81l @i atidn b & 4nay be |
conmpounds of the |n\é§nt| on whérein the phenylene or furanylene ring is

further sO¥9 (U eBOLEFYEXAfpI € IRE Helt DIGENTRBOatBnEP 1 GV &Y€ gedGpsnestd/ or

al koxy19r gupSertany t kdrbdvidige . subst i tents eyl beyadu@ches: gdramy of the

renainingcd%@gi%%b%%ogpﬁiEg09§,ogo%2ep£g?grably from 3 to 10 and most
preferably from 3 to 7 carbon atoms.

In accordance with another embodiment of the present
invention, the present invention provides a method for

20 preparing the compound represented by formula I.

In accordance with yet another embodiment of the present
invention, the present invention provides a pharmaceutical
composition comprising an effective amount of the compound
represented by formula I together with a pharmaceutically

25 acceptable carrier or coating.

In accordance with a further embodiment, the present

invention provides a method for treating an allergic disease

or bronchial asthma comprising the step of administering an

effective amount of the compound represented by formula I.

30 In accordance with a further embodiment, the present invention
provides a use of the compound represented by formula I or the
pharmaceutical composition described above for the manufacture of a
medicament for the treatment of allergic diseases including bronchial

asthma, rhinitis, conjunctivitis, dermatosis and urticaria.

Further features and advantages of the present invention will
become apparent from the Description of the Preferred
Embodiment which follows, when read in the light of the
attached Examples and Reference Examples.

In preferred compounds of the invention A" represents an



In preferred conpounds of the invention Rl represents a C, -, alkyl,

al kenyl or al kynyl group, a C2-, al koxyal kyl group, 2 -
al kenoxy-al kyl group, a C3_, al kynoxy-al kyl group, C%?$0$§n&”2003

al koxy- al koxyal kyl group, a benzyl or phenyl ethyl group which is
unsubstituted or substituted by one or nore hal ogen atons, C -4 alkyl,
met hoxy or benzyl oxy groups or a cycloalkylalkyl group wherein the
cycl oal kyl group is cyclopropyl, 25 cychbutyI, cycl opentyl, cycl ohexyl,

cycl ohept yélﬁylgz‘?éa'a’lwle%{?h d%%?{%%xy 3?8%8%02{%93‘3{ e tedg%é@”ﬁf *the

nore hal ogen ~atons, C,
cycloalkyIaIkyII@rE%&ﬁ@%r%%t%@WE@@Hd@tmﬁlEME 1mwemwi@meao&ep&&@¢hegea 30 In

preferred sonpoangsn®foct he ¢nvee{1{t]¢yqlr[erfg JER es%rltkse 3’ EEldrol%en fluorine,

chl orine or bronlne omor a neth or ~net’hoxy W be
under st .ood that]?H%r% %E??@u%ﬁTPP&ndﬁa9fbéhﬁt@é@ﬁéélan Fheepre5enbson 7

positi of ozfmtmyimmgqtoupu@feusPhaQym@M@ngﬁbugogﬁlcﬁ Mar %n@ﬁ%ts?:%'{:ﬁ
conmpounds 8; nula ? Egthose in A 1 rep-resents a net ene,
y

ethyl ene, Propyrene: n& < (EHRW%HQQUQEﬁﬁﬁen%h %%h??eﬁéo%yomlne
propy! eneoa@omshyfd*tdwb@try*@meprembthyf@ﬂyup@r nutuwlsiulbfeanylhegéeeed A2 5

r epr esent i | ene eth 0

nethyleth?ﬁ%#i n'lbuty nelgésa?ﬁgny eha’ Grotp @V E%f%s@nf§ ghher than
unsubst i t it eB1PELENAHS, GhSuhEdmteE phenwmyle‘ﬂmogmphpnyﬁaqnebe
dlbrOﬁmthﬁiﬁéﬂEtuﬂEﬁ|Eﬂr@@eQMk?&? QL Eﬁt@ PEEVE%E$ gﬁoyg ﬁé ? %esgnts

a hydrogen atomagr a 10 yl, butyl, "i'so uty pen exyl,

nethylproBV?‘P Qﬂf) é) %ﬂlo%NQﬁm#N@St¥#%ﬁ@b£§ rlnﬁthgxyenhyb
net hogyprimﬂlatlefcé’lowetelaxth qaﬂof@xyebbylexah@q?hpfopfﬁyeéhiflﬁ,rl 1,4. In
prop-2-yn qggy op:2- enyl 0x met hoxyet hoxyet hy

4- quorobenzgi %xy %%zy %? WT§rE&FyI)lB%nz@¢enYiene or
4- benzyl0%¥H@myﬂen€4rﬁ99h@%yﬁheh&éetﬁw&st1&@@&Dﬁkﬁp¢&ﬁﬁ@hﬁ|by halogen
CyC|Op[pp¥ﬁﬁhﬂy|éykgmﬂéfwﬁ§§y59&98¥ alkoxy groups, then the further

substituents way be attached at any of the remaining
available positions on the ring.

In preferred compounds of the invention R' represents a
C,., alkyl, alkenyl or alkynyl group, a C,.; alkoxyalkyl group,

20 a C,, alkenoxy-alkyl group, a C,, alkynoxy-alkyl group, a C, .,
alkoxy-alkoxyalkyl group, a penzyl or phenylethyl group which
is unsubstituted or substituted by one or more halogen atoms,
C,., alkyl, methoxy or benzyloxy groups or a cycloalkylalkyl
group wherein the cycloalkyl group is cyclopropyl,

25 cyclcbutyl, cyclopentyl, cyclohexyl, cyclcheptyl or decalinyl
which is unsubstituted or substituted by one or more halogen
atoms, C,, alkyl or methoxy groups and the alkyl part of the
cycloalkylalkyl group is methylene, ethylene, propylene or
butylene.

30 In preferred compounds of the invention R’ represents a
hydrogen, fluorine, chlorine or bromine atom or a methyl or
methoxy group. It will be understood that the substituent R2
may be attached at the 4, 5, 6 or 7 position of the indolyl
nucleus.



group; R 2 represents a hydrogen, fluorine, chlorine or bromne atomor a
nmet hyl or nmethoxy group, and Ri s a-carboxyl or a tetr?g@hy&“5g55693 20 The
phar macol ogi cal |y acceptabl e salts of the conpounds e present
invention represented by formula I may be acid addition salts or alkal
addition salts. Exanples of the acid addition salts include mneral acid
addition salts such as, for exanple, hydrochloride, hydrobrom de,
hydr oi odi de, 25 sulfate, nitrate, phosﬁ%ate and organi c acid addition
salts such as, for exa acet at e, fumarate, citrate, oxalate
succi nat e, tarypﬁFeprﬁgEErgd ﬁ%ﬂ%%?%?%‘Dgﬁ%Fﬁ%Hék&lFGﬁaFEOSSan which
p-toIuehesblﬁ@p&&eeﬁk&npiemeohyﬂhaemI@ﬁhy}ﬁh&tlpﬁo@@ﬂéaalubumyiem@rganic
30 salts or ex ium assi u caIC|un1a um
salts andiorg: iC %lkallﬁggﬁﬁs%guch as, tﬁ%r38§5hg%e 23&%%%%%3
ethanolanﬁﬁéfowyhuawéﬁﬂ?heﬁ@@ﬁﬁh@¢hﬁim&& <m1|@mhﬂh©mhﬁanzlaﬂﬁxbaalcA

ani noag; dse%@legs_ntghg @Wm@%ﬂ Q%QEH?@Q% ' @ﬁ@}ig@?ugwg@m Iél' by 20

Novenber 2003 -7 the above-describ fornu may’ | oners
dependi nngHhVHEFPYé§9ﬁweW9Y%?H%|%teé#@ai §r0'11lf?e ¥ FgpEeserbAErs and

m xt ures oqhstibetisoeas faEhrﬂh&hbﬂethe S@%@%Bﬁtlﬁdﬁéﬁres%ﬁkdyﬁéﬁg'0” 5
Al t hough %? E err d |ndo perlgﬁne conpound resent

i nvent i onti-nGrad EPH eP8F|OMA o EHB Ay Eehe BF@@%H@ SWerit®on W11 not
be |inm t edetbokhpbenglanpl esoub,;- R' represents a hydrogen atom or a

2 (2 byt uorgsbeneyl eilafe! - ofldel PeRbdle: !~ ndBes, -
2- (2-[ 4- - PEEPEAPYPPY . i ndomeshylbusivper i @ildyl-y| prosemydy) - mermmimylaci d 3. -

4-{4-[ 1- (Reehbox¥tpi-hyl Kb I n iccacid 15
PRICTEL ro OH R i i
1-yl) - prOéB?é?xggﬁ Yite acpaop ynyloxyethyl prop-2-enyloxyethyl,

methoxyethoxyethyl, 4-fluorobenzyl, 4-methoxybenzyl, 4- (tert-

15 butyl)-benzyl, 4-benzyloxybenzyl, 4 -methoxyphenylethyl,
cyclopropylmethyl, cyclopropylethyl or cyclopropylpropyl
group; R’ represents a hydrogen, fluorine, chlorine or bromine
atom or a methyl or methoxy group; and R’is a carboxyl or a
tetrazolyl group.

20 The pharmacoleogically acceptable salts of the compounds
of the present invention represented by formula I may be acid
addition salts or alkali addition salts. Examples of the acid
addition salts include mineral acid addition salts such as,
for example, hydrochloride, hydrobromide, hydroiodide,

25 sulfate, nitrate, phosphate, and organic acid addition salts
such as, for example, acetate, maleate, fumarate, citrate,
oxalate, succinate, tartrate, malate, mandelate,
methanesulfonate, and p-toluenesulfonate.

7 Examples of the alkali addition salts include inorganic

30 salts such as, for example sodium,. potassium, calcium and
ammonium salts and organic alkali salts such as, for example,
ethylenediamine, ethanoclamine, N,N-dialkylenethanolamine,
triethanolamine and basic aminoacids salts.

The compounds of the present invention represented by



5.- 4-{3-[4-(1-pentyl -1 Hindol-3-yl)-piperidin-1-yl]-- propoxy}-benzoic
acid 6.- 2- [2- (4-{1- [2-- (2-nethoxy-ethoxy) -ethyl] L iQlpdsyl - 20
pi peridin-1-yl)-ethoxy]-benzoic acid 7.- 3- [2- (4-(1-2‘{§Ebé 2083

(2- met hoxy-et hoxy) -ethyl] -1Hindol-3-yl)- piperidin-1-yl)-ethoxy]-benzoic
acid 8.- 3-- (2-{4-- [1- (4-fluoro-benzyl) -1Hindol-3-yl] -

pi peridin--1-yl}-ethoxy)-benzoic acid 25 9.- 3-{2- [4- |
(1--pentyl -1 Hindol-3-yl) -piperidin- 17 I] - ethoxy} - benzoic aC|d 10. -
3-(2-{4-] 2- et hoxy eth . H- i ndol peridi n-1-yl - et hoxy) - benzoi c
acid 11.- %51% %O"EM esf\fl%ff% %%W‘hox Fi‘gk’y)m%m??] SR3RG H#tLs 30
3-yl}- pipekmgﬁm@ﬂngybh ehbmxybspmmzﬁrp aﬁldléateréeiﬁbméﬁs The single

(1- pentyl Ol i X benzoic acid 13,- 2-
[3- (4- lS F%Q% %%u?e hos #He %ﬁgw rs ?aff %lthln H & scope of
-1H—|ndoII@£yp¥£§ﬁ@érﬂ@Wﬁn¢i@P) propoxy] benzoi ¢ acid 20 Novenber 2003 -8
i4.- 2-5 (3-{4- Ah%hdﬁ@ﬁl$ﬁﬁop9§@é¥kég %ﬁao@@gblﬁéyﬂdlne compounds of

pi peridin-1-yl}-propoxy)-benzoi c aci

2-{ 3- [4 (fhﬁerﬂﬁﬂsqrﬁlwn@%)l%?bé@?dmel foylpwangpeeyRcheisoi cchrei d 5
16. - 2- (3pirksleht( Aneh@ipnetAyh) ndt badokm3rkh] tBi Rekisdi Bxamples,

1-yl }--propoxy)-benzoic acid 17.- 3- [3- (4-{1- [2- (2-nethoxy- et hoxy)
-ethyl] -1Hindol-3-yl} - piperidin-1-yl)-propoxy]-benzoic acid 18. -

3-{3- [4 ( 2~ pentyl{2kHai hdlek 4 3E g rpilEerdydi) R1H- Y hile1 19-pI Dpexydr benzoic acid
19.- 3rg (3- {4- Q I Hindol -3-yl] -piperidin-

1-yl}- propoxy) b4n§%§g§g2|§$585?¥4§c - (4-{1- [2- (2-nethoxy-ethoxy)
-ethyl] - 2+ ndol{23-l¢1}21-pepsrildiH- nnﬂb} prypoxplirbeadéne lagild-15 21. -

4- (3-{4-[ 1- (2- ethexyiebykhi tHaiadol - 3-yI | - pi peri di n- .

3.- 4-{4-1{1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-
1-yl}-butyric acid
15 4.- 3-(3-{4-{1-(4-flucro-benzyl)-1H-indol-3-yl]}-piperidin-

1-vyl}-propoxy) -benzoic acid

5.- 4-{3-[4-(l-pentyl-1H-indol-3-yl)-piperidin-1-y1]-
propoxy}-benzoic acid

6.- 2-[2-{4-{1-[2- (2-methoxy~-ethoxy)-ethyl] -1H-indol-3-y1}-

20 piperidin—l—yl)—ethoxy]—benzoic acid
7.~ 3-{2-(4-{1-[2-(2-methoxy-ethoxy)-ethyl] -1H-indol-3-y1}-
piperidin-1-yl} -ethoxy] -benzoic acid
8.- 3-(2-{a-[1-(4-fluoro-benzyl)-1H-indol-3-y1]-
piperidin~1l-yl}-ethoxy) -benzoic acid
25 9.- 3-{2-[4-(i-pentyl-1H-indol-3-yl)-piperidin-1-y1}-

ethoxy)-benzoic acid

10.- 3-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-vy1]-
piperidin-1-yl-ethoxy) -benzoic acid

11.- 4-{2-(4~{1-[2-(2-methoxy-ethoxy) -ethyl) -1H-indol-

30 3-yl}-piperidin-1-yl) -ethoxy] -benzoic acid

12.- 4-{2-{4-(1-pentyl-1H-indol-3-yl) -piperidin -1-yl]-
ethoxy}-benzoic acid

13.- 2-[3-(4-{1-[2-(2-methoxy-ethoxy) -ethyl]
-1H-indol-3-yl}-piperidin-1-yl} -propoxyl -benzoic acid



- propoxy) - benzoic acid 22.- 3- (4-{1- [2- (2-nethoxy et hoxy) -ethyl]

1-yl}

-1Hindol -3-yl}- piperidin-1-yl)-propionic acid 23.
(1-pentyl-IH-indol-3-yl) -piperidin-1-yl] -propionic. (%@ovem?;r‘203

4- (4-{1-[2-(2-net hoxy-ethoxy)-ethyl]-1Hindol-3-yl}- -

pi peridin--1-yl)-butyric acid 25. -

4- {4 [1-(4-fluoro-benzyl)-1Hindol-3-yl]-piperidin- 1-yl}-butyric acid 25
26.- 4-[4-(1- pentyI-IH-lndoI 3-yl)-pipéridin-1-yl]-butyric N acid 27.-
3-{4 [2- (4- {1 4 nethoxy et hoxy) -eth% -1H—|ndol 3

yl } - pi peritdin- 1% étHQF]QpﬁéH?FP Eﬁ&ﬁﬁ&ﬁlé adngolzg -yl -

3- {g £19(4 fluqngxhﬁmﬁyinr%ﬁql@d@bo&yaybanFg@r?ﬁ?@:d- 30 yI% pr opi oni ¢
aci - et in -
plperldln}'-yl} ai ph%ﬁfﬁﬁ%pﬁ§g ﬁpi gg?ﬁ 3§1Pes &n [2-" (4-{1- [2-
(2- met hoxy- ethoﬁy)Eﬂxﬁmﬂwl]bEDHQIWd@bla-

yl'}-pi perijg n- Lyl t R | 31. -
3-(4- {gﬁ[jgil %%nﬁilgl o%?§¥&p 2k %grléln-ﬁdgq @0 ?fp%%gnyp) acrylic

acid 32.- 3- [4-Yi2- PFQPqHY pﬁ@xyceﬁhy|) -1FFIHdO| 3 yl] -

plperldlnqirylkrEMhyMJ{ahq@ylh ageubkg 86hdxp) 33chy 2y { fa- {habyH oxyy 4-
(4-{1- [2- (2-met hoxy-et hoxy) - eth

1H i ndol - 3- yl}fﬁﬁﬁﬁﬁpdpnlIyé YPEQP?FFJ ~BREFGLF- 2SSt hyl - propi oni ¢ aci d
34.- 2- (4&51 hﬁdrGXM44%ﬂ4p@b£Q&HU$LihHo&ndO&13 ~pliperidin-1-y1] -

FZD?LI " %?ﬁ%k&5§t%@ﬁ?%l% thyg E[fplonlc acid 10 35.- 2- [4-
plperldlnlﬁ-ylﬁ I3hﬁérdﬂy @uﬁyhpxwheMVVFJZJHﬁenﬁyﬂ 3pydpi-pnperadid-36. - [ 2-
(4-{1- [2- (2- methgxyreihapy) petbBybl acilindol -3-yl} .
20.- 4-[3-(4-{1-(2-(2-methoxy-ethoxy) -ethyl]-1H-indol-3-y1}-
piperidin-1-yl}-propoxy] ~-benzoic acid
15 21.- 4-(3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]-piperidin-
1-yl}-propoxy) -benzoic acid
22.- 3-(4-{1-[2-(2-methoxy-ethoxy)-ethyl] -1H-indol-3-y1}-
piperidin-1-yl) -propionic acid
23.- 3-[4-(l-pentyl-1H-indol-3-yl)-piperidin-1-yl]-propionic
20 acid
24.- 4-(4-{1-{2-{2-methoxy-ethoxy) -ethyl] -1H-indol-3-y1}-
piperidin-1l-yl)-butyric acid |
25.- 4-{4-{1-(4-fluoro-benzyl)-1H-indol-3-yl]-piperidin-
1-yl}-butyric acid
25 26.- 4-{4-(l-pentyl-1H-indol-3-yl)-piperidin-1-yl]-butyric
acid '
27.- 3-{2-[2-{4-{1-[2-(2-methoxy-ethoxy) -ethyl] -1H-indol-3-
yl}-piperidin-1-yl)-ethyl] -phenyl)}-propionic acid
28.- 3-{4-[1-(4-fluoro-benzyl)-1H-indol-3-yl] -piperidin-i-
30 yl}-propionic acid )
29.- 3-[4-{2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]-
piperidin-1-yl}-ethyl)-phenyl] -propionic acid
30.- 3-{4-{2-(4-{1-[2- (2-methoxy-ethoxy) ~ethyl] -1H-indol-3-
yl}-piperidin-1-yl) -ethyl] -phenyl}-acrylic acid



pi peridin-1-yl)-ethoxy]-acetic acid 15 37.- (2- {4- [1- (4-fluoro-benzyl)
-1Hindol -3-yl] -piperidin-1- yl}-ethoxy)-acetic acid

{2-[4-(]-pentyl -1Hindol -3-yl)-piperidin-1-yl]-et hoxy}g’@N%&[m%era?goa 39. -
(2-(4--[1-(2-ethoxy-ethyl)-1Hindol -3-yl]-piperidin-1- 20

yl )-ethoxy)-acetic acid 40.- 5- (4-{I- [2- (2-nethoxy-ethoxy) -ethyl]
-1Hindol -3-yl} - piperidi n-I-yI-methynL; furan 2-carboxylic acid 41. -
5-14-(1-pentyl -1 Hindol - 3- yI) pi peridl 1-yl- methyl]-furan-2-carboxylic
acid 25 42.- 5-{4: [/1- x-th )-IH-|ndoI3yI |per|d|n1yl
met hy! }-fﬁar]a'n'- Z{"C(af‘r"b@x‘yll(ﬁ cHad T3 1¥I indol-3- Plperlc{oln 1-y
5-{4-[1-(4- fI U(th}yﬁe}rrzgﬂe)nyﬂl-)l-mtdqlll& )&IC]]:dDI per i d| n-1 -

yl met hyl }- enzy ZﬁlaﬁfQﬁ ?9 EF'%h cettyih i GhdA- 41

(4-fluoro-
pi peri di n- 1- y| Jpibeiidiiaai-Hiit A I%trl’pﬁér’rplh]eiﬁflr}etamnylzp:r cqmmhl c acid 45.-

2-{2-[ 4s (1xheptyl '4U't'l'ﬂ%r03cyy—:0§— R p{qr nﬁt]hfd&} n%éh %8,%{;1 jacid 46. -

2-(2- {4[1(4tert but yl g 1H-|n
pi peri di n- 1- y| YRt RERY ) 3b¥h2 oP et G 7 - Yl Ybutyl] - phenyl}-2- methyl—

2-(2-{4-[1- (4 @H@Q)@{nlze@md) 1H—|ndol 3-yl]-piperidin-
1-yl}- eth en (4 nzyl oxy- benzyl)
-1H i ndoI tﬁ é] %&Hdr&i’ﬁ’ 1 5[ IP&N)YlbéﬁIz&”éjcgc 33(;' Aié
2-{2-[4- (| oy so mqmdumm]--w@l ppﬂmel’dydl nzlmthyletﬁmﬂmﬁ%é@ﬁ aci d
50.- 219[ %5 (441, [ 4- tho nyl t H i,ndal,-
pi peri }:h n- f 2 1[— o(>2<; gbegopc)%g%d é%’fﬁ QBH d%Dzl (1 (I H-| ndoI 3--yl)
- pi peridin--1- P}]Pe—“fé%%y]l - ygh erly‘lh)ydzomt-mﬂlt-yrir omhﬂmyd]acﬁ—dl%yl -2- (4-{4-
[4- (1H i ndol - $nHi orRiPeldidi n-1-yl] -buutyryl}-
36.- {2-{4a-{1 - {2- (2-methoxy-ethoxy) ~ethyl] -1H-indol-3-y1}-
piperidin-1-yl) -ethoxy] -acetic acid
I35 37.- (2—{4-[l-(4—fluoro—benzyl)—1H—indol—3—yl]—piperidin—l—
yl}—ethoxy)~acetic acid

38.- {2-[4-(1-pentyl-1H-indol-3-yl)-piperidin-1-y1]-ethoxy)}-
acetic acid
39.- (2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-1-
20 yl}-ethoxy) -acetic acid
40.- 5-(4-{1-[2- (2-methoxy-ethoxy) -ethyl] -1H-indol-3-y1}-
piperidin-l-yl-methyl) -furan-2-carboxylic acid
41.- 5-[4-(l-pentyl-1H-indol-3-y1l) -piperidin-1-yl-
methyl] - furan-2-carboxylic acid
25 42.- 5-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1l)-piperidin-1-yl-
) methyl};furan—2—carboxylic acid
43.- 5-{4-[1-(4-fluoro-benzyl)-1H-indol-3-yl] -piperidin-1-
ylmethyl}-furan-2-carboxylic acid.
a4 .- 2-{4-(4-{4-~[1-(4-fluoro-benzyl)-iH-indol-3-y1] -
30 piperidin-1-yl}-1-hydroxy-butyl) -phenyl] -2-methyl-
propionic acid
45.- 2-{2-[4- (1-heptyl-1H-indoli-3-yl) -piperidin-1-vy1] -
ethoxy}-benzoic acid
46 .- 2-(2-{4-[1-(4-tert-butyl-benzyl)-1H-indol-3-y1] -



phenyl)-2-methyl -propionic acid 53 . - 2- [4- (1Hindol-3-yl)

-pi peridin--1-ylmethyl] -benzoic acid 15 54.- 3-[4-( pi pe
ridin-1-yl methyl]-benzoic acid 55.- 4- [4- (1I—l—indoI-55:3'-\1[}}(}&)&%bé’?2%()'()?3
-piperidin-l-ylmethyl] -benzoic acid 56.-

(3-(2-[4-(1Hindol -3-yl)-piperidin-1-yl]-ethoxy} phenyl)-acetic acid 57.-
(3-13-[4-(1Hindol -3-yl)-piperidin-1-yl]-propoxy}- 20 phenyl) -acetic acid
58.- (4-{2-[4-(1H i ndol - 3- yI) pi peri di#e-1-yl ] -ethoxy}- phenyl)-acetic acid
59.- (4-{83-[4-(1Hi ndol -pi peridin-1-yl]-propoxy}- phenyl)-acetic acid
25 60.- 3- (1- PGFBIP@in(iHyﬂﬂeﬁﬁ%- Peslyd 5ognpoighewddy] -propyl) - k
plper|d|n4%'¥|khﬁﬂ' QdQHe 46%eth%xgeEQMEygj &ﬁ 1ﬁaoﬂ43 ii- plp ridin-
(3-met hyl - butyI % % iperidin-l-yl} ¥ ph eny ] - propionic
acid 62.- 2- [4-Yla-=e OXFi b@?z€ﬂﬁoﬁ§1€thyl) -1FL|ndoI 3-yl] - piperi din-
30 1-yl}- @tshyl R--plzewl-]{12-( PEBIbléy&Jzypb@cEﬁ eehevagi-d 63 racd--methyl--2- [4- (4-{4-

Llperldﬁﬁtgy;lbUt FéFyF) pﬁ' yﬁf%S%gk -BRAGCAC G644, -

2- {4- [ 1- ( 39met Byl{2bUtyl (- Tio-beal 315- i ngopesi-¢iln—lpi pelmietimyi1}-vha@nzoi ¢ aci d
?olhgyngﬁr|20%§ho O5ey gﬁﬁgfécgéﬁd éé-?thoxy-ethyl) “1H- i ndol - 3. . y1)
3p{2 [ 1- (Eoerhékﬁﬁeﬂﬁyﬂﬂfﬂﬁf (haaerBoyyt ppepeti dehbyl] yLHeingdl =benkbi ¢ acid
ol ot b 4}{36L;£F%E§ﬁﬁgﬁgib9ﬂy|bt%Hkg@dQE?%o%g]#EEEC{[SLPy:) - 14 i ndol - 3-y!]
Ypiperﬁg R -T- P4 etﬁo%ﬁ)(ﬁﬁéﬁ?ﬁ%l eﬁﬂ §&P8r6§ln 1-yl]-ethyl}-

[ 3-(2-(4-[1- ( 2pekhgry-et-hpthviHpragabn3cybl<ipi peri di n- 10

1-yl}-ethoxy) -ghenyll-3geth e 8681 -3-y1) -piperidin-1-y1]-butyryl}-
phenyl} -2-methyl-propionic aéid
'53.- 2-{4-(1H-indol-3-yl)-piperidin-1-ylmethyl] -benzoic acid
15 54.- 3-[4-(1H-indol-3-yl)-piperidin-1-ylmethyl]-benzoic acid
55.- 4-[4-(1H-indol-3-yl) -piperidin-1-ylmethyl]-benzoic acid
56.- (3-{2-[4-(1H-indol-3-yl)}-piperidin-1-yl]-ethoxy}-
phenyl) -acetic acid
57.- (3-{3-[4-(1H-indol-3-yl)-piperidin-1-yl] -propoxy}-
20 phenyl) -acetic acid
58.- (4-{2-[4-(1H-indol-3-y1) -piperidin-1-yl]-ethoxy}-
phenyl) -acetic acid
59.- (4-{3-[4-(1H-indol-3-yl) -piperidin-1-yl] -propoxy}-
phenyl) -acetic acid
25 60.- 3-(1-{3-{3-(1H-tetrazol-5-yl) -phenoxy] -propyl}-
piperidin-4-yl)-1H-indole
61.- 2-methyl-2-[4-(2-{4-[1-(3-methyl-butyl)-1H-indol-3-y1]-
piperidin-1-yl}-ethyl) -phenyl] -propionic acid

62.~ 2-[4-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-
30 1-yl}-ethyl) -phenyl] -2-methyl-propionic acid
63.- 2-methyl-2-[4-(4-{4-{1-(3-methyl-butyl)-1H-indol-3-y1]-
piperidin-1-yl}-butyryl) -phenyl] -propionic acid
64.- 2-{4~[1-(3-methyl-butyl)-1H-indol-3-yl]-piperidin-1-

yvlmethyl}-benzoic acid
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-yl)--ethoxy)-phenyl]-acetic acid 73.-- [4- (2-(4- [1-
-3-yl] -piperidin- 1-yl}-ethoxy)-phenyl]-acetic acid 74.- -

[3-(3-(4-[1-(3-nethy|-butyI)-lFLindoI-3-yI]-piperid
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(2-ethoxy-ethyl)

[4-(3-(4-[1-(3-nethyl - butyI)-lFFindoI-QLyI]-piperidin- 20 1-yl}- propoxy)

- phenyl ]

-acetic aC|d
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|ndole
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(2- ethoxy--ethyh)yi}bbkag@ky$ -phknyll -acetic acid

I h
plpengln % Y %4et OTX) (3- methgﬁnbutyl}—lelndol~3—yl]—piperidin—

20

25

30

73.

74 .
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76.

77.
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81.

uor o zoic_acid

1-yl}-ethoxy) -phenyl] -acetic acid

[4-(2-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-yl] -piperidin-

i-yl}-ethoxy) -phenyl]-acetic acid

[4-(3-{4-[1-(3-methyl-butyl)-1H-indol-3-y1]-piperidin-

1-yl}-propoxy) -phenyl] -acetic acid

[4-(3-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-yl) plperldln—

1-yl}-propoxy) -phenyl} -acetic acid

2-{2-[4~ (L-prop-2-ynyl-1H-indol-3-yl) -piperidin-1-yl]-

ethoxy}-benzoic acid

2-(4 -[1-

ﬂFd@Pd3FHeth§¢Fbﬁtyyl}lH indol-3-yll-piperidin-

§y18 ﬂPu@ﬁbOﬁ@n@@hylacﬂa 85d0123 v21fpippridiono- | -

2-methyl-2-[4-(4-{4-[1-(3-methyl-butyl)-1H-indol-3-y1] -
- piperidin-1-yl}-butyryl)-phenyl] -propionic

1-{2-ethoxy-ethyl) -3-{1-{3-[2- (2H-tetrazol-

phenoxy] -propyl }-piperidin-4-yl) -1H-indole

- (3-methyl-butyl)-3-(1-{3-(2- (2H-tetrazol
phenoxy] -propyl}-piperidin-4-yl) -iH-indole
1-(3-methyl-butyl)-3-(1-{3-[4-(2H-tetrazol
phenoxy] -propyl}-piperidin-4-vy1l) ~1H-indole
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piperidin-1-yl}-ethoxy)-6-fluoro-benzoic a
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86.- 2-(2-{4-[5-chloro-I-(2-ethoxy-ethyl)-1Hindol-3-yl]- 10

pi peridi n-1-yl }-ethoxy)-6-fluoro-benzoic acid 87. -

2-(2-{4-[1- (2- et hoxy- et hyl ) - 1H-i ndol - 3-yI ] - pi peri di n- 4% NOYSTRECI%)
-6-fl uoro-benzoic acid 88.-

3, 5-di bronp-2-(2-{4--[1-(2-ethoxy-ethyl)-5-nethoxy-I H

i ndol - 3-yl]-piperidin-1-yl}-ethoxy)-benzoic acid 15 89--

3, 5-di bronp- 2- (2-{4-[ 1- (2- et hoxy- et hyl 2-5-f | uor o- | H

i ndol - 3- yII-plperldln 1- ylg et hoxy) - benzoic acid 90.- 3, 5-dibrono-2- (2-
{4- [1- (faeth6k¢i§tﬁylﬂ G- tlery-leghyl) -5-fluoro-1H- indol-3- -yl]-

i ndol - 3- yI] p|@g@é$ﬁaihqm;qutgg erRzeh ¢ ael-8enflic 3c;9- di brono- 2-
(2-{4- I ethoxy -1H4 20 i

i ndol - 3- yﬁ] prger%m 1y|P‘é%ﬁ6¥yy§6@ﬁ%éré-ééﬁargziﬁ—3pdeldﬁbwéhu-2-
(Zd{ﬁ [7|br0nmﬂiﬁglﬁﬂﬂeﬂh@ﬂ%“ﬁﬁhb&bb -kHfluoro- be8201c ac1dd ,

i ndo y pi per i di et hagxy, zoi c i I no- 2-
(2-{ 4- %i éh(Z %tﬁngqe F%‘ Aé %§o¢yre%%y?) %H lndo§ E?—

pi peri din--1- yDPE@ﬂh@My9lb@ﬂ 0E¢h@3wd ZSfQ&ozo benzoic acid

2-(2-{4- 2- et_hexy et ugrQ y
pléerfdlL%?(yl% g?hgé bekog‘ l-ggnfghc ghgéj hg SOE4 F%]chloro
( 2- et hoxy- ethyF?PefH-lﬁdél¥§ yﬁFhﬂxﬁ'pérféPﬁrg 9Epze@ho%y}d5 met hyl - benzoi ¢

aci d 96. - g2~ -( 2-{(4- kl[5(ahgb&@xx--@t@xhbxy5e698m9xxHLHnHBQOE -31yL] - 30
pi peri g n-1- yI ethoéé%% -nﬁ benzaoic_acid

2-(2- {# [ 1- (2- EAREFY Vi PrheRs) A FAbSFOsbspoic acid

pi peri di n8%-.yl p- dﬂhgﬁyﬂl4 ﬂehhhbxybenhQRQdaFLdn88% 3-yl] -piperidin-
2-(2-{4-[5-bro y-€e 1H-indo -

pi peri di n- 1- ylgngﬁﬁo%tﬁgggieéhggé %Sn |%°éE|8c¥8 Novenber 2003 -13 99. -
2- (2- ~4- [ BBbroAoS-dikrerhoRy-@t )Lt Hi atbbxg-gEhyl) - 5-methoxy- 1H-

pi peri di n- 1- ylhh@bh0é¥»lﬁ BEbQQ&Mlhe@ZQE? %EFQX}Q_FEHZOIC acid

2-(2-( [5 chloro I et hoxy- et
pi peridi n8f-y| p-e Lﬂ&gg?m@ %etﬁoiﬁ 6éni8r§tB@Kﬁ gthyl) -5-fluoro-1iH-

2- (2- (4- [|-(2 ehﬁoxyaeymprige&@amﬁxy gtHLeegbx§7ybénZOlc acid
o pert gl ol pewrate e ME L e o
indol-3-yl] -piperidin-1-yl}-ethoxy) -benzoic acid
91.- 3,5-dibromo-2-(2-{4-[5-bromo-1-(2-ethoxy-ethyl)-1H-
20 indol-3-yl]-piperidin-1-yl}-ethoxy)-benzoic acid
92.- 3,5-dibromo-2-(2~{4-{7-bromo-~1- (2-ethoxy-ethyl)-1H-
indol-3-yl}-piperidin-1-yl}-ethoxy) -benzoic acid
93.- 3,5-dibromo-2-(2-{4- [1- (2-ethoxy-ethyl) -1H-indol-3-yl] -
piperidin-i-yl}-ethoxy) -benzoic acid
25 94.- 2-(2-{4-[1-(2-ethoxy-ethyl)-6-fluoro-1H-indol-3-y1]-
piperidin-1-yl}-ethoxy) -5-methyl-benzoic acid
95.- 2-(2-{4-[5-chloro-1-{2-ethoxy-ethyl)-1H-indol-3-y1]-
piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid
96.- 2-(2-{4-[1-(2-ethoxy-ethyl) -5-methoxy-1H-indol-3-y1] -
30 piperidin-1-yl}-ethoxy) -4-methoxy-benzoic acid
97.- 2-(2-{4-{1-{2-ethoxy-ethyl)-6-fluoro-1H-indol-3-y1l]-
piperidin-1-yl}-ethoxy) -4-methoxy-benzoic acid
98.- 2-(2-{4-[5-bromo-1-{2-ethoxy-ethyl) -1H-indol-3-yl} -
piperidin-1-yl}-ethoxy) -4-methoxy-benzoic acid



pi peridin-1-yl)-ethoxy)-benzoic acid 103--
2-(2-(4-(1-(2-ethoxy-ethyl)-6-fluoro-IHindol-3-yll- 1

pi peridi n-1-yl)-ethoxy)-benzoic acid 104. - %0 November 2003
2-(2-(4-[5-]Drono-1 -(2-ethoxy-eth~,1)-1Hindol-3-ylj-

pi peridin-1-yl ~-ethoxy)-benzoic acid 105--
2-(2-(4-[5-bronD-I-(2-ethoxy-ethy|)-|Fh'ndoI-3-yI]-
piperidin-l-yl) ethoxy) 5 met hyl - benzoi'C acid 15 106. -

2-(2-14-[ & ethy ). i.ndol | 1-

pi peri di n- 1 yI) et ) ben20|c acﬁdefg? %th§l¥ 1H-indol-3-y1]-
2-~2-[4-(I- promwpﬂ ietd! —y3- e heiqye riddime £ hoyyj- beatziodxy lachenzoi ¢ aci d
108. - 2- (1270( 4- [ (G2 4SO IR - qum' )eth%xw@%y?mllk i#801-3-y17 -
pi peri din-1-yl)-ethoxy)-henz ﬂIC aci d :
2-(2-f4-[1-(3- et Ly dpyd) “FﬂhOﬁaa|43m§FPoxy benzoic acid

pi peri di n-ch- yluuauhqmy)1quz&mmo&91@tk%ﬂ)-5 methox 1H-indol-3-y1] -
2-(2-(4- [I-(2 eth th Iﬁ_é ti % F

pi peridin-1 - dxﬁfl 7di € effflc a2t

2- (2-f4- 0. 2— é’t H@xyl4et My (p-4thiowyr et higi) Hdelf-lﬁoyb]- 1H-indol-3-vy1] -

D o (a1 {2 ?heo}xly N Da e S FRr2tes 25
pi peri di AR yl?"é@h Ry) 4-(Reehéeyybenhoil ¢ écﬁ&uQIQ JH indol-3-yl]-
2-(2-(fo [ 4- flugﬁ@e&aeanaqLQQ4ye%hB g) -bEhipdel 231yl - 30

pi peridin-1-yl)-ethgxy)-benzoi c _aci
2-(2- (4- [BETurdA ézfﬁegﬁﬁwy étH§|?thﬂan65h¥é)yﬁﬁ indol-3-yl] -
pi peri di n-1- y|pd@Ehdﬁﬁbr5~Wﬂﬂh¢khb&91Obéna@hd atBd-

Slégr}glL -qu rqzhégifgzgngx ogtqg %Eggéyggghygéyk%véﬁg8} ~30831116. -

5-(4-1-(2- eth@%PEQﬂﬁymyllHldﬁ@ChOSnyB -pepbyidbaakeoiyl pepdnt anoi ¢ aci d
S kL oCdoe s b L DRk R L g PERkL fiaba YL fexanol ¢

acid 5 118.- 7-~4-[1-(2 -et oxy-e pi peridin-

y|) hept anoi ¢ Qép&rifgn v1}= ethoxy) -benzoic ac1d
3- (3- (4- [llo7( 2- et-hoxy=ethybyobkhi il ndok ndoyLh=pipepi geRidin-1-y1] -
ethoxy}-benzoic acid
108.- 2-(2-{4-[1-(2-iso-propoxy-ethyl)-1H-indol-3-y1] -
20 piperidin-1-yl}-ethoxy) -benzoic acid
109.- 2-(2-{4-[1-(3-methoxy-propyl) -1H-indol-3-y1] -
piperidin-1-yl}-ethoxy)-benzoic acid
110.- 2-(2-{4~[1-(2-ethoxy~ethyl)-4-fluoro-1H-indol-3-y1] -
piperidin-1-yl}-ethoxy) -benzoic acid
25 111.- 2-(2-{4-(1-(2-ethoxy-ethyl)-4-fluoro-1H-indol-3-yl] -
piperidin-1-yl}-ethoxy) -5-methyl-benzoic acid
112.- 2-(2-{4-[1-(2-ethoxy-ethyl)-4-fluoro-1H-indol-3-yl] -
piperidin-1-yl}-ethoxy) -4-methoxy-benzoic acid
113.- 2-(2-{4-[4-fluoro-1-(2-methoxy-ethyl)-1H-indol-3-y1]-
30 piperidin-1-yl}-ethoxy)-benzoic acid
114.- 2-(2-{4-{4-fluoro-1- (2-methoxy-ethyl) -iH-indol-3-y1] -
piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid
115.- 2-(2-{4-[4-fluoro-1-(2-methoxy-ethyl) -1H-indol-3-yl]-
piperidin-1-yl}-ethoxy) -4-methoxy-benzoic acid



1-yl | -propoxy)-propionic acid 120. -
2-(2-~4-[1-(2-ethoxy-ethyl)-7-nmethyl-IR-indol-3-yll- 1
pi peridin-1-yl)-ethoxy)-S- nmethyl -benzoic acid 121. - 20 November 2003
2-(2-(4-[6-brono-1-(2-ethoxy-ethyl)-IHindol-3-yll- pipe
idin-1-yl)-ethoxy)-benzoic acid 122. -
2-(2-(4-[6-brono-1-(2-ethoxy-ethyl)-IHindol-3-yl]-

pi peridin-1-yl)-ethoxy)-5.-nethyl - benzWic acid 15 123.-

2-(4-11-(2- et - | H ndol | eri din-

(lyl() Eath]ﬁ %ul 4 @/ﬁ) ]ac*le%) FF%?:SSYdefélYA S -y1ll-piperidin-1-
(4-(4- [I-(2 ethdﬂyﬁﬁkmﬂ@oﬂd+admﬂﬂ-3 yl'| - pi peridin-

1-yl)-but qu aci.d

(3-(3-[ 4- )%lﬁcyc n{é %teh O ejﬁ%y&dmms pdpl-Fgyll -piperidin-1-

pi peridin-1-yl [+ rdﬁﬁﬁykMphéﬂykb acetic acid 12G -

(4- (2-[4-(1g cyciapr.opy h-3y! _3-v1] -piperidin-1-
plperldlrgagy 1§t ggz ﬁﬁﬁgﬁﬁ ggg ic g@i %df%7§-yl] piperidin-1
(3-(2-[4-(l-cyd %ﬂ@ﬁﬁy@ﬁﬂ i ndol - 3-yl) -

pi peri di nrile I}&Mmy)[lph@nyélthoa@ebwyam 123 nk28-3-yi]-piperidin-
3-14-(1- pentyI-IH-lndoI Oﬁ&l %erldln 1-yl met hyl | 1f-ben20|c acid 129. -
5-[4- (6-fl uor o1~ 6@n€?-ﬂ |n@5P 3P GFﬁgrldln | -
yl m et hyl120.ur @n-@2—dar-hoxyl2i-e thoixg - bﬁﬁyl) 7-methyl-1H-indol-3-y1]-

3-[4-( quoro |, j;nd I ridi 30 1- thyII-ben20|c
acid 131. - Eléﬁﬁﬁkﬁfﬁ quo%rg%y h?F%ﬁM} %Egﬁoé I% gSlperldln- 1 -yl
I -butyrﬁ#?--pﬁedﬁl)4=[§ -rreripy . -- Qr@phonyeeabwd lﬂzlndol 3-yll-
3-f3-[4-(I- cyc&ggkggmh%eqh l}'@thBQ9| %E%ELl%IQ% gdln | -

yII-propox -bénzoi ¢ aci Novenber 20

2-{2-[4- cycl oH@x;ClﬁrrétSh%]’P-’Om nlmiéreeh?lxy BEPER diLH-Endpill-8tWdiy) - benzoi ¢
acid 134.- 2- l%ﬁpt@hd[lhﬂ( 21al-kyhexy - ethaélthyilﬁehadﬁb 3zyhl -

pi peri yl }~etho ic. ac

2-(2- {% Ff3(2 pf odq yt;)i J?oxy SE‘P{yFstgiip ﬁ% jindol-f-yl]-piperidin-

1-yl}-ethylsulfanyl) -acetic acid

124 .- (4-{4-[1-(2-ethoxy-ethyl)}-1H-indol-3-yl] -piperidin-
1-yl}-butylsulfanyl)-acetic acid
125.- (3-{3-[4-(t-cyclopropylmethyl-1H-indol-3-yl) -
20 piperidin-1-yl] -propoxy}-phenyl) -acetic acid

126.- (4-{2-(4-(1-cyclopropylmethyl-1H-indol-3-yl) -
piperidin-1-yl]-ethoxy}-phenyl)-acetic acid
127.- (3-{2-[4-(1l-cyclopropylmethyl-1H-indol-3-yl) -
piperidin-1-yl]-ethoxy}-phenyl) -acetic acid
25 128.- 3-[4-(1-pentyl-1H-indol-3-yl)-piperidin-1-ylmethyl} -
' benzoic acid
129.- 5-{4-(6-fluoro-1-pentyl-iH-indol-3-yl) -piperidin-1-
ylmethyl] -furan-2-carboxylic acid
130. - 3-[4-(6-fluoro-1l-pentyl-1H-indol-3-yl}-piperidin-
30 l1-ylmethyl] -benzoic acid
131.- 2-{4-{4~[4-(1l-cyclopropylmethyl-1H-indol-3-y1) -
piperidin-1-yl] -butyryl}-phenyl)-2-methyl-propionic acid
132.- 3-{3-[4- (1-cyclopropylmethyl-1H-indol-3-yl) -piperidin-1-
vl] -propoxy}-benzoic acid



pi peridin-1-yl}-ethoxy)-benzoic acid 136. -
2-(2-{4-[1-(2-propoxy-ethyl)-1Hindol -3-yl]-piperidin_

1-yl }-ethoxy)-benzoic acid 137. - 20 November 2003
4-(2-{4-[1-(2-ethoxy-ethyl)-1Hindol-3-yl]-piperidin- 10

1-yl }-ethoxy)-benzoic acid 138. -

2-(2-{4-[1-(2-ethoxy-ethyl)-1H1indol -3-yl]--piperidin-
1-yl}-ethoxy)-benzoic acid 139.- 2- (21¥4- [1- (3-methyl-butyl)

-1H i ndol - 3-yl ] erjdin- 1-yl}-ethoxy)-benzoic acid 15 140. -
2-(2-{4-[13H 2= n%tﬁ?ox{/) {%ﬁyjdﬂiﬁwéawel@y FLEpiipéaiididnyl) -piperidin-1i-

1- l{l}[et ?oxyl)I Q@rﬂmh&))?ﬁ:]l -d:)élrﬁz'lorc ac:!.d 4 4 142
2-{2-[4 y. - - er| I.n- -y 0X enzoi ¢ aci -
2(2{4[%%‘2eh%42t ?z GSXyeﬁl?Y ’Vi‘ihlizlﬁ’%

pi peri di n-1-yl }pmm@nﬂm tkbmyz)mb@amﬁ h4:3_d:

2-(2

p

R A T R i T o A R L kol

br onmo- 1- ( 2- et del@é{ 1’) My ntﬁﬂhqaﬁyyl ]bermOpe‘r iagiid 1- yl } - et hoxy) - benzoi ¢
aci d 25 1 - 2 (A2-4Ar { (- b Roeghh Y - l‘%ofclluef SrhHdapdalrawy! ] -

pi peridin-1- yI} e ox -5- qe hyl - bénzoi ¢ acid

2-(2-{4-[1-(2-¢€t %‘%ﬁ%ﬁlﬁ Effﬁ?dﬁamdindm 3y|]

pi peri di n=37 A }4——e(t2hq>qy) 1-4{%&]@%@-_1@%@@ C 1@ciiGhdch, 4L ylizpl(;?ez{f&lr[ 1-
(2-ethpxy- et hyll) th IH-| ndal - 3- g] 30

pi peridin-1-yl)- éft o;r%)%(éﬂzm@é’clldafﬁ

2--{2-[ 4-1(38-but3H €3 -I-[-‘.‘. ol €23~atihoapi yEertiydi n-1E-yiljdo et hoxyl} -p isazid in -aci d

149. - 2-{2-[4- (11 hexy ‘Ho'i" n 1 ijperidin-1-yl]- ethoxy}-benzoic acid
20 Noverber - 2003 Y T8 g MRk el

2-(2-[4- (11390yCI20p(r26r{)ﬂ e Hylt -l o e i Aol irglol 3-y1] -piperidin-
p| peri di n- 1-yl 1-gtijexthdden 20t R6icd 213, -
2-(2- [f% ﬂﬁ#lﬂ@plz {ylhlplgegé%ﬂgxy etky%tho 1ndo%?nzghﬁ %ﬁk%rldln—
1-yl}-ethoxy) -benzoic acid
141.- 2-{2-[4-(1-allyl-1H-indol-3-yl) -piperidin-1-y1] -
ethoxy}-benzoic acid
142.- 2-(2-{4-(1-(2-ethoxy-ethyl)-5-methoxy-1H-indol-3-y1] -
20 piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid
143.- 2-(2-{4-[7-bromo-1- (2-ethoxy-ethyl) -1H-indol-3-y1] -
piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid
144.- 2-(2-{4-[7- bromo-1i-{2-ethoxy-ethyl)-1H-indol-3-yl}-
piperidin-1-yl}-ethoxy)-benzoic acid
25 145.- 2-(2-{4-[1-(2-ethoxy-ethyl) -5-fluoro-1H-indol-3-y1]-
piperidin-1-yl}-ethoxy) -5-methyl-benzoic acid
146.~ 2-(2-{4-[1-(2-ethoxy-ethyl) -5-fluoro-1iH-indol-3-y1] -
piperidin-1-yl}-ethoxy) -4-methoxy-benzoic acid
147.- 2-(2-{4-[1- (2-ethoxy-ethyl) -7-methyl-1H-indol-3-y1] -
30 piperidin-1-yl}-ethoxy) -benzoic acid
148.- 2-{2-[4-(1-butyl-1H-indol-3-yl) -piperidin-1-yl] -
ethoxy}-benzoic acid
149.- 2-{2-[4-(1-hexyl-1E-indol-3-yl)-piperidin-1-v1]-

ethoxy}-benzoic acid



5 153.- 3-(4-[1-(2-ethoxyethyl)-IHindol-3-yl]-piperidin-l-yl)- propionic
acid 154.- 2-(2-{4-[1-(2-ethoxy-ethyl)-1H i ndol-3-yl]-pM peridin-
1-yl)-ethoxy)-5-nmethyl -benzoic acid 155.- 2- [4- (4-{4Q5F§Yég$é}2003
(2-ethoxy-ethyl) -1Hindol-3-yl] 10

pi peridin-1-yl)-butyryl)-phenyl]-2-methyl-propionic acid 156.- 1-
(2-ethoxy-ethyl) -3- (1-{3- [4- (2Htetrazol -5-yl) -

phenoxy] - propyl } - pi peri di n-4-yl)-1H i ol e 157. -

2-{2-[4-(1l-cyclopropyl nethyl -1 Hi ndol - 3-yl ) - pi_peri di n-

1-§I][etﬁ§9y¥- é226ﬁ§-ggr&¥5%ogggpy9meth¥lzsgf?uoro—1H~indol-3—yl)—

3-[4- (1-cycl oppdpyligt hyl- {1 i-adabxgl ybEnpbper bdia-1 - yl net hyl ] - benzoi c
acid 159.+,(4- {31540 1-cyclonpropyl hyl - 1H-i.ndol - 3=yl ) - pi peri di n-
1-y|]-pr%S%Xy)?pE%n§%)}gée §§O§C¥d§33 éﬁ@eﬁbgéF'#ﬁﬁ&ﬁy%ﬁgﬁgyﬁdine conpounds
of the present bepAPéat PEAdr epresented by formula | can be prepared

accor disng s 3t.0 Sc L framd 5 ﬁ-%flr)esl@f)—gﬁgbgz—%: -Sﬁgls-%dl-gtfeﬁedd! ry‘af‘i}és of
Al

formula Il : 4 20 Novenber 20 “17 ‘wher i ned abo with a
reactive inter REGPAPBICofCdEneral fornula 111 : X - - W- A2 5 R4

wher ei n AB&.A22amd—vwaﬂ$-aa—dehbﬂgdeaﬁ9Y¢r1ﬁmih§o§—@L§EhL?inEQH@nQr a -

COOR5gr oup whet e is, a - al roup,and X 10 is a Teaving group such
as a chlorine éfygioﬁﬁﬁgxgaég?mﬁF éa'ﬁﬁPﬁahE &Gifonate, p-tol uene sul fonate

or benzeh&Ssul tehat é4-§aelp- (Thethergtohyls-prefirdably-sarried out in an
et e s st s o nne dlptace gt T kb o,
i nor gani é5baselstéhenBonr-atkali -defat {3- [4- (2H-tetrazol-5-yi) -
phenOKY]—prOpyl}—piperidin—4—yl)ulH-indole
157.- 2-{2-[4- (1-cyclopropylmethyl-1H-indol-3-y1l) -piperidin-
1-y1l] -ethoxy}-benzoic acigd '
15 158.- 3—[4—(1—cyclopropylmethyl—1H-indol—3-yl)-piperidin—l-
ylmethyl} -benzoic acid
159.- (4-{3-{4-(1-cyclopropylmethyl-1H-indol-3-y1l) -piperidin-
1-yl] -propoxy}-phenyl) -acetic acid

20 The novel indolylpiperidine compounds of the present
invention represented by formula I can be prepared according

to Scheme 1 from the corresponding piperidine derivative of
formula ITI :

R A\ ()



carbonate or bicarbonate. In the reaction, the corresponding alkylation

product of general fornmula IVis fornmed : AL-WA2-R4 t IS
al kylated on the indole nitrogen with a 20 reactive i%@?pn%%tégggf

general formula V: R - x (V) 20 Novenber 2003 -18 wherein x is a |eaving
group such as chlorine or bromne atom or a nethane sulfonate, p-toluene
sul fonate or benzene sulfonate group and Rl as defined above. The reaction
is preferably carried out in an inert -3 organic solvent such as dine
t hyl formam de, tetr.ahydrofuran or. ethyl ether, at a tenperature between 0C
and 80C i n"tHeepriesé c@sof%ezﬁnieﬂoiaaﬁﬁﬁc HasB quERa851¥BdiURFEYERAides or
sodi um amale.gdmetdile feantiomil he correspondi ng al kyl ati on product of
general formula VI is forned (see Schene 1). 10 A\ -WA2-R4 N
Alternatively, the al kylation sequence yielding intermediate VI can be
reversed starting fromthe conpdind Bf -gdherat’ fornula VI1 where R2 is as
defi nedsabove. H (VIlI) 20 Novenber 2003 -19 Conpound VII is alkylated on
the indole nitrogen with a reactive internediate of general fornmula V: Rl
- X 5 (V) wherein X is a |leaving gt’ddp such as chlorine or bromne .atom
or a nethane sul fonate, p-toluene sulfonate or benzene
wherein &', 2° and W are as defined above, R' is a nitrile
group or a - COOR®group where R®is a Cl1-C4 alkyl group and X
10 1is a leaving group such as a chlorine or bromine atom, or a
methane sulfonate, p-toluene sulfonate or benzene sulfonate
group.
The reaction is preferably carried out in an inert
organic solvent such as toluene, dioxane or methyl isobutyl
15 ketone, at a temperature between 80°C and 140°C and in the
presence of an inorganic base such as an alkali metal
carbonate or bicarbonate. In the reaction, the corresponding

alkylation product of general formula IV is formed

ﬁ1—VV—lﬁ{-R4
N

a8 ]

\\ ( V)

N

H

Compound IV is alkylated on the indole nitrogen with a

20 reactive intermediate of general formula V:

R* - X
(V)



sul fonate group and Rl as defined above. This reaction |leads 10 to
conpound VII1 (see Schene 1) , wherein RL and R2 are df(} h]ned " ?ggove
(V111) 15 The reaction is preferably carried out in an 9 8

sol vent such as dinet hyl formam de, tetrahydrofurane or ethyl ether, at a
tenperature between 0C and 80C in the presence of an inorganic base such
as sodi um hydride or sodi um am de. Subsequent deprotecti on of conpound
VIIl (see Schenme 1), first by boiling 1 |n the presence of an excess of
sodi um or %0 Ingt_nasfl ym defgg", le in_a alcoholic so%gent such et hanol ,

i sopropandl or - but arol” in- a e%‘p%]fgilﬁrguﬁ v%%n - and °f8 Qo{?fdlet hen
neutrali se!d:cwl t brap madhgasi suééﬂdasachpamllh@rde os@lbmm@teros@énzéme aci d,
| eads to FIENREN. UCH I @1 , Wwherein Rl and R2 are
defi ned agl ove%eagﬁé) la %200§ él%g%i}—‘urt er al kyl ati on of conpound I X
with a reacti vé“h%té?a%b‘aﬂatlé oprgéasphlvf samdied | PRE 51X anAlinemww - A2 -

R4 whergi fbr@anlﬁzs@mdeﬂ\taé@cl@%éj@flhﬁﬁgly@l?@\fﬁlamgﬂe' Stétﬁahyakefuégnq&xour) or
a - COOR5 %rglrﬁ tg{e R5is ad-C4 Uéy group and IS a eawngéaﬂégup
such as cPiOwi Sr o né é'rteﬂmeré‘rt RATETE Ul ¢ oﬁﬁfleeopct du

sul f onat e pofe seewrzener s alnf oimbﬁgalgi@ubasEhesm@achlsorlscbdsupﬁ ehetahlly carri ed
out in an j ni vent St ch as .t.ol uene, dioxane or

i sobut yl %liqltﬁnor?gr{l%%t g enpera ur & Bt vdbh SUC HiR rf%(ﬂ? rT}ﬁ'e‘-’mjp sence
of an i nomgadivethade geneirads fanmalllkalVit et dborvedr Horst §C@Jel‘dal garbonate. In
the reggtion, the corresponding alkylation product of general fornmula Vi

is formed (see Schene 1). 20 Conpounds of general formula VI where R4
represents an alkyl ester are treated with_godL,um or potassium hydroxide
R / i

N

(Vi)

Alternatively, the alkylation seguence yielding
intermediate VI can be reversed starting from the compound of

general formula VII where R’ is as defined above.

' CO,Et
/
N

:UN
IT=Z 7

(Vi)



and further treatnment with an inorganic acid such as hydrochloric or

sul furic acid provides the corresponding indole derivati f la |
where R3 is a carboxylic acid. 20 Novenber 2003 -21 Thg(S Pég% q;%rnz(&:bgu
preferably carried out in a solvent such as nethanol, ethanol,
tetrahydrofuran or an aqueous m xture of one of the above nentioned
solvents at its boiling point. Wien R4 is a nitrile group, the reaction to
yield the 5 tetrazole is preferably cafried out in presence of sodium

azide in an organic solvent such as N N-dinmethyl formam de or N-nethyl
pyrrol i done, at“¥RYMYerGtlre FetuBatssherandelsodoleoritgogen2@inbuss, in
presence ofeadi ivOr Hetd Lnd®i £k Sush @sne fydrQehhard ey aci d. The correspondi ng
conpounds of general 10 forrmula X are formed: A2 Al. W/ 15 NeN | N N-- H
(x) wherein A1, A2, R, R2 and Ware as defined above. On the other hand,
conpounds of general formula Iv are R'alkgl ated in the indol nitrogen with
2--(2--brono-ethoxy) -tetrahydro- pyra& to gi ve conpounds of. general
structure XI, wherein A, A2, R2 and R4 are as defined above (see schene
2). This reaction is preferably carried out in an inert solvent such as

dinEthy|fCWngéﬂﬁ,Xt%%rQPYﬂégﬁyﬁgggg%ugénﬁhﬂ?tQgrcﬁﬁo n%eqﬂﬁr§£8%§% et ween

0C and 80C in the presence of a i norgani ¢ base such as sodi um ride or
sodi um ami Y™ ST He RO En B todnpaanaUXFOBBIFI A Pentent he
presence cfulhjshogenyehlprde A'nag abehehi 8LEOLVENhi SUEBa 3810kt Dangl .

met han% Yo Icso%ro%aclp%IlIe?gget gcﬁer%g )O,ur\]ﬂqqeoxfein R' and R? are defined

as above.

(Vi)

The reaction is preferably carried out in an inert

organic solvent such as dimethylformamide, tetrahydrofurane

15 or ethyl ether, at a temperature between 0°C and 80°C in the

presence of an inorganic base such as sodium hydride or
sodium amide.

Subsequent deprotection of compound VIII (see Scheme 1),

first by boiling it in the presence of an excess of sodium or

20 potassium hydroxide in a alcoholic solvent such as ethanol,

isopropanol or n-butanol in a temperature between 80°C and

180°C and then neutralised with an inorganic acid such as

hydrochloric or sulfuric acid, leads to the general structure

IX (see Scheme 1}, wherein R* and R® are defined as above.



as defined above. Further alkylation of the conpound i
internedi ate of general fornula R6-X (XII11) where R6 i§6§b¥§@£§§?ﬁgﬁky|,

al kenyl or al kynyl group and X is a leaving group 5 such a chloride or a
brom de atom or a nethane sul fonate, p- toluenesul fonate or
benzenesul fonate group, leads to a conpound of general structure XV,
where A, A2, R2, R4, R6 and Ware as2@efined above. A WA2 R4 | N (XLV)
10 This reaction is preferably carried out in an inert solvent such as
di met hyl f ormam de, tetrahydrofuran or ethyl ether at a tenperature between
OC and 80C in the presence of a inorganild_base such as sodi um hydride or
sodi um am de. Conpounds of general forfrula )XV where R4 represents an 15
al kyl ester are treated with sodi um or Asi um hydroxi de and 11 20 further
treatment with an inorganic acid providgs the corresponding indole
derivative of formule XV, wherei nA A2, W R2, and R6 are as defined.
above and R3 is a carboxylicg2ag Novenber 2003 23 This reaction is
preferably carried out in a sol Ve N'h as net hanol , et hanol,
tetrahydrofuran or an aqueous m Xture of the above nentioned sol vents at
its boiling point. The products are pueried by chronmat ography or by 5
crystallization. Hi gh yields, between 70% and-90% are normally obtained.
| f necessary, an excess of the reagent is enployed to

(1X)

Furthexr alkylation of compound IX with a reactive inter
mediate of general formula (III)

5 X - a' - w - n*-r
(T11)

wherein A', A’ and W are as Qdefined above, R' is a nitrile

10 group or a -COOR® group where R® is a C1-C4 alkyl group and X
is a leaving group such as chlorine or bromine atom, or a
methane sulfonate, p-toluene sulfonate or benzene sulfonate
group. The reaction is preferably carried out in an inert
organic solvent such as toluene, dioxane or methyl isobutyl

15 ketone, at a temperature between B80°C and 140°C in the
presence of an inorganic base such as an alkali metal
carbonate or bicarbonate. In the reaction, the corresponding
alkylation product of general formula VI is formed (see
Scheme 1).

20 Compounds of general formula VI where R' represents an
alkyl ester are treated with sodium or potassium hydroxide
and further treatment with an inorganic acid such as
hydrochloric or sulfuric acid provides the corresponding

indole derivative of formula I where R’ is a carboxylic acid.



ensure conpl ete reaction,and a polyner, such as a nethyl isocyanate

pol ystyrene or/and 3-(3-nercapto-phenyl)-propan 10 aniﬂ9Nggém¥ér 5ystyrene
may be conveniently added to react w th the excess reagent. ol at'i on of
products fromreactions where a polymer bond reagent has been used is
greatly sinplified, requiring only filtration under reduced pressure. The
product fromthese reactions may be purified by solid 15 phase extraction,
using a suitable sorbent, such as Vari&h SCX, or Varian C18. The

i bi per done d AT st Bobt THETHER 1 it Q2 Wbk CREMPA0950h 322
4813- 4822)meﬁlftﬁg1cr1e,acﬂtih@c2b, imt;aramdimfes:aof e et ahgiieasuall mifthtd €an be
DS 5 0 x Erey L Epd gy Wi i iently W SRS B 10T
Az-R  (pl) %BWeneR1 120 Novdrmdde20D3uRs AheWrkadRiol WATHRAGA tWA R
, T 1 TN ddNrazole is preferably carried out in presence of sodium
azide in an organic solvent such as N, N-dimethyl formamide or
N-methyl pyrrolidone, at a temperature between 60°C and 180°C
for 10 to 20 hours, in presence of an inorganic acid such asr
hydrochloric acid. The corresponding compounds of general

10 formula X are formed:

L
\
2N
N N’N‘H
AW
f
N
(X)
R AN
N
R‘I

2, R', R® and W are as defined above.

wherein A', A

On the other hand, compounds of general formula IV are
alkylated in the indol nitrogen with 2-(2-bromo-ethoxy)

15 -tetrahydro-pyran to give compounds of general structure XI,
- wherein A', A?, R® and R* are as defined above {see scheme 2).
This reaction is preferably carried out in an inert solvent
such as dimethylformamide, tetrahydrofuran or ethyl ether at

a temperature between 0°C and 80°C in the presence of a

20 inorganic base such as sodium hydride or sodium amide.
Subsequent deprotection of compound XI boiling it in the
presence of hydrogen chloride in a alcoholic solvent such as

ethanol, methanol or isopropanol leads to a compound of



0--X (XIlg AL-R 1 Al-WHydrolysis Schene 2 Also included within the scope
of the present invention are pharnmaceutical conpositigng, 6%}%§ngrlse,
as the active ingredient, at |east one indolylpiperidine derivative of
general formula (I}, or a pharnmacol ogically-acceptable salt 10 thereof, in
association with a pharnmaceutically-acceptable carrier or diluent.
Preferably. the conposition is made up in a formsuitable for oral, or
parenteral administration. The pharnmacéutical | y-acceptable carriers or
diluents which_are mxed with_the active ,conpound or_,conpounds, or salts

thereof, B6'EEFM tHe FONMPoRi £ dn “ORERPs A nvehti dn-arfe &l 1YW kASRN 2Sper se”
and the adk@aheexgbpirent Butsesr dependtt i'omicdr caki admpouhlexi ntweingded et hod

of admi nistration.of th conposi ti ons. Cor i of thisginventjon are
et ornbl 3 hRBERAES' oy SEREPS LA RTCES o g B PheiaL ke e O
conposi ti €3 Rdkylor all kaedwyilniost rdkivoy lmgy cthgkentch& fier m dfeatvabicetgs;ougapsul es
or effer ent 1lses ~ar | qui r I §Hgn; ld X] Syrups
or suséﬁné?%ﬁsg gﬁFgggﬁga?%i%Qb%ﬁ%g%g %%?éq%%%%iﬁn S (%%?§V%%%%%L26b3 - 26
of the inteAveaRsudGeRafeparat Ponsenayubtonade byraw® hodkseadw! Itknéwn in

the art. Thgpduhdentsg¥hésh) nyrbeusedin thrdy aparg i ehs ©f rtheg
conposi tigns include _those bqu|d and solid diluents 5 which the active
i ngr edi en?!, 3t6géFh Ff%FF% €6P86ri ng or flavouring agents, if desired.
Tabl ets or capsules may conveniently contain between 0.2 and 500 ng,
preferably from 1 s 4

A-W-AT-R

N

(XIV)

N
NL\/O*RE

10 This reaction is preferably carried out in an inert
solveﬁt such as dimethylformamide, tetrahydrofuran or ethyl
ether at a temperature between 0°C and 80°C in the presence
of a inorganic base such as sodium hydride or sodium amide.

Compounds of general formula XIV where R' represents an

15 alkyl ester are treated with sodium or potasium hydroxide and

further treatment with an inorganic acid provides the

corresponding indole derivative of formule XV, wherein A*, A%,

W, R?, and R® are as defined above and R' is a carboxylic

acid.

(XV)

20 N



| to 100 ng, of active ingredient or the equival ent anmount of a

phar macol ogi cal | y-acceptabl e salt thereof. The conpoun 8\(})&5@9{ 2%3
incorporated into pellets coated with an appropriate na{\’ura or 'synthetic
pol yners known in the art to produce sustained release characteristics or
incorporated with polyners into tablets formto produce the sane
characteristics. 15 The |liquid conposition adapted for oral use may be in
the formof solution or suspension. Th&>solutions may be aqueous sol ution

of an acid addition salt_of the indolylpiperidine derjvative in
S550Ci ati on i (T FEaEsInpI 65 HHEIasb iy SHHSH POL! o SOPURRE The
suspensi orewth may coyprarse ,anethaonblibl e crraivelh Bncapsokateed fguemod an

act | ve comUNL oL el OKEOL! QUL ToASSOLI AN, Wl Nobaket, ohe SLIGL
phar maceut'i caUIy-accepta e liquird nmedi umtoge et with- 4 su nd?ng agent
or flavouring dyent Progmedsi t bor four phredt énal dwjcsaticarapdy berpriepar ed

25 from S%Mtealslaﬂiaﬁ:i@n.f h%iid?deWEEijE?ri LG HET VR | LWeg Wabeh LRy or
may not be freeze-dried and which”may be |sso?ved in water or an
appr opri atteRE et etkfiaingectable fluid. In human therapy, the doses of the

conpound of gener alecdPsdry A 4h) edepeBd ogn ke dasdece ebferblapdddusati on
of 30 treatnent; adul[Lt doses ar.e geney al I)é get ween 0. Zhrrg and 500 my per
day and prét®tdhbl §OBRLREEN TEA Y Ty PREY ™ Fay. T gEflertnl TEERE

physi ci an vdddy=deddepdhes dosemy cegamd §akd ngercapooapbeupl) tbecage- and
wei ght ; of e; pat . 8ern ' : - i cal
Act i on1 heatr*]lodfcf)g&vétn leggdrrlglgs e@%negﬂg%fg?%b%%g@ex%%ﬁ) tg%%ga)@an%co %%g?"gal
activiti ewigfh tthe esapsendsagent hel ppbsteinn dhpaedusts Thewr seartsons (1)

Hi st am ne-gidh-d e%ep%:giy@éﬂdikﬁ&lé 383@ent 2habi spagh nerduged §fé£‘t1@?scu' ar
perneability in _rats wth the nonitdéring of antiallergic activity, (3) HL
ex Vvivo tﬁlrwlﬂgﬁlsetdudirggqlﬁlﬁgcén\]/\k’t1F1ﬂfth3éa‘i‘ﬁo?ﬁlt‘~6’r‘3fer+’gr u&@&r BESBFLTE -

The product from these reactions may be purified by solid
15 phase extraction, using a suitable sorbent, such as Varian
SCX, or Varian C18.
The piperidine derivatives of formula (II) can be
prepared from the 4-piperidone as disclosed in the literature
(J. Med. Chem. 1992, 35, 4813-4822} . The reactive
20 intermediates of general formula (III) can be prepared as

disclosed in the literature.



penetration into brain and (4) neasurenent of blood pressure and heart
rate in conscious unrestrained hypertensive rats 10 wn#@ Bpe rmlryn'ob?ri ng of
cardi ovascul ar effects, were obtained as described be oo\l/. ?ri?e" i"Stam ne- H1
receptor binding assay Binding to the histam ne-Hl receptors was perforned
in 15 guinea pig cerebellum nenbranes as described previously (Chang et
al., 1979) Briefly, the nenbrane suspensions (160Ag/m ) were incubated at
30 Cwith 0.7 nM[3HJ- nepyram ne and di*f ferent concentrations of the test
compounds in a final volunme of 250 gl. Binding reactions were 20
termnated by filtration after 30 mn of incubation and the bound

radi oactivity was determ ned. The specific binding was neasured in the
presence of 10 ji M of pronethazine. The affinity of each test conpound to
the receptor was determ ned by using at |east six different concentrations
run 25 in duplicate. I1Cs, values were obtained by non-linear K®°fgression
by use eof SAS on a DECyAXP conputer. 0 O 20 Novenber 2003 - "6 10 15 20 25
COVPOUNDSBI NDI NG TO PTOR H ( 1GCs, nM CETIRI ZI NE226 FEX Dl NE214
Exanpl e1310 Exanpl e2 anpl e3347 _Exanpl e10145 . A

(Vi)
R+
H
X-R' ()
10
. COEL
N
X-Al-w.a?.R
(m)
R N v
N _
. L
13
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Al-w-al g 2. HCI
I
N
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N
a2 N\ (v}
20 N R® Y
N
Rl
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25
. R? N (Vi)
N
Rl
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Scheme 1



Exanpl e1588 Exanpl e1989 Exanpl e3259 Exanpl e34127 Exanpl e38174 Exanpl e40210
Exanpl e41111 Exanpl e54106 Exanpl e66248 Exanpl e85152 E&ggﬁhglq%%ég 3

Exanpl e13486 Exanpl e137150 Exanpl €13886 Exanpl €139205 anpl & 9

Exanpl e14197 Exanpl e142386 Exanpl e143222 Exanpl e145116 _ 20 Novenber 2003
-29 5 Exanpl e148127 Exanpl e149142 Exanpl e150121 Exanpl e153245 Exanpl e157140
Exanpl e158104 Exanpl e15968 Table I 10 Qur results show that the conpounds
of the present invention have affiniti®s for the HL receptors very simlar
to the reference conpounds. (2) Hi stam ne -induced skin vascul ar
perneability in rats

Al-w-at-R' f\'-w-A’-R‘ Aw.al R
r5 N N
(V) E—— xn _— (X1
R N s R &
N o] N o
A () \_ o
RE—x
X
ﬁl-—R’ !-\'-W-AZ-R'
A‘-W N
N
Hydrolysis a2 Y . (Xtv)
v -_—
XV} N
R \L‘/o—.Ru

Scheme 2

Also included within the scope of the present invention
are pharmaceutical compositions which comprise, as the active
ingredient, at least one indolylpiperidine derivative of
general formula (I), or a pharmacologically-acceptable salt

5 thereof, in association with a.pharmaceutically-acceptable
carrier or diluent. Preferably. the composition is made up in
a form suitable for oral, or parenteral administration.

The pharmaceutically-acceptable carriers or diluents

which are mixed with the active compound or compounds, or

10 salts thereof, to form the composition of this invention are
well-known "per se"™ and the actual excipients used depend
"inter alia" on the intended method of administration of the
compositions.

Compositions of this invention are preferably adapted

15 for oral administration. In this case, the composition for
oral administration may take the form of tablets, capsules or
effervescent granules or liquid preparations such as elixirs,

syrups or suspensions, all containing one oOr more compounds



15 Male Wstar rats (180-210 g) were treated orally with the test conpound
or vehicle. One, 4, 8 and 24 hours later, the rats ightly

anaest hetized with ether. The cutaneous reaction was %ﬁﬁ %%Hg%yxp%o
intradermal injections of SOjil of histam ne (100 Ag/m ) onto the back,
foll owed by a 20 intravenous injection of 3 m/kg of Evan's Blue (5 ng/m),
25 both dissolved in saline. Sixty mn later, the rats were Kkilled by
cervi cal dlslocatlon and the back ski n2fi ssect ed free The diameter (in
mllinmetres e wheal was neasured in two dir ds dthe area was
cal cul ated Fé’é%l Jf%"‘%%m@ v%ﬂcaspFﬁBa%BFOPﬁhf“Bth 9% P Rde
conpar ed wetli Hrvevrvehi dlee taregat ed group. The conpounds di scl osed in
exanpl es 2, 41,,,108,;. 1 41, 142, 148, 149,, 150, 157 and 158_show
an i nhibition k%o%}ﬂgg?%e ﬁgl ém "RY- ?Bnducec‘f1 vhzat et PTHA st BT % g/ Kg
30 4 hour ¢-hef t epmpgai hilene atiingd uGen th@seaﬁ:eqempieran@ntswllldcmwe@m
cetirizf ngiand, f exaf enadine sl eerlelnr&h' bt&g@fah@i v?’_ﬁ:% aegl&’!l{%n ,
respectively). 20 Novenber 200 ex vivo bindin tudids Th mice
The assay ey P mégeassSent ] I@e%r%scrﬁ%&bcﬁ/ Oll—’ey§§HS‘éiLe§I .may t h

t he fol | owdigrgmadirftlgatdoens.i nfOvekieght o .St ahuegotranlng Wi-es=phBi Por Ahge (212
g) were tre%tegiqg alln?g with different doses the. teﬁt conpounds élo

n / kg, s TRt B9V e ETHEUMB E%r A ias®
di ssect ed ao@hmmmkbﬂ—amé@tml@f sate- chkdc®f05 Me Necrigcupdsphat e

i ot et 225,85 Berio Ry i Sl e A B W, o7

C /ol , TARYSHargT de¥ihiedocnPedvesTat IPGn ThHe [Be] arfehm emrcm:éucb@und

to the NERARASMS 1BlfdH Nechly. dvBR @tE, T idt § atian @ atde enat es
under vacuum onto the Iass fibre filters (Watman GF/ foll owed by three.
rapi d ri nSEd YIS 5 ﬁp, tablets form to produce the same
characteristics.
15 The liquid composition adapted for oral use may be in

‘the form of solution or suspension. The solutions may be
aqueous solution of an acid addition salt of the
indolylpiperidine derivative in association with, for
example, sucrose or sorbitol to form a syrup. The suspension
20 may comprise an insoluble or micro encapsulated form of an
active compound of the invention in association with water of
other pharmaceutically-acceptable 1liguid medium together with
a suspending agent or flavouring agent.
Composition for parenteral injection may be prepared
25 from soluble salts of the indolylpiperidine derivative, which
may or may not be freeze-dried and which may be dissolved in
water or an appropriate parenteral injectable fluid.
In human therapy, the doses of the compound of general
formula (I) depend on the desired effect and duration of
30 treatment; adult doses are generally between 0.2 mg and 500
mg per day and preferably between 1 mg and 100 mg per day. In
general, the physician will decide the dosing regime taking

into account the age and weight of the patient being treated.



15 cold buffer containing 10'tM cold nmepyram ne. The radioactivity bound
inthe filters was determned by liquid scintillation, The
non-specific binding was determ ned by treating the an?ﬁ@?%%gﬁg%j 0

p.o. D-chlorpheniram ne nmaleate. Mce treated with vehicle 20

(met hyl cel lul ose 0.50 and tween 0.1% were used to determne the total

bi nding. Results are expressed as the % of specific binding at a given
dose of the test conpound The conpouﬁﬂg of the present invention display

little or no Q@ﬂgﬁ; 1921% Qp blood brain barrier. 25 (4) Measurenent of
bl ood pressure scious unrestrained hypertensive rats
Adul t mal e sporftteneoctsl yotypert exsinpd esat sd¢SbRFtuere opdreateedtalfomt n
order to iglaalcdilieqd A eRSUNG SRS YL e A8 E]Bﬁnagd%@ N4l agf ra%seAUSt

above the’iliac bifurcation. After recovery anaest hesi a, S Were
housed i ndiViSdhaloFy iTHe CeRfEsl 1t aefd(®h HaaFémﬂﬂeqﬁermﬂam vekrding

Anmoxycid | la@%a@lS (270 KOst dmifie - ﬁﬁ&\%eéuéﬁﬁﬁy%a%%lé@mﬁﬂe%fﬁq Q. P gvent
i nfection. 51F? ra&_ g%:e al.lowed to recover _for | east 2 20 Novenber 2003
-31 weeks & e al PP@FtoﬁﬁPQnPgtFﬁﬁlaA}?égﬁglaSFéH&tﬁreéébrglEﬁﬁd

heart rate1werblndmngdeduémdsanahy&&duﬂwhD&h@qmeﬁhtMrlaQSbemmé@ﬁé@wéﬁIence

St. Paul ni; t a_12:12 hour dark cycle
during th& ent|;2§P§Cogg bwgagegﬁgd EQJT%?Sﬁﬁeﬂ%ﬁ?s ifb#ééé iy S wat er
"ad |ibitamd hqaﬁ§eﬁﬁﬁ%lsnr@@ésvedudrugge@tabhpedndumhamqysmyefnxmh
Henodyam,g the € fEdinBES tWek Bt @Ee@afcyféya;&ﬂlpuégﬁecié argd okﬁlt;'%}gcﬁ

before drug adm ni stration and continuing up to ours after

recor di ng3FaSEGri6°eO6A¥, and the 10 henodynani ¢ val ues of all cycles

within this perlod mere averaged. Al the aninmals received all the

treatnents, Zﬁ gdn&ngsgratlons in the same rat, there was a seven
RO&

day wash-out p ot ST TR REFTLED BIEH | i ne

Blndlng to the histamine-H, receptors was performed in

15 guinea pig cerebellum membranes as described previously
(Chang et al., 1979). Briefly, the membrane suspensions
(160pg/ml) were incubated at 30 °C with 0.7 nM [*H]-
mepyramine and different concentrations of the test compounds

in a final wvolume of 250 ul. Binding reactions were

20 terminated by filtration after 30 min of incubation and the
bound radioactivity was determined. The specific binding was
measured in the presence of 10 pM of promethazine. The
affinity of each test compound to the receptor was
determined by using at least six different concentrations run

25 in duplicate. IC,, values were obtained by non-linear

regression by use of SAS on a DEC AXP computer.



val ues was ascertain. The effects of treatnents on nean 15 arterial bl ood

pressure and heart
( ANOVA) .

conpounds of the present
rate at doses from3 to
described results one of ordinary skill

that the conpounds of the
and antiallergic activities.

pressure and heart

rate were determned with
A P val ue < 0.05 was

i nvention

pr esent

reduced cardi ovascul ar and centr al

t hus useful for the treatnent of various

have little or no

one-vay SRalysh

considered statistically sirgn
effects on bl ood

20 30 ng/ kg.
in the art can readily understand

ari ance
F il

%

From t he above

i nvéhti on have excell ent anti histam ne

Conpounds of the present

nervous system side

al l ergi c disorders,

i nventi on 25 have

effects and are
for instance,

bronchi al asthma, rhiritis—eonrjupetivitis—dermatitis and urticaria. The
present invention w COMPOUKDEt her |Bimsivated kgceheor3p fol | owi ng
Exanpl es. The Exanp|es are given by o} il lustyatiop only and are not
to be construed as pting—Exanp T A (2--{4- [1-
(4-fluoro-benzyl) -jLeernHoki8zyl] RO Novenbeng2003 _3z_

-pi peridin-1-yl}-et NoXy)-benzoi ¢ acid~A Preparatiom of : '
3-(1,2,%,6-tetrahydrBEﬁéFﬁﬂﬁﬁlﬁEvl -1H _ind8lé Indole (BO g, 0.26 nol) was
di ssolved in a sol utj [ pot assi um hyd ide (77.6{g, 1.38 nol) in
met hanol (692 m). %Qgﬁggsiuone a nohydratégéydresh!or de (102.3 g, 0.66
nol) was added in pReajppléi 2n andl the m xtwe was heated to ref lux for 5
h. Potassi um chl ori ge preci pi tated upomn coolfng at roo tenperature and
the salt was filtergl*aMR&e| Bquid phase was3%#3 concentrated until only one

third of the liquid
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Example 19 89

Example 32 59
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Example 54 106

Example 66 248

Example 85 152

20 Example 108 275
Example 134 86

) Example 137 150
Example 138 86

Example 139 205

25 Example 140 83
Example 141 97

Example 142 386

Example 143 222

Example 145 i16




g (630 of yield) of the final product was obtained. 15 Melting point =
183-185C. B. Preparation of 3-piperidin-4-yl-1H -indol . 096 nol)
of 3-(1, 2, 3,6-tetrahydro-pyridin-4-yl)- 1Hindole mere%%$§$%§%%§&§ in a
Parr apparatus during 18 h at 40 psi with 2.2 g of Pd/C 106 in 600 m of
met hanol . After 20 usual work-up, 16.76 g (87a of yield) of the desired
product were obtained. Melting point = 210-212C. C. Preparation of
2- (2-chl or o- et hoxy) - benzoi ¢ acid net hyl-29-ester 25 To 25g (0.16 not) of
met hyl salicylate in—250 m of nethyl ethyl ketone 34 g (0.25 nol) of
pot assi um car bonat e |wetgnpdddeds ThHis m xturgy,yas refluxed for 1 h and 27.3
m (0.35 nol) of 1l-fbromo-2-chtoroethane—were—added—ang taken to reflux
agai n. Four hours | gtieramesle gl4D. 29 nol ) nore4df 30 pot dssi um car bonate and
16.3 mM (0.2,nol) mr f 1-hr -4- chloro--eithane werg added. This
oper ati on was repeat ]ﬁ{a?m l p"ﬁo reactiaon \I\k%l rnrrpl eted. Then the
inorganic salts WerEEﬁdﬂﬂKﬁfmbﬁnd the |iquigiphase was |diluted with the
same vol une of hexgmnme —Thrs orgamc phase—was—washed—twi ce with 20
NovermbeP 2003 - 33 watframmie werked{up as ususdQ The yielld in this step was
uantitative and the dre enou r the neXt synthetic ste
g_ Preparation of 2 {Eglr”q'"ql—:l'.lnd l[-3- \/|\ l’g)]]f')(ls-“I idin-1- V| - 5y P
et hoxyl - benzoi c aci d mxeidpyle aster 0. 22" g (0 %gnnol) of
2- (2-chl or o- et hoxy) -henzor ¢ aci d {B} Fster were added to a mxture of
0.1 g (0.5 muol) of 3-piperidin-4-y H1ndole, 0.08 g (0.6 mmmol) of
potassium carbonate and 0.04 9 (0.2 nmol) of potassiumiodide in 1.5 nL 10

of isohOtyl netdwt k&ts@ﬂesunﬁﬁéwnit&f&geﬂhétm% AN ft hee T REELAD
m xture was_refluxed for hou rs. Atter coolln roomtenperature 1.5

T of | di cnl BTORER A ha e 108 gepores he H, FefeprorS Vesy aiilas

to the reference compounds

(2) Histamine-induced skin vascular permeability in rats
15 Male Wistar rats (180-210 g) were treated orally with’
the test compound or vehicle. One, 4, 8 and 24 hours later,
the rats were lightly anaesthetized with ether. The cutanéoﬁs
reaction was induced by two intradermal injectiens of 50 pl
of histamine (100 pg/ml) onto the back, followed by a
20 intravenous injection of 3 ml/kg of Evan's Blue (5 mg/ml)
both dissolved in saline. Sixty min later, the rats were
killed by cervical dislocation and the back skin dissected
free. The diameter (in millimetres} of the wheal was measured
in two directions and the area was calculated. Results are
25 given as the % of inhibition at a given dose compared with
the vehicle treated group.
The compounds disclosed in examples 2, 41, 108, 138,
140, 141, 142, 148, 149, 150, 157 and 158 show an inhibition
> 50% of the histamine-induced wheal at the dose of 3 mg/Kg
30 ¢ hours after administration (in the same experimental
conditions, cetirizine and fexofenadine show an inhibition of

36% and 21%, respectively).



mrol ) of polystyrene nmethyl isocyanate were added and the nixture was

stirred at this tenperature for 3 hours. After 15 fl|t§ N9 & l ution
was placed directly on a 500 ng Varian SCX ion exchang‘g @o?ru%% 0?ﬁe

colums were washed with 5 nlL of nethanol and the product was eluted with
5 m of nmethanol /ammonia 20:1 affording, after renoval of the solvent at
reduced pressure, 0. 113 g (60 %yi el dg of 2- (2-[4- (14 indol 20

-3-yl)-piperidin-1- yI | - et hoxyl - benzoi8%aci d nmethyl ester as a yellow oil.

4-f1 uoro-benzyl)-I Hindol - 3-
5I I P:)Ieggl; ?f}l: (rjln(f(3 I“)Zl h%%’/’g’ Biﬂ?ngoﬁEW&lBS%E%gmf@eﬂ mol ) of a di spersion
of 60% NaH i n‘Imeneaa‘aam IwaQSP\m&rfeua@diedeg@eﬂtggmgﬂ ag q{e%ﬂ@)&lc(%:llg
Tty Cenemee b el R B i e - ety ogen
nme
at rm}s/pherséafﬁ(ﬁfﬁefnaéﬁ 1SilEG @dhﬂmmeﬂt(zﬂeﬁmg t evgper &"tltﬂ’aazéli Q& 1My (0. 21

mol ) sof w4+l ﬂqrfqe%&%ylddyégngke %q%%qmﬂﬁ% t“\\qJ ur e vvas )Stl r xed
for 18 hours. After addi él on of 0 09 no

3- (3- mer 855t o2 BheIYECSr dp& R &N H@rﬁet}hlﬂle%ol vy r whelen Qraanofwa@NF t he
m xture dassestiedr etitoveidi Bbhogéni oM tanper aturer 0-d_ AL gf 0%3!5"'@11 wer e

re and the crude was filtered. The Novenber
ggggd EZNE‘JQK nﬁﬁéééﬂ %D\tpu ,fPfer(Yuégd phedsuft aldquRE cplidehar xture
was puri hpedgagsiphg awsB0 rxglc\daarajt@m Clanzh:cthmqgraa;@hy Wiy af f gpidi ng
840 2-_14- uoro .
E)bgﬁ%g)lg) ([1 @Mﬁldanjlf}lli? - pliperl?%l R y]1 ( L Jbi ¢ Hei §1/5Es /B m e
473" [ PRRFFham) cdef a2 40 REno4EsNVR mw maa [@Cﬁ@p}dﬁa’hﬂvﬂe 2RGd( M 4H)

4.20-5.00
o2 S 2580t B 0B lad s Sylbiedtold i di0G 00

(d, ZFDFgéesgo?ogfneaeszHypﬂ?qaﬁﬁﬁﬂgp:pnto the glass fibre fllters

(Whatman GF/B) followed by three rapid rinses with 5 ml of
15 cold buffer containing 10uM cold mepyramine. The
' radiocactivity bound in the filters was determined by liquid
scintillation spectrometry. The non-specific binding was
determined by treating the animals with 30 mg/kg p.o.
D-chlorpheniramine maleate. Mice treated with wvehicle
20 (methylcellulose 0.5% and tween 0.1%) were used to determine
the total binding. Results are expressed as the % of specific
binding at a given dose of the test compound .
The compounds of the present invention display little or
: no penetration of the blood brain barrier.
25
: (4) Measurement of blood pressure and heart rate in
conscious unrestrained hypertensive rats
Adult male spontaneously hypertensive rats (SHR) were
operated upon in order to implant blood pressure sensors in
30 the abdominal aorta just above the iliac bifurcation. After
recovery from anaesthesia, rats were housed individually in
cages placed on radio-frequency receivers. Amoxycilline (1S
mg/kg, i.m., after surgery) was administered to prevent

infection. The rats were allowed Lo recover for at least 2



Preparation of 2-{2- [4- (1-pentyl-lHindol-3-yl) -piperidin -1-
yl ]--ethoxy}-benzoic acid The procedure described in ‘?Nﬁl{é“ %3
performed using 0.1 15 g (0.5 nmol) of 3-piperidin-4-y Addl e and 0. 22
g (0.5 mml) of 2-(2-chloro-ethoxy) benzojc acid nethyl ester. 0.06 _
(0.15 mmol ) of the crude, obtained as in step D, were then alkylated with

0.03 nL (0.21 mmol ) of pentyl iodide affording 0.052 g (83%yield) of
2-{2-[4-(1- pentyI-IH-indoI 3-yl) 20 -piperidin-1-yl]-ethoxy}-benzoic acid.

ESL/ VB 1) +, C27 H34 3) NMR (CDC13) d =
0. 86- 0-90 1 < AFF SERECULC Chr IpLA RGN | (R LB LB OB oo T m
4H), 2. 55@d70hr¢emrt OHpte 2B QﬁEGOIﬁe@B]arB:‘I—Dané}lGngﬁ B& (@bt 2dast3. 99- 4. 06
7
(7t ’382|;) ’43 #eﬁh}i%a@@ S%li')aggé d@t“_ggug aﬂv %ﬁe( &nlﬂ%l %%I g_%t?)%n
Preparati éh ot {@qu(élﬁbhwlgrkyﬂe’?ﬁyl )dJJIrHMQndme FEytire recordmg

- C C e r ri Ny
pglr]pg:lnsgldrpelmdd} buteesd cL@ h@JuJQ oB %%@:i%gr figl%ﬁl pik le{a; 1'1?% cd 0 22 g

3-p
(0.5 mwrm;gl gﬁlE‘ﬁPSr o’g%%eij‘f?% éitﬁudiset Ryplégt epndo. tduerg gaven 28ce@dvenber
2003 - 35 m‘lm“lo):l)mfarrhhﬁ rercadeli nafet anea@dta&ehnesteegyps MWehec thenst alkyhat ed
e

i ford 0. 061 7%
mérdg 8? 4- fot[gj?%g@%%o‘%}ugrg%?%%#?%ﬁ%? Irc]onglﬁ’g‘hn:ﬂn iy -5 )2 u'gyrl c

acid. 5 ES0MWE nhéter35E{¢MLeece2iling301ARte4] Nl\/?e(eﬁaﬁl:&) darmadl. %13%}1 %886
08;+2
(t, 3Ho, hlsrr%@'y%a@@.c( Ra2is 2 f 8a11 4%3{% Hgt%ugi %hgg &J@(r l%ﬁ)rere

(d, 2H), 2.95- E%
4.22-4. 263("1“32%%)1 5 é (bRe 16rq)lmaalsa7lﬁcza4w(aﬁ 3l the 7tBXeTmaTLdd, 1H),

7.57-7. 59 be@wekt) d@ﬁﬂﬁﬁétf&tlons in the same rat, there was a seven
- day wash-out period, and a complete recovery to base-line
values was ascertain. The effects of treatments on mean

15 arterial blood pressure and heart rate were determined with
one-way analysis of variance (ANOVA). A P value < 0.05 was
considered statistically significant.

The compounds of the present invention have little or no
effects on blood pressure and heart rate at doses from 3 to

20 30 mg/kg.

From the above described results one of ordinary skill
in the art can readily understand that the compounds of the
present invention have excellent antihistamine and
antiallergic activities. Compounds of the present invention

25 have reduced cardiovascular and central nervous system side
effects and are thus useful for the treatment of wvarious
allergic disorders, for instance, bronchial asthma, rhinitis,
conjunctivitis, dermatitis and urticaria.

The present invention will be further illustrated by the

30 following Examples. The Examples ,are given by way of

illustration only and are not to be construed as limiting.

Example 1
Preparation of 2—(2-{4-[1—(4—fluoro-benzyl)—1H-indol-3-y1]



Preparation of 3-(3-{4-[1-(4-fluoro- benzyl) 1Hi ndol - 3-yl ] -

pi peridin-1--yl}--propoxy)-benzoic acid 15 The procedu descr i %% in
Exanple 1 was perforned using 0.2 g (1 nmol) of 3-pi p%‘fi\‘a}"?{“ﬁ EE?I—I—i ndol e

and 0.25 g (1.1 mml) of 3-(2-chloropropoxy)benzoic acid nethyl ester.
0.08 g (0.20 nmml) of the crude, obtained as in step D, were then

al kylated with 0.036 nL (0.30 mml) of 4-fluorobenzyl brom de 20 affording
0. 051 g (53%yield) of -32-

3-(3-{4-[1-(4-fluoro-benzy 1H i ndol - 3-yl ] - piperidin-1-yl}-

pr opoxy) - bEAPEFd da8i-d - éﬁrﬁshﬁw) b&moww-ﬂd C30 H31 F N2 03] NMR ( CDCL3)
d = NW\R (300PNH§>ar€B€$&) o 3-2119-2.,232¢LRrablliro- §§r2d§g 2- %ﬁ)Cm{ 2H)
3'02307%11 340360(m2|—|) 4.11-4.15 (t, (s, 2H),
6.93-7.25 %’ 7.51-7.65 (m 5H) Exanple 5 30 Preparatlon of

4-{3-[ 4- (Inpieﬁatayl (304 igndof - 36 ymplpi pess didissbiyleld pivnpexylebenzehc ofci d The

B o per aPaaosr oy v RsCKatn §73. 435, PRSQTARE, IS dfbchanol® (5T, ©
4-(2-chl oﬂo‘ﬁ‘#@ﬁé%yl)mﬁemcé'l}’a]é‘adlerrétmméﬁtcmldm 0B0203 Novefbés 2003 -36 ¢

(0.20 mrmlw)asogda@a oh ugles obtaidied s t'h@ ALEPube NEL enééo@éa @ ky h&d W th
0.04 nL 30 mmol) of pentyl .iodide af ng O g (26%vyi el

4- (3- 4- (foﬁeﬁtlﬁr F it Ché%l)deppﬁépﬂapﬁamgh ‘jlp‘ﬁ’flo%‘?ﬁ]y}n%éﬁizé'o@“am d.
ESI / M5 ﬁf&empé&gth¢§%$hﬁ ch8 H&@tN%a@3I1NNBr@@DCﬁ%k Qjﬁfuﬁﬁp@ﬁ%@ Was 3H),
2y, 2UsE G LR B A 0rd 0B | Lhay OF. 1e4EGYH Top ngdhary. 32
(m 6H) tlﬁe61 rPuBB -bebt tOR) , £A.84.7. 8thd d, s@H d 10f&xmap| edGrPngpanadei on of
2- [2- (4cbheehfratZonMithadys et DgXyd- L8LRY! LiadtHEiitered and washed
thoroughly with ethanol and, finally, with ethyl ether. 31.9
g (63% of yield) of the final product was obtained.
15 Melting point = 183-185°C.
B. Preparation of 3-piperidin-4-yl-l1H-indole
19.03 g (0.096 mol) of 3-(1,2,3,6-tetrahydro-pyridin-4-yi)-
lH-indole were hydrogenated in a Parr apparatus during 18 h
at 40 psi with 2.2 g of Pd/C 10% in 600 ml of methanol. After
20 usual work-up, 16.76 g (87% of yield) of the desired product
were obtained.
Melting point = 210-212°C.
C. Preparation of 2-(2-chloro-ethoxy)-benzoic acid methyl
ester .
25 To 25g (0.16 mol} of methyl salicylate in 250 ml of methyl
ethyl ketone 34 g (0.25 mol) of potassium carbonate were
added. This mixture was refluxed for 1 h and 27.3 ml (0.35
mol) of 1-bromo-2-chloro-ethane were added and taken to
reflux again. Four hours later, 34 g (0.25 mol) more of
30 potassium carbonate and 16.3 ml (0.2.mol) more of l-bromo-2-
chloro-ethane were added. This operation was repeated until
the reaction was completed. Then the inorganic salts were
filtered and the liquid phase was diluted with the same

volume of hexane. This organic phase was washed twice with



-indol -3-yl }-piperidin-1-yl)- ethoxy]--ben20|c acid The procedure descrlbed
in Exanple 1 was perfornmed using 0.2 15 g (1 nmol) of
3-piperidin-4-yl-1Hindole and 0.17 g (1.1 rmuol) of 20 November 2003

2- (2-chl or o- et hoxy) - benzoic acid nethyl ester. 0.07 g (0.21 mmol) of the
crude, obtained as in step D, were then alkylated with 0.04 nL (0.31 mmol)
of 1-brono-2-(2-nethoxy- ethoxy) -ethane affording 0.064 g (65%yield) of
2-[2-(4-(1 20 -[2-(2-methoxy-ethoxy) - et3ﬁyl) 1H-indo| 3-yl }-piperidin,-1-
yl)-et hoxy benz aci ESI/MS W = 467 [ (MH ) *, C27 H34 N2 05] NWVR (300
MHz, CDC1 %ﬂ%o“’?r WP A9 u%uasb oTBY (helsy)in 5hés StEp (wis 3H),
3.24-3.35 c(Lm,ntZHﬂa,tJSJe?Saz(lS tBHE) pra3d48t3. Wk R2ord Mendtyh 3Io24-thdmdm 2H),
3.78-3.82 &ﬁ@m% 4. 29 (t 2H), 4.44-4.48 (t, 2H), 4.60-5.20 (bs,

1H), 6.98- 7. 90- 93 (dd, 1H) Exanmple 7 30 Preparation of 3-
[2- (4- {llJ{ZPreﬁaﬁéthenyE&hbx&? et hyH}inddl-3-y1) -piperidin-1-y1]-

-i ndol - 3- yd g iyPerd 51l yAc)lcp l%esr%%u c acid The procedure descri bed

in Exanple 1 was perforned usi ng nmol ) of
3-pi peri dih-22 @ -PH5, rREd) e05na (§21¢th(<2 ethenyp) ybenzoic acid methyl

3- (2- chl Ol‘eis-t-@ hQéM‘)e-'@@cﬂlé@l cachd fBkiyle il o.9. 06 20 NOV@HQ@L 20P3 - 37
g (0.19 m*gol . ecrqulHibt ed as in stzBD vversthen | at ed
with 0.04 mE*Es. yf 2 2-4 - A4eB hdRy s dxy )Pk el??f%ﬁl%gld#mordl ng
0 0 (@Q%tpnﬁﬁﬁ aMH B P2- §44¢l2 mmol) of potassium iodide in 1.5 mL

yI) et oxy é1E)}.L:;S)r?zbg% l%\t}]éﬁ u%éefBﬁ/ '%ﬁ\?ﬁql%)eralégéfnﬁ-@}? E’Hﬁ W‘ff—? (300

MHz, CDCl3eagtion 2![!—*21‘-’3@ tms ZEfF 1uRe84£8r0¥8 (hpuns) , Af@eBZCCé@lll'Bj'l)a,t
3. 35 3.53 r(dBm @@m &a7t§113(e 9, Sfrrr’nLA'!Slk dﬁ!cﬁ%o%o%gthghe %H)i 04 O%O é?’ 1(m
2H), 699738 (g% o), 759768 (m ~ 10 4y Example 8_Pr epar at i on of
3- (2-{ 4- [ M4 | Wor BObERZYF F0F HIEH 3~55HC1Y ded ‘and the
mixture was stirred at this temperature for 3 hours. After
15 filtering, the solution was placed directly on a 500 mg
Varian SCX ion exchange column. The columns were washed with
5 mlL of methanol and the product was eluted with 5 mL of
methanol/ammonia 20:1 affording, after removal of the solvent
at reduced pressure, 0.113 g (60% yvield) of 2-{2-[4-(1H-indol
20 -3-yl}-piperidin-1-yl]-ethoxy}-benzoic acid methyl ester as
a yellow oil. ‘ ]
E. Preparation of 2-(2-{4-[1-(4-fluoro-benzyl)-1H-indol-3-
yl] -piperidin-1-yl}-ethoxy) -benzoic acid
0.02 g (0.42 mmol) of a dispersion of 60% NaH in mineral oil
25 were added to a solution of 0.06 g (0.15 mmol} of
2—{2—[4-(1H—indol—3—yl)—piperidin—l—yl]—ethoxy}—benzoic acid
methyl ester prepared in step D in 1 mL of anhydrous DMF
under nitrogen atmosphere. After stirring 30 minutes at room
temperature 0.026 mL (0.21 mmol) of 4-fluoro-benzyl bromide
30 were added and the mixture was stirred for 18 hours. After
addition of 0.09 g (0.12 mmol)} of 3-(3-mercaptc-phenyl} -
propanamido-methyl-polystyrene in 1 mL of DMF the mixture was
stirred overnight at room temperature. 0.1 mL of 2N HCl were

added to the reaction mixture and the crude was filtered. The



-pi peridin-I-yl}-ethoxy)-benzoic acid 15 The procedure described in Exarrpl e

1 was perforned using 0.2 g (1 mmol) of 3-piperidin- 42(T;(Tgpll—l-|ngab$ ao 06

0.17 g (1.1 rmuol) of 3-(2-chloro-ethoxy)-benzoic acid
g (0-19 mmol ) of the crude, obtained as in step D, were then alkyl ated
with 0.03 nL (0.28 nmol) of 4-fl uorobenzyl

Figibed

(52%yield) of 3- (2-{4- [1- (4-fluoro
1Hi ndol - 3-yl ] - pi peri di n-1-yl B4et hoxy) -benzoic acid. ESI/M5s me =

- benzyl) -

473 [(M+1) C29 H29 F N2 031 NVR (300 MHz, CDCl13) d = 2.10-2.45 (m 4H)

2.83-2.89 YMMVEH) W8S26eRBEY nyndy | r8dE8e8. T qaRuRH) and. 3thed. daudé ,

5. 26 25

Pr epar at i on of 3-{ %@ pentyl - | | ndol - peridin ,
- et hoxy} - -BEHIB} éfé'g?}l r Scéééﬁeyélé%‘é i %€d2 T h2 Exanpl e (4= fkgoro
per f or med -Usdrmay10. —ZH—g.n(dblﬁUDw_] opigepi@enidiyr

(rﬁmxtaﬂ)e W 9buri?8eMie 9kl 2 Eln é %r(.L oy, Al gﬁ%ﬁ@?ﬁ? aphy

brom de 20 affording 0.047 g

-t )i M98 1angde P3 17

2H),

(1.1 chl y) benzoi c_ac nmet hyl ester. 0.06 g (0 19
nmol ) (r;'%m %eﬂizp?sﬁdr(e(ze o"btég#ﬁe agl)sl h -5t gp? ﬁ I\(AB%) then alkylated with 0.035
nmL (0.28 iR ){36T0 pir,yICOAG) dé=200Nevetbeim2008) ; 38. 55 af f og dimg 1037 ¢
(450 y| elc§) 2-[4- ( entylal

-2 dl L §HF SYLe, 5"2%&%20' CH&(fI é 2Ii:]SI 1N n&brm-' 435 -

| ndol -
[ (M)

yl) - pi peridi n-- |- et
%4334 2 03H) I\II\/RG( @607M%|2 ODC13}0d) = 0786207907 (t ({t 3H)1H),

1.30- 1. 41 (M AH)s1 4B0-k) B0men, 2005 294m 44, 2.60-2.80(m 2H),

2.95-3
4. 05- 4198

5¢(m 1H), 3. 19- 3. 22(t 2H), 3. 44-3.47(
9(t, 2H), 4. 34-4.37(m 4H) 6.94-7.67 (m9H) Exanpl e 10 10

Prepar at i Gxaofpl® 2(2-{4- [1l- (2-ethoxy-ethyl) -1H-indo| 3-yl]
- d t. d bed | e
e ol P P B SRR S R BR E E §

g (1.1

15

20

25

30

y1ll- ethoxy} benzoic acid

The procedure described in Example 1 was performed using 0.1
g (0.5 mmol) of 3-piperidin-4-yl-1H-indole and 0.22 g (0.5
mmol) of 2-(2-chloro-ethoxy)-benzoic acid methyl ester. 0.06
g (0.15 mmol) of the crude, obtained as in step D, were then
alkylated with 0.03 mL (0.21 mmol) of pentyl iodide affording
0.052 g (83% yield) of 2-{2-[4-(l-pentyl-1H-indol-3-y1)
-piperidin-1-yl]-ethoxy}-benzoic acid.

Melting point= 113°C

ESI/MS m/e = 435 [(M+1)",C27 H34 N2 03}

NME (CDCla) d = 0.86-0.90 (t, 3H), 1.25-1.36 ({(m, 6H)
1.74-1.84 (m, 2H), 2.05-2.14 {m, 4H), 2.55-2.70 {m, 2H)
2.94-3.12 (m, B5H), 3.24-3.28 (d, 2H), 3.9%-4.06 (t, 2H)
4.44-4.50 {(m, 2H), 4.70-5.20 (bs, 1H), 6.89-7.3% (m,. S5H)
7.38-7.43 (t, 1H), 7.55-7.58 (d, 1H), 7.84-7.86 (d, 1H)

Example 3 _

Preparation of 4-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-y1]
-piperidin-1-yl}-butyric acid

The procedure described in Example 1 was performed using 0.1
g (0.5 mmol) of 3-piperidin-4-yl-1H-indole and 0.22 g (0.5
mmol) of 4-chloro-butyric acid ethyl ester. 0.07 g (0.22

\‘



mol ) of 3-(2-chl oro-ethoxy)-benzoic acid nethyl ester. 0.06 15 g (0.19
nmol ) of the crude, obtained as in step D, were then gxhgbgg %bgh 0. 028
m. (0.28 nmol) of bronoethyl ethyl ether affording O. yleld) of
3- (2-{4- [1- (2-ethoxy

-ethyl)-l1.Hindol -3-yl]-piperidin-1-yl-ethoxy)-benzoic acid- ESI/M5 nfe =
437 [(NHM/CZG H32 N2 04] 20 NWMR (300 MHz, CDC13) d = 1.02-1.14 (t, 3H),
2.10-2-30 (m 4H), 2.75-2.90 (m 2H), -¥:95-3.15 (m 1H), 3.20-3.30 (m
2H), 3.40-3.45 (g, 2H), 3.69-3.73 (m 4), 421424(t,2H),440 4.55
(m 2H), 6M99ly. Hf(rﬁhegH):rzétEExa%%nﬁ Pragparid | 5REBf 4. [WRTq 4Lhen [ 2-
(2- (rjrelt hgxy?@kppzyédd@ml?{ldlez;lrﬁ] (0131b mmol) of brOﬁ]oethyl ectl:hyl ether bed
-indo y eridi - e en aci e pro edure describe
in Exanpl e? % 5& l%%rf@r é'u§?ng?6¥ Réﬁé%n) (= OXy-

3- pi peri di atAyY) - 1K+ indol e3 angl D- ﬁﬁpgridlﬂ 13@1hﬂbﬁﬁyﬂtc4ac1d

(2- chloro ) enz , i d et t 06 g (0.19 rnnol) of the
crude, obtg%ggﬁgas7$n s?ég ﬁfﬁ g%é l ﬁ§b Ié%exivmth 0-04 nL (0.28 nmmol)
of 1- br onolER( 2dRAstlhoxyd et ho>ly)1£etlhé,r$e étfori'!di ng 0.0242g0028%yi €Hd) of

4- [2- (4-41 2- h h nmb
e e R

[ (M+1) +, 02 43N%005£]m Nl\,ﬁ*)(eoé 3.é6C19y. g48) 1.8’0723. 30074( m(tzH)ZH,
§H§J5 g 2g ér5r2221ﬁ) 26 2532 2}5)454(5110(%)cbé,é80rfaé,9gzd.a7312-l)l_?)4 34(11221322%6(?
, 3. s CA7-3. , 3. 107 3. : , 4.24-4. m
4H) , 6}§4-?:%é_Zn$#%L€: %gbo-gfaégkdgggﬁﬁ'Eiéhple 12 Preparation of
4-{2-[4-(1-pentyl -1 Hindol-3-yl)-piperidin 10 _1--yl] -ethoxy}-benzoic
acid The pgg gyée described in Exanple 1 was performed using 0.2 g (1
p

mmol ) of 3-pipérrdin-4-yl=1Hindole and 0:18 g (1.1 muol) of
4- (2-chl orBIEPhD%WOIbe%éo?c(éc{@ &L h{#-Buerc-beneyly-1H-i0dakoB)ydi-t he

crude, obtgiped;@snl-$iPPpRop¥RyE-bB8Pcic acid

15 The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.25 g (1.1
mmol) of 3-{2-chloropropoxy)benzoic acid methyl ester. 0.08
g (0.20 mmol} of the crude, obtained as in step D, were then
alkylated with 0.036 mL (0.30 mmol) of 4-fluorobenzyl bromide

20 affording 0.051 a (53% vield) of
3-(3-{4-[1-(4-fluoro-benzyl)-1H-indol-3-yl] -piperidin-1-yl}-
propoxy!} -benzoic acid
ESI/MS m/e = 487 [(M+l)+,C30 H31 F N2 03]
NMR (CDCl,) 4 = NMR (300 MHz, CDCl,) d = 2.19-2.22 (m, 6H),

25 2.60-2.75 (m, 2H), 3.02-3.07 (m, 3H), 3.40-3.60 {(m, 2H),
4.11-4.15 (t, 2H), 5.23 (s, 2H), 6.93-7.25 (m, 8H), 7.51-7.65
(m, SH)

Example 5

30 Preparation of 4-{3-[4-(l-pentyl-1lH-indol-3-yl)-piperidin-
1-yl] -propoxy}-benzoic acid
The preocedure described in Example 1 was performed using 0.2
g {1 mmol) of 3-piperidin-4-yl-1H-indole and 0.25 g (1.1
mmol) of 4-(2-chloropropoxy) -benzoic acid methyl ester. 0.08



15 alkylated with 0-03 nL (0.28 mmol ) of pentyl iodide affording O0,.028 g
(34% vyield) of 4-{2- [4- (1-pentyl-IHindol--3-yl)

-pi peridin-1-yl]-ethoxy}-benzoic acid. ESI/M5s me = 43§JPFW?E?%?%§§ H34 N2
031 NMR (300 MHz, DVMSO) d = 0.81-0-91 (m BFD, 1.20-1.38 (m 4H), 20
1.65-1.74 (m 4H), 1-91-1.94 (m 2H), 2.00-2.15 (m 1H), 2.18-2.25 (m
2H), 2.74-2.77 (m 2H), 2.98-3.07 (m 2H), 4 03-4.17 (m 4H), 6.93-7.15
(m 5H), 7.38-7.43 (m 1H), 7547563f'(d 1H), 7.83-7.86 (m 2H) 25
Exanpl e 13 Pre ratlgp % - (4-{1- éZ met hoxy- et hoxy) -ethyl] -1H
_i ndol - - 3%} 8 p&FPdl n° Eﬁlﬁf SFB %xy?b‘b%ha% c2Rictd SHP P oHRIA Ehesseri bed

in ExanplelkyﬁaﬁeﬁerﬁmthndOu@&ngﬂD 200 301 mMBkp1of of pentyl iodide
3-piperid Hayi I

2-(2- chlo%gféféggé gggz | C|§ ﬁ%gﬁypfeétig qgodé2p8n5512iHnﬁBﬂ?10f t he
crude, obtarHed- ﬁ@pﬁﬁlé@éplwl\}\epeopphgda bBekybatedcwdth 0.04 nlL (0-31 nmol)

of 1-brones?/ms(A78eLhaXy- ethe qﬂﬁ? ng 0.056 g (56%vyield) of
2- [3- (4- / 7 -nmet h 053 e?% @%y-et GERY -%i+|ndol 3-yl'} 20 Novenber

2003 -40 ! Rp&‘{'li"a}ﬁ = y@)%f%p%&y]mbe’»ﬁlzou é a6rd.- 39S MSIh 6l 648183
[2(%1)2' :ggza HB8) N210§$ %dl\/Bs(aQo Mrbz mss) 418 t_2 ZQ{ZFDZZB Adgn, q(—@ (mSH)
3,:45-3,:546&(5n (%rg%kﬁ % § 7 (‘*mllzlﬂl) 153 ’?4 éH’is %t822?|)324(“19 &)25 (m
4H), 5.20756607(63, (dH) 1Hb, 94-8438.6m (dH) 2uY. 54-7.57 (d, 1H), 7.97-8.00
(dd, qg)lExanple 14 10 Preparation- of 2- (3-{4- [|- (4-fluoro-benzyl)

-1Hin 3--yl] -piperidin-1-yl}-propoxy)-benzoic acid The procedure
descrlbedEFﬂmEkanﬁle 1 was performed using 0.2 g (1 nmol ) of

2. (2l or g e pPoXyL s berzale 2er g RacHy GSTer 1 0 BEY TEHHR ) o

2,2 ol oo gognbenegt eggel ¢ mornyl, cofers 10 9082,
The procedure described in Example 1 was performed using 0.2
15 g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.17 g (1.1
mmal) of 2-(2-chloro-ethoxy) -benzoic acid methyl ester. 0.07
g {0.21 mmol) of the crude, obtained as in step D, were then
alkylated with 0.04 mL {0.31 mmol) of 1-bromo-2-(2-methoxy-
ethoxy) -ethane affording 0.064 g (65% yield) of 2-[2-(4-{1
20 -[2-(2-methoxy-ethoxy)-ethyl}-1H-indol-3-yl}-piperidin-1-
yl) -ethoxy] -benzoic acid.
ESI/MS m/e = 467 [(M+1)",C27 H34 N2 05]
NMR (300 MHz, CDCl,) d = 2.00-2.46 {m, 4H), 2.50-2.89 (m, 2H),
2.92-3.20 {m, 3H), 3.24-3.35 (m, 2H), 2.38 (s, 3H), 3.48-3.51
25 (m, 2H), 3.54-3.57 (m, 2H), 3.78-3.82 (t, 2H), 4.24-4.29 (t,
2H), 4.44-4.48 (t, 2H), 4.60-5.20 (bs, 1H), 6.98-7.59 (m,
8H), 7.90- 7.93 (44, 1H)

Example 7

30 Preparation  of 3-[2-(4-{1-[2-(2-methoxy-ethoxy) -ethyl] -1H
-indol-3-yl}-piperidin-1-yl)-ethoxyl -benzoic acid
The procedure described in Example 1 was performed using 0.2
g (1 mmol} of 3-piperidin-4-yl-1H-indole and 0.17 g (1.1
mmol) of 3-(2-chloro-ethoxy)~benzoic acid methyl ester. 0.06



then alkylated with 0.04 nmL (0.31 mol) of 4-fluorobenzyl brom de
affording 0.062 g (61%yvyield) of 2- (3--{4- [1-

(4-fluoro-benzyl)-1Hindol -3-yl]-piperidin-1-yl) - pro%%yﬁ)@'ﬂg“?‘fz%%og aci d.
20 ESI/ M5 me = 487 [(M1)',C30 H31 F N2 03] NWR (300 MHz, CDC13) d =
2.20-2.40 (m 6H) , 2.95-3.10 (m 2H) 3.15-3.22 (m 1H), 3.34-3.42 (m 3H)
, 3.76-3.80 (d, 2H) 4.19-4.23 (m 4H) , 5.27 (s, 2H) , 6.93-7.36 (m |1OH
, 7.59- 7.61 (d, 1H), 7.85-7. 88 (dd, 1#§- 25 t Exarrple 15 Preparation of
2-{3-[4- (I-pentyl-lk+|nd ol -3-yl)-piperidin -1-y pr opoxy} - benzoi c acid
The procedur'd- &és@ﬂpﬁédoﬁntﬁﬁaﬁﬁP@el RBEabB?@o?%eHnu%?%@ % Zﬂ%ﬁﬁgfﬂgprnnﬂ)
of 3-pi periltiyiadeil+wlildh ndase r@nd(d0.325 @nd1d. bf M Yol -2 - (2 -methox

2- (2-chl or Q- pr.opox benz id t hyl est ( 2 of the
crude, obf %lhﬁé{ﬁase%%ﬁ £fcl3 %ﬁﬂgerse O%é al § atyét?]\fa%tt&o ﬁln{m nol )
of pentyl -i{@dh «:ibmea!ﬂﬁm:ylraghﬁaxﬁ)ﬁ?—eg:r(}a?]o@weinkﬁobm -yl}- plperldln 1-

2-{3-[4( e %H— 49!, ;20 JNqyenmber 2003 -4 E
-3-yl) f]'(’;)l _éL?H% 2yl P%pr(%%xymbenzm c acid. ESI/Ms nfe = 449 [(M1)', C28

H36 N2 03FSMWS 506 WHAS 7COGYB). ) d. €2 0. 824 (NBPOFL, 3H) , 1.27-1.34 (m 4H)

1.71-2. 10nMm (8blb, M3z 8083 Gm 27"91 233859 (% 1Qulm 245D . 3 8764044195 (M
9H) Exarrple 16 Preg atlon *of 2-( é*[ 2 ethox -ethy I% 1H-|ndol 3 yl]

- pi peri di A-22y(($.p %[)ox% %e?‘lz%?c“ércﬁ 103THé- 6r‘8 edfir e Hesct i bt 137
Exanpl e 1 (was2per,f ersed4aussngm. 28) g §loompl 3sofm3-pipert n-#A-44 - &} i ndol e
and O. 1?0'5 g}él 1 mmol) of 2-(2-chl oro- propoxy) - benzoi ¢ acid nethyl ester.
0. 087 2 mmol) of the crude, obtained as in step D, were then

al kyl at ed with 0.03 nL (0.33 mmmol) of 2-bronoet hyl

Example 8
Preparation of 3-~(2-{4-[1-(4-fluoro-benzyl)-1H-indol-3-v1]
-piperidin-1l-yl}-ethoxy) -benzoic acid
- 15 The procédure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indele and 0.17 g (1.1
mmol) of 3:-(2-chloro-ethoxy)-benzoic acid methyl ester. 0.06
g (0.19 mmol) of the crude, obtained as in step D, were then
alkylated with 0.03 mL (0.28 mmol) of 4-fluorobenzyl bromide
20 affording 0.047 g (52% vyield) of 3-{2-{4-[1-(4-fluorc
-benzyl) -1H-indol-3-yl] -piperidin-1-yl}-ethoxy) -benzoic acid.
ESI/MS m/e = 473 [(M+1)*,C29 H29 F N2 03]
NMR (300 MHz, CDCl,) d = 2.10-2.45 (m, 4H), 2.83-2.89 (m, 2H),
3.26-3.36 (m, 3H), 3.53-3.57 {m, 2H), 4.38-4.41 {(t, 2H), 5.26
25 (s, 2H), 6.94-7.38 {(m, 9H), 7.61-7.69 {m, 4H)

Example 8
Preparation of 3-{2-[4-(1-pentyl-1H-indol-3-yl)-piperidin
-1-yl] -ethoxy}-benzoic acid

30 The procedure described in Example 1.was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.17 g (1.1
mmol) of 3-(2-chloro-ethoxy)-benzoic acid methyl ester. 0.06
g (0.19 mmol) of the crude, cbtained as in step D, were then
alkylated with 0.035 mwmL {0.28 mmol) of pentyl iodide



15 ethyl ether affording 0.078 g (78%yield) of 2- (3-{4-
[1-(2-ethoxy-ethyl) --1Hindol-3-yl] -piperidin-1-yl} cmé)po @@gzmc
acid. ESI/M5 mle = 451 [(M+1)+, C27 H34 N2 04] NWR (30

1.11-1.16 (t, 3H , 2.23-2.34 (m 8H), 20 2.90-2.98 (t, 2H) , 3.00-3.18
(m 1H) 3.29-3.33 (t, 2H) 3.69-3.79 (m 4H) , 4.19-4.27 (m 4H) 6.94-6.97
(d, 1H 7.07-7.37 (m SH), 7.55-7.57 (d, 1H), 7.93-7.96 (dd, 1H) Exanple
17 25 Preparation of 3-[3- (4 {I-]2-(2-HA%t hoxy- et hoxy) - et hyl ]

-1H i ndol |'}-pi per|d| n-1-yl)- gro oxyl benzoi c acid The procedure

descri bed qfrfy B e 01 Ods Per fbpiedvididy 02 I (- Hol)-rentyl-1H-

g E)lzpem diifrdly3--3A)i @-@JEQ"J.@HGI -Q. %5 geG:Jaolc t}fIE@hézSQfS Sézéd (0. 20 ) of

chl or, oi val ester mmol) o
t he crudeE%(}g/rtl\'%o 3) 4ir} g‘% %?e%%h%% %?kyl at ed vvlth 0.04 nmL (0.30
mmol ) of NMEbr(GRo- MH@Z (h@(fh,(.‘)x;& etmm«yaceislrmn(& aBtor,dingo0106d ¢n( 689, yi el d)
f 3- 2- h t hyl I
0 [3- 1( 4ol Y- B[f r{a E‘?It) 0 cgtfeh?xzyc? 18 34}% k%t/é@d? 80,0 ¢8 . Alas| / Ve

- -yI}-plperldln propd xy nzoic cfd enber
me = 481 4-DB)-L 5028“1—!36HN2 051 NVR AB00t MH2H)CDAL 334 B % 2. 16-2.60 (m

6H), 2.50+42.065 4( Mo 2('ﬂ) 2H3 9% .341Q @"ﬂ (\?hH) QHi 3% . (9§k73 (?h 3@}12 53 (m
6H), 3.77-3.80 (t, 2H), 11-4.15 (t, 25-4.29 t,
(m 5 7H), 7.61-7.63 (d, 1H) Exanpl e 18 Preparation of

3-{3-[ 4- ( Expamptiy 1loH i ndol -3-yl)-piperidin -1-yl]-propoxy}-benzoic acid
'(I)'Pe?,p[)l per:J%Ll%ndfil Fjlnlbﬁéjl hgofxagp{f 0&2%69'% B %ﬁlﬁl o %’1(]1 mol)
3-(2-chl or—@lpteo‘p@uyl)-lbe’rizeltboam)dbmtb;lb asb.dr 0.08 g (0.20 mmol ) of the
crate Shesiss Sy Lty KB OUel N s 00, 05
(1-pentyl 9 mmo L plperldln 4-y1-1H- 1ndole and 0.17 g (1.1

mmol) of 3-(2-chloro-ethoxy)-benzoic acid methyl ester. 0.06

15 g (0.19 mmol) of the crude, obtained as in step D, were then
alkylated with 0.028 mL (0.28 mmol) of bromoethyl ethyl ether
affording 0.032 g (38% vyield) of 3-(2-{4-[1-(2-ethoxy
-ethyl) -1H-indel-3-yl} -piperidin-1-vl- ethoxy) -benzoic acid.
ESI/MS m/e = 437 [(M+1)7,C26 H32 N2 04]

20 NMR (300 MHz, CDC1,) d =1.02-1.14 (t, 3H), 2.10-2.30 {(m, 4H),
2.75-2.90 (m, 2H), 2.95-3.15 {(m, 1H), 3.20-3.30 {(m, 2H),
3.40-3.45 (g, 2H), 2.69-3.73 {(m, 4), 4.21-4.24 (t, 2H), 4.40-

4.55 {m, 2H), 6.99-7-71 {m, ©9H)

25 Example 11

Preparation of 4-[2-(4-{1-[2-(2-methoxy-ethoxy)-ethyl]-1H

-indol-3-yl}-piperidin-1-yl)}-ethoxy] -benzoic acid

The procedure described in Example 1 was performed using 0.2

g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.18 g (1.1

30 mmol) of 4-(2-chloro-ethoxy)-benzoic acid ethyl ester. 0.06
g (0.19 mmel) of the crude, obtained as in step D, were then
alkylated with 0.04 mL (0.28 mmol) of l-bromo-2-(2-methoxy-
ethoxy} -ethane affording 0.024 g (28% yield) of
4-[2-(4-{1-[2-(2-methoxy-ethoxy) -ethyl] -1H-indol-3-y1}



1.5 -1Hindol -3-yl)-piperidin-1-yl]-propoxy)-benzoic acid. ESI/M5 nle = 449
[(M+1)', C28 H36 N2 03] NWR (300 MHz, CDC13) d = 0.85-0 @ﬁl S%hb?’?m 1.26-1
39 (m 4H) , 1.69-1.85 (m 2H) 2.10-2.25 (m 6H), 2.58"9YgBPY MO0
2.98-3.03 (m 3H) 3.49-3.53 (m 2H) 4.03-4.08 (t, 2H 20 4.10-4.14 (t, 2H,
6.93-7.56 (m 8H), 7.60-7.63 (d, 1H) Exanple 19 Preparation of
3-(3-{4-(1-(2-ethoxy-ethyl)-1Hindol - 3-yl ]
-piperidin-1-yl}-propoxy)-benzoic aci d325 The procedure described in
Exanmple 1 was perfornmed using 0.2 g (1 nmml) of 3-piperidin-4-yl-1Hindole
and 0. 25 g‘RlP%l%'ll)"Y&f) *:%t(%?-}%’ﬂl‘é}eélzﬁr%@?ylﬁ-benzoi c acid nmethyl ester.
0.08 g (E2AYmemd)e of 4dre coude,, obvainedyaspsn step D, were then

al kyl at ed .y ~03. L ) of bropoethyl ethyl ether 30 affording
0.055 g (ﬁ’é%%@lod?%r ég%gs{g?l-(%@‘e% HOky(Mefly 2-05-2.20 (m, 2H),
[(1&| Egjol _Z;_%%]z_'ﬁ;pg?dgm :LEg/l %e PR ORDX R - gaenz,oifc 1@(1:—i3d.231ESI,/2@)3;ﬂ§_4=3 451
2.17-2.525:.2((% 2@{) 32.16’;76-2/3'?5%%(71%,?3?%@53%8(%;‘719%&1"),g,é%ﬁg&m(%‘t, oH)
20 Novenbérl)2003 9443 -35533. $H)(:m8 -2 83.021-(8L,72H)t, 2H) , 4.12-4.16 (t,
2H) 4.22-4.26 (t, 2H) , 6.96-7.55 (m 8H) , 7.61-7.63 (d, 1H) Exanple 20 5
Preparation of 4-- [3- (4-{l- [2- (2-nethoxy-ethoxy) -ethyl]
- 1Hi ndol -%—aﬁ%l-epilﬁeri di n-1-yl)-propoxy] -benzoic acid The procedure
descri bed Firepaxanilon 1 ols pefforaed usdmgy 0- Zi- thddi Mm))) of; i di
3- pi perg di -4yl I b jndole and 0,25 dgkts(éf.f?f ol ) of 4- (2-?{17%?161- propoxy)
-benzoic aci tehy gdter 2668 2£6 g (0.20 mmol ) of the crude, obtained as
in step DThgepeorkdnreakkgkatbddwihhERafglali (Wa80pandbymed usin

)

0.2
- - - - = i 9 i
R b L G T R VL
- pr opoxy] mﬂlﬁ’éhzé‘ifc 4aciZt cHiR rESIEtexm) e berg@ o (@vED) 'etpd KIE a2 06]06

g (0.19 mmol) of the crude, obtained as in step D, were then

15 alkylated with 0.03 mL (0.28 mmol) of pentyl iodide affording
0.028 g (34% yield) of 4-{2-{4-(l-pentyl-1H-indol-3-yl)
-piperidin-1-yl]-ethoxy}-benzoic acid.

ESI/MS m/e = 435 [{(M+1)",C27 H34 N2 03]
NMR (300 MHz, DMSO} d = 0.81-0.91 {(m, 3H), 1.20-1.38 {(m, 4H),

200 1.65-1.74 (m, 4H), 1.91-1.94 (m, 2H), 2.00-2.15 (m, 1H),
2.18-2.25 (m, 2H), 2.74-2.77 {(m, 2H), 2.98-3.07 {m, 2H),
4.03-4.17 {m, 4H), 6.93-7.1%5 {(m, SH), 7.38-7.43 (m, i4;,
7.54-7.56 (d, 1H), 7.83-7.86 (m, 2H)

25 Example 13

Preparation of 2—[3—(4—{1—[2—(2—methoxy—ethoxy)~ethyl]-lH

-indol-3-yl}-piperidin-1-yl)-propoxyl -benzoic acid

The procedure described in Example 1 was performed using 0.2

g {1 mmel) of 3-piperidin—4—yl—lH—ihdole and 0.25 g (1.1

30 mmol) of 2-(2-chloro-propoxy)-benzoic acid methyl ester.
0.082 g (0.21 mmol) of the crude, obtained as in step D, were
then alkylated with 0.04 mi (0.31 mmol) of 1-bromo-2
—(2—methoxy—ethoxy)~ethaﬁe affording 0.056 g (56% yield) of
2-[3-(4-{1-[2-(2-methoxy-ethoxy)-ethyl]-1H-indol-3-y1}



00 Mz, CDC13) d = 2.14-2.19 (m 6H) , 2.40-2.55 (m 2H) , 2.95-2.99

NVR (3

(m 3H) 3.29-3.57 (m 6H) . 3.73-3.77 (t, 2H), 4. 15-4 ?b
4.21-4.25 (t, 2H), 6-71-6.74 (m 2H), 6.94 (s, 1H), 2 oldpst 0311,
7.14-7-20 (t, 1H), 7.26-7.64 (m 20 4H) Exanple 21 Preparation of

4;(3-{4-[I-(2-ethoxy-ethy|)-1k#indoI-3-yI]
- pi peridin-1-yl}-propoxy)-benzoic acid 25 The procedure described in
Exanple 1 mas perforned using 0.2 g (4%mol) of 3-piperidin-4-yl-1Hindole

and O 1 - (2- chloro propoxy) -benzoic acid nethyl ester.
0. 08 g (0p @E§&§F3 éfygﬁegf BQ&Y1oBER%ReG &51Fn step D, were then
al kyl at ed B&It/NSOmJ2 rl 46Q. QMW )Ccoé Bzomoetdy] et hyl ether 30 affording

0.029 f th t
-1 H ngol(%gné) X?-derl)l%%h@xl( ﬁ-g}l}? pLJoopoxé}e oxgﬁ&e ?yg% 2S¢/ IUE A = 451
[ (M+1)" c270|q3@ N2 O@) NVR (BOPNVHZ4 GDC12H)d 3.2307s1.3R) (t3.4H)3.54

2. 11- 2,817 (4 2 33243379 H 42 (G 2Ha  Ps 50-R; 54 (M
2H) | 20Novenbl)—|) gmnmg 3%3?738%%%?2 4§9H€§56%674
(d, 2H), 6éH92 5(520-J§~|) o 7 1@@ 7187, (t6 SfHy . 3B, 1mi7. 28) ¢t 7 BH) 7 B7274d0. 33 (m
1H), 7.591%)627( w87 -8Hpo5 (Bganphe 22 Preparation of

3-(4-{I-[2- (2 met hoxy- ethoxy) et hyl]-1H

-indol -3-yl)-piperidin-1-yl)-propionic acid The procedure described in
Exanpl e 1Ewaspper fldr red usi ng O. 2 g (1 mmol) of 3- piperidin'4 yI-IH—indoIe

and. 0. ) pfe3 r p|0n| aci |. est.er.- 89
(0. 25 1?10?{(:’%1?1‘&%83%% 20 f} d as(?nﬂélt env\é’(rjlg f}_}’ aci]kﬁ Ak d with
0.05 nmL (OP3BeHiBLER- éle}bpgﬁBOEYQ2bﬁegh@gyaceﬂhoxy) -ethane af fordi ng

0.078 g (84% yiekdhuek éeééri% §2in £ 1 £ d
- (2- met hoxy e?hox 1-let 1H—?nd%n- Xa pé??%h%?ﬁ.oﬁme %?lﬁﬁ(nm oni c

acid. ESI Bws‘lm‘am‘g- é?@[( me@]z@lm@ lndole and 10.25 g (1.1

mmol) of 2-(2-chloro-propoxy) ben201c acid methyl ester.
15 0.082 g (0.21 mmol) of the crude, obtained as in step D, were
then alkylated with 0.04 mL (0.31 mmol) of 4-fluorocbenzyl
bromide affording 0.062 g (61% yield} of 2-(3-{4-[1-
(4-fluoro-benzyl)-1H-indol-3-yl]-piperidin-1-y1}
-propoxy) -benzoic acid.
20 ESI/MS m/e = 487 [(M+1)",C30 H31 F N2 03]
NMR (300 MHz, CDCl,) d = 2.20-2.40 {(m, 6H), 2.95-3.10 (m, 2H) ,
3.15-3.22 (m, 1H), 3.34-3.42 (m, 3H), 3.76-3.80 (4, 2H),
4.19-4.23 (m, 4H), 5.27 (s, 2H), 6.93-7.36 (m, 10H), 7.59-
7.61 (d, 1H), 7.85-7.88 (dd, 1H)
25
Example 15
Preparation of 2-{3-[4-(l-pentyl-1H-indol-3-vl)-piperidin
-1-y1l] -propoxy}-benzoic acid
The procedure described in Example 1 was performed using 0.2
30 g (1 mmol} of 3-piperidin-4-yl-1H-indole and 0.25 g (i.1
mmel) of 2-{(2-chloro-propoxy)-benzoic acid methyl ester.
0.087 g (0.22 mmol) of the crude, obtained as in step D, were
then alkylated with 0.04 mL (0.32 mmol) of pentyl iodide
affording 0.057 g (57% yield) of 2-{3-[4-(l-pentyl-1H-indol



NVR (300 MHz, CDC13) d =2 .01-2.10 (m 2H) , 2.24-2."28 (m 2H) ,
2.30-2.45 (m 4H), 2.57-2.61 (t, 2H), 2.70-2.80 (m 2 4-

oH), 3.37 (s, 3H), 3.50-3.81 (m 4H), 3.79-3.81 20 (tkg%ﬁ? bez’g’oggsz (t,
2H), 7.00 (s, 1H), 7.09-7.14 (t, 1H), 7.20-7.25 (t, 1H), 7.36-7.39 (d,

1H), 7.56-7.59 (d, 1H) Exanple 23 Preparation of
3-{4-(1-pentyl-1Hindol-3-yl)-piperidin 25 -1-yl] -propionic acid The
procedure described in Exanple 1 was pérformed using 0.2 g (1 mmol) of
3-piperidin-4-yl-1Hindole and 0.15 g (1.1 mmol) of 3-chloro-propionic

aci d et hy|—3€ggirplgeg4dgn(—@ -YA] -pEePPxf -bhazeigdeciebt ai ned as in step D,
wer e thenEQQ/ﬁbkml/at ed4\4ﬂ9th (0493 o f Oy 24 mg of pentyl iodide affording

0. 022 7% yi el d f 4- | - TH |
- 3- yl)gpl( é:”ﬁ 1455 O C{;p (%ugeog 4d ézﬂillnr{?s Afe  =1343 - ¢ RA1jm, ) HION2

02] NMR (3001M2iz;LOCDGSiL3) gH) 7 @.80-Q..9%(mm3HyH)]. 24:-4049. {om (&H) ,4:20
Noverber 2003 ﬁ? %‘5 %H 4 (m 3H) , 1.99-2.04 (m 2H) 2.19-2.24 (m 2H)
2.64-2.68 (m 9 02 (d, 2H) 3.43-3.53 (m 4H) 4.03-4.08 (t, 2H),
6.89 (s, 1H), 7.07-7.34 (m 3H), 7.57-7.59 (d, 1H) Exanple 24 Preparation
of 4-. (4- Edanb?e ﬁg - met hoxy- ethoxy) -ethyl]. 1Hindol
3-yl}-piperidin-l-yl)-butyric acjd The procedure described in Exanple 1 was
perfornedpagpﬁ’gaelgn 10%y" @ (rﬁnﬁ‘i) [3f- @1 therivdiathyey) W+ indol € and 0. 17 g

(1.1 nﬂDLblgérﬂthLQLQi@Ub¥6b6x9$LgeﬁEBYE gster- 0.07 g (0.22  nmol) of
the cr obt ai ne -were then aIkyIatdvvl h 0.04 nL ( O .

d
5SS Tae bR aPE TS 085 R b Ras in LRy ok et BT 08B G 2 79%
yi el d) of g4- J(4mt{1d.l [bf (2-dbperidin-4-yl-1H-indole and 6.25 g (1.t

_Tet hoxy- ghBexy) fo A AL IR PRI Lo et RYLY TS 891 ¢

0.087 g 22 mmol) of the crude, obtained as in step D, were
then alkylated with 0.03 mlL (0.33 wmol) of 2-bromoethyl
15 ethyl ether affording 0.078 g (78%  yield) of

2-(3-{4-[1-(2-ethoxy-ethyl)~-1H-indol-3-y1]

-piperidin-1-yl}-propoxy) -benzoic acid.

ESI/MS m/e = 451 [(M+1)",C27 H34 N2 04%)

NMR (300 MHz, CDCl,) d = 1.11-1.16 (t, 3H), 2.23-2.34 (m, 8H),
20 2.90-2.98 {(t, 2H), 3.00-3.18 {m, 1H), 3.29-3.33 (t, 2H),

3.69-3.79 {(m, 4H), 4.19-4.27 (m, 4H), 6.94-6.97 {d, 1H},

7.07-7.37 (m, 5H}), 7.5%-7.57 {(d, 1H), 7.93-7.96 {(dd, 1H)

Example 17
25 Preparation of 3-[3-(4-{1-[2-(2-methoxy-ethoxy) -ethy1l]
-1H-indol-3-yl}-piperidin-1-y1l) -propoxy] -benzoic acid
The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.25 g (1.1
mmol) of 3-(2-chloro-propoxy)-benzoic acid methyl ester.
30 0.080 g (0.20 mmol) of the crude, obtained as in step D, were
then alkylated with 0.04 mL (0.30 mmol) of
1-bromo-2- (2-methoxy ethoxy)ethane affording 0.065 g (68%
vield) of 3-[3-(4-{1-[2-(2-methoxy-ethoxy)-ethyl]-1H-1indol
-3-yl}-piperidin-i-yl) -propoxy] -benzoic acid.



NVR (300 MHz, CDC13) d = 1.90-1.99 (m 2H |, 210223(m 4H) 2.60-2.79
(m 6H , 2.89-3.04 (m 3H) , 3.36 (s, 3H , 3.48- 3 57

3.78-3.82 (t, 2H) , 4.26-4.30 (t. 2H) , 7.02 (s, %%@964*%9%&3
7.19-7.24 (t, 1H), 7.35-7.38 (d, 1H) 7.55-7.58 (d 1H) Exanpl e 25 25
Preparation of 4-{4-[1-(4-fluoro-benzyl)-I1Hindol-3-yl]
-piperidin-1-yl}-butyric acid The procedure described in Exanple 1 was
performed using 0.2 g (1 mol) of 3-pfperidin-4-yl-1Hindole and 0.17 g

(1.1 rmol), of 4-chloro-hutyric acid ethyl ester. 0.07 g (0.22 30 mmol ) of
t he crude,E)&lﬁvLasl MEE as % s[tglﬁ 1py . %?e@%é}? @Pkylated with 0.04 ni (0.33
mol ) of 4R Yeono- Imenzyctnchr)om dez afd-or cBog(n0. @?14 92( 85%yis! ¢y, ofr) 4-{4-

1- (4-fl yl 3; vl L.~pi peridin_ - 1-yl }-butyri bd 20
Novenber 200946 Ll vt &8 S 3051 o) BCas hey Bty (oA Bt e
CDC13) d +ti. 8601, 951Ln¢ - 26) (t2. am-z 4425r% . 29) (t, 2248, 26 689 {M S5&Hm,

2. 74-2.578 744, aH)a,l 3 %g 3d001@1r5;q 3.29-3.33 (m 2H), 5.21 (s, 2H),
6. 90-7. 27 (m (m 2H) Exanpl e 26 Preparation of

4-[ 4- (I - pEFresp fH—landoI 3-yl)-piperidin -1-yl]-butyric aC|d 10 The

procedur ep&@@@&tab@dnl ncﬁxanall 1[4/\6@1%&%}1%%&&103 18- s PR 3), Of
3- pi peri di 1Hind %eand017 nmmol ) of 4-c Ioro butyric acid
0

ethyl esté Y€J¥0§rﬁp(°6y REBEY 6F% he crude, obtained as in step D, were .
then al ky"hat edowetihr. 84sntiH8d33n MERANpDE pam&glpé@mﬂ@eclal@m@rcdim

0,954 (4500 gt Ot { & GaPgt £ i1 00hscs T WA PR B
CDC13) d #mglg7oD. D2(tchBH)o-puemm) ~I8sganc 4ld)id methyl ester. 0.08
g {0.20 mmol) of the crude, obtained as in step D, were then
alkylated with 0.04 mL (0.30 mmol) of pentyl iodide
affording 0.042 g (48% yield) of 3-{3-[4-{(1l-pentyl
15 -1H-indol-3-yl)-piperidin-1-yl] -propoxy}-benzoic acid.
ESI/MS m/e = 449 [(M+1)*,C28 H36 N2 03] '
NMR (300 MHz, CDCl,) d = 0.85-0.94 {(m, 3H), 1.26-1.39 (m, 4H),
1.69-1.85 ({(m, 2H), 2.10-2.25 (m, 6H), 2.58—2.66 (m, 2H),
2.98-3.03 {m, 3H), 3.49-3.53 (m, 2H), 4.03-4.08 (t, 2H) ,
20 4.10-2.14 (t, 2H), 6.93-7.56 (m, 8H), 7.60-7.63 (d, 1H)

Example 19

Preparation of 3-(3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]

-piperidin-1-yl}-propoxy)-benzoic acid
25 The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.25 g (1.1
mmol) of 3-(2-chloro-propoxy) -benzoic acid methyl ester. 0.08
g (0.20 mmol) of the crude, obtained as in step D, were then
alkylated with 0.03 mL (0.30 mmol) of bromocethyl ethyl ether
30 affording 0.055 g (61% vyield) of 3-(3-{4-[1-(2-ethoxy

ethyl) -1H-indol-3-yl]l-piperidin-1-yl}-propoxy}-benzoic acid.

ESI/MS m/e = 451 [{M+1)7,C27 H34 N2 04)

NMR (300 MHz, CDCl,) d = 1.10-1.15 {(t, 3H), 2.17-2.22 {(m, 6H),

2.60-2.75 (m, 2H}, 3.03-3.08 (m, 23H), 3.41-3.46 (t, 2H),



1.77-1.92 (m 4H) 2.04-2.17 (m 4H) 2.55-2.66 (m 4H 20 2.81-2.84 (t

2H), 2.95-3.05 (m 1H), 3.35-3.39 (m 2H), 4.03-4.08 ( 2{% gﬁ@%
, 7.07-7.09 (t, 1H) , 7.19-7.34 (m 2H) , 7.57-7.60 ( sy, e 27 25
Preparation of 3-{4- [2- (4-1- [2- (2-nethoxy-ethoxy) -ethyl]
-1.Hindol -3-yl}-piperidin-1-yl) -ethyl] -phenyl}-propionic acid The
procedure described in Exanple 1 was perfornmed using 0.2 g (1 mml) of

3- pi peri di n- 4- yI-IH-|ndoIe and 0.31 g ¢&.1 nnDI) of 3 - [4 - (2
- br ono- et hyl oplonlc aci d 0 ester (0.20 mmuol)
of e or dd2 -3bei M ol ' Svel - D ner b L RER -l Ryl atbai o (B 0254
(0.33 nnnh)29ﬁ4 26bﬂ000229¢26n96h0xy5ethoxgn)jevhane7atﬁord|ngH®.066 g (72%
yield) of 3-{4- [2- (4-{1- [2- (2-nmethoxy-ethoxy) -ethyl] -IH
-indol -3-yl }-piperidin-I-yl)-ethyl]-phenyl}-propionic acid. 20 Novenber
2003 -47 EShmnBenk® = 479 [(N%1)+ C29 H38 N2 041 NWR (300 MHz, CDC13) d =

2.00- 2.922 pfBhadbl i 02 61-2¢ 74 (40 2. 88; 3. ( H,
3. 48-3. 56 %aeH) 93 79-3. 83 (t ﬁ) &g ?%iég(ﬂoml%tgbé%s e?’h&%
8H), 7.58-#Egindql- 35Yi|}+yPE?3ﬁﬁF1én28 Pﬂ-épamPPeml obenzoic acid
3-{4-[I-(4nkl p@b@ebﬁﬂéy&ﬁeséﬁlbédoin3Eﬂéﬂ1pl@| pejd i llfdfr&ed)rmrwoc Aacid 10
The procedur desc % :g qg % 1 was_ perfor US|%0 mol ) of
3- pi peri dPn- mi? ol 5o 4(1111th5 rﬁc%%pﬁop@0ﬂic aci d
et hyl estenpolD. 6&3@}(Z}dﬁionnﬂﬁﬁogﬂxyPﬁbaﬂzuhb a@hﬁameeﬁya5e$te516u)d@ wer e
t hen Ik I ( nq% f | uor ohe brom
af f or % %6%0%‘%@:}[/0 yi eggﬁ 9¥§§ glene?f?l uorgrb zyl ) q:%
1H i ndoI élVY}abifﬁeWiLﬁhnO 10?I1}!Lpf@p$©n|rmn®lc)| cf ESlyvBane 2 Sr&Jtlr{c(WH )+, C23
H25 F N2 @2} £80QnMz ffacaf»a d —0%306 2, 1345%( %@j |_§f3 R4 (m 2H)
, 2552?00%yR Hgnnzago 98 (t, H{ Dy, or S
2- (2-methoxy-ethoxy) -ethyl] - 1H 1ndol 3- yl} -piperidin-1
-yl) -propoxyl -benzoic acid.
15 ESI/MS m/e = 481 [(M+1)',C28 H36 N2 0O5]

NMR (300 MHz, CDC1l,) d = 2.14-2.19 (m, 6H), 2.40-2.55 (m, 2H),

2.95-2.99 (m, 3H), 3.29-3.57 {(m, 6H), 3.73-3.77 (t, 2H),

4.15-4.18 (t, 2H), 4.21-4.25 (t, 2H), 6.71-6.74 {(m, 2H), 6.94

(s, 1H), 7.02-7.07 (t, 1H), 7.14-7.20 (t, 1H), 7.26-7.64 (m,

20 4H)

Example 21

Preparation of 4—(3~{4—[l-(2—ethoxy-ethyl)—1H~indol—3—yl]

-piperidin-1-yl}-propoxy)-benzoic acid
25 The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.25 g (1.1
mmol} of 4-(2-chloro-propoxy) -benzoic acid methyl ester. 0.08
g (0.20 mmol} of the crude, obtained as in step D, were then
alkytated with 0.03 mL {(0.30 mmol) of bromoethyl ethyl ether
30 affording 0.029 g (33% vyield) of 4-(3-{4-[1-(2-ethoxy-

ethyl) -1H-indol-3-yl] -piperidin-1-yl}-propoxy) -benzoic acid.

ESI/MS m/e = 451 [(M+1)",C27 H34 N2 04]

NMR (300 MHz, CDCl,) d = 1.07-1.12 (t, 3H), 2.11-2.17 (m, 6H),

2.43-2.96 (m, 5H), 3.35-3.42 {g, 2H), 3.50-3.54 (m, 2H),



20 3.59-3-63 (m 2H), 5.26 (s, 2H), 6.96-7.29 (m 8H), 7.59-7.62 (dd, 1H)

25 Exanple 29 Preparation of 3-[4-(2-{4-[1-(2-ethoxy-e % | )-1Hi | - 3-
yl]1-piperidin-1-yl}--ethyl)-phenyl]-propionic acid The£ &8%%%W¥éﬂﬂgscribed

in Exanple 1 was perfornmed using 0.2 g(lrmm) of
3-piperidin-4-yl-1Hindole and 0.31 g (1.1 ‘nnol) of 3- [4-
(2-brono-ethyl) -phenyl] -propionic acid ethyl ester. 0.08 g (0.20 mmol)
of the crude, obtained as in step 30 D#were then alkylated with 0.03. nL
(0.33 mmol) of bronnethé et hyl et her affordlng 0.054 ¢ 64@6 ield) of 3-
[4- (2- (43 [Ef-3(-Zletlhoxy éth@l¥6 4HZ ntol 43Dyl P - 7Bi-geritdil 6.92
-1--yl }-etdyl )mphenylo]z pr.epi aBi c18¢i dy . E@Lbl\@ont@ —114)49 HMI?@Q H36 N2
03] 20 hbv?ﬁP %pS %8 NNR 00 Mz, CDC13) d ='1.13°1.18 (t, 3

2.00-2. 15 Sy 11H), 340354(m4H) 3.70-3.74 (t,
2H), 4.22-4.26 (t ZFD 6. 87 7.26 (m 7H), 7.33-7.36 (d, 1H), 7.57-7.60
(dd, 1 anpl €,30 Preparation of 3-{4- [2- (4-{1- [2-.
(2-netE%x§?§%ﬁ§%y%2-ethyI]

- 1H i ndol PS’eyla}-‘artiip@ri di A€l - y13~ &t hjd | Ephehyhe Elaory & tthacy )o- e thel jprlat edur e

descri bed_i a r:£Qr u 1 (1 mmol ) of
3- plperldlr?[i]lflilé)i *F | %IEE&B }ﬁgq) %E%glgn%c gcgd [4- (2 -Dbrono-

et hyl ) --B’Pﬁ!@ny’rpceg@m ﬁesséﬂ&eélt R Eéémﬁie 1owm @elet)oqr@ewsng)fo the
crude obtai pedmas1in st ep- ghpé@&alnt@eylahkyiﬁasﬂemk&ﬂi000£5”b (0 15 mml)
gpronnl% %aqfnggg et ho - et hane. afford 0. 020 41A) 155¥|eld)
of A T TRATGP 53] SoPRYl PSSR | RGP-
-plperldlnm&&yl)eéthwm phnnyd} abtﬁhnedacad iESlstdp nbe :wéf& hﬁk%i)+ C29
H36 N2 04, MR 30, M. o TR & 32 10029 26: (M e -2 (P%h&83 (M 2H)
, ethoxy) -ethane affording 0.078 g (84% yield) of 3-{4-{1-{2
- (2-methoxy-ethoxy) -ethyl] -1H-indol-3-yl}-piperidin-1-vy1)
15 -propionic acid.
ESI/MS m/e = 375 {[(M+1)",C21 H30 N2 04]
NMR (300 MHz, CDCl,) d = 2.01-2.10 (m, 2H), 2.24-2.28 {(m, 2H),
2.30-2.45 (m, 4H), 2.57-2.61 (£, 2H), 2.70-2.80 (m, 2H),
3.04-3.08 {(t, 2H), 3.37 (s, 3H), 3.50-3.81 {(m, 4H), 3.79-3.81
20 (t, 2H), 4.28-4.32 (t, 2H), 7.00 (s, 1H), 7.09-7.14 (t, 1H),
7.20-7.25 (t, 1H), 7.36-7.39 {4, 1H), 7.56-7.59 (4, 1H)

Example 23

Preparation of 3-{4-(1-pentyl-1H-indol-3-y1)-piperidin
25 -1-yl]-propionic acid
The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.15 g (1.1
mmol) of 3-chloro-propionic acid ethyl ester. 0.04 g (0.14
mmol} of the crude, obtained as in step D, were then
30 " alkylated with 0.03 mL (0.21 mmol) of pentyl iodide

affording 0.022 g (47% yield) of 3-([4-(l-pentyl-1H-indol

-3-yl) -piperidin-i-yl] -propicnic acid.

ESI/MS m/e = 343 [(M+1)",C21 H30 N2 02]

NMR (300 MHz, CDCl,) d = 0.87-0.94 (m, 3H), 1.21-1.40 {(m, 6H),



2.98-3.09 (m 5H), 3.36 (s, 3H), 3.47-3.62 (m 6H), 3.76-3.80 20 (t, 2H),
4.24-4.28 (t, 2H), 6.31-6.37 (d, 1H), 6.99-7.62 (m Ex I 1
Preparation of 3- (4-{2- [4- (1l-pentyl-IHindol-3-yl) oven?brg?z(aog’
-piperidin.-1-yl]-ethyl }-phenyl)-acrylic acid The procedure described in
Example 1 was performed using 0.2 g (1 nmol) of 3-piperidin-4-yl-IHindole
and 0.2 g (1.1 mol) of 3-[4-(2-brono-ethyl) -phenyl ]-acrylic acid ethyl
ester. 0.03 g (0.08 rrm)l) of the crud®; obtai ned as in step D, were 30
then al kylated with O 0. 15 , mml? Eentyl i odide affording 0.013
g (36%yi el-dp ~&f 83- (Q@(23@h 1.99-2.04 19-2.24 (m, 2H),
Eél;‘&‘é”hfyb S L) o o0 T B 03] 50 Noverber 2003 - 49, MUR.( 10 M.
e = vember -
cDC13) d 2-83g8- 8%921t r&H)sH) %3 457, %B ¢rf - O12F) 3% @“38“*2 455('m7-58)
2.96- 3. 04 (&m 18H) , 345349(m 2H) , 401406(t 2H), 6.22-6.27 (d,
1H), 6.589-7.62 (m 10H) 5 Exanple 32 Preparation of 3-- [4- (2-{4- [1-
(2--ethoxy-ethyl) -1Hindol -3-yl]-piperidin-I-yl}--ethyl)-phenyl]-acrylic
acid The Browpdaré4described in Exanpled was perforned using 0.2 10 g (1

1) of 3 | f. 1 o
TP (! SERREELA 9 M R0 e T 5 595

of the crodeYlohPaPRE4IAB-LnYdt eBubyrieracithen al kyl at ed vvlth 0 02 niL
(0. 15 moltheoprbeednethibsetiyéd £ heta@bTOrdivig Gt Gndb1bixicelod) of

?e'g ﬁo&é Eaghg/(ijl) (Ti“-E?hdglf 2 RIRF IR Y ERT ) 2pfeRiy” 28 eyl c
acid . mmol) of 4-chloro-butyric acid ethyl ester. 0.07 g (0.22
mmol) of the crude, obtained as in step D, were then
"alkylated with 0.04 mL (0.33 mmol) of l-bromo-2-(2-methoxy-
ethoxy) -ethane affording 0.068 g (79% yield) of 4- (4-{1- [2-(2
15 -methoxy-ethoxy) -ethyl]-1H-indol-3-y1l}-piperidin-1-y1)
-butyric acid.
ESI/MS m/e = 389 [(M+1)",C22 H32 N2 04]
NMR (300 MHz, CDCl,}) d = 1.90-1.99 (m, 2H), 2.10-2.23 (m, 4H),
2.60-2.79 (m, 6H), 2.89-3.04 {m, 3H), 3.36 (s, 3H), 3.48-3.57
20 (m, 4H), 3.78-3.82 (t, 2H), 4.26-4.30 (t, 2H), 7.02 (s, 1iH),
7.08-7.10 (¢, 1H), 7.19-7.24 (t, 1H), 7.35-7.38 (d, 1iH),
7.55-7.58 (d, 1H)

Example 25
25 Preparation of 4—{4—[1—(4-f1uoro—benzyl)-lH—indoi—B-yl]
-piperidin-1l-yl}-butyric acid
The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-iH-indole and 0.17 g (1.1
mmol} of 4-chloro-butyric acid ethyl ester. 0.07 g (0.22
30 mmol) of the crude, obtained as .in step D, were then
alkylated with 0.04 mL (0.33 mmol) of 4-fluoro-benzyl
bromide affording 0.074 g (85% yield) of
4a-{4a-[1~-(4-fluoro-benzyl)-1H-indol-3-vyv1l]-piperidin
-1-yl}-butyric acid. '



ESI/MB me = 447 [(M+1)t, C28 H34 N2 03] NMR (300 MHz, CDC13) d = 1.11-1.53

(t, 3H , 2.00-2.20 (m 4H) 2.40-2.60(m 2H), 2. 80- 3. 20(
5H), 3. 38-3. 54(m 4H), 3.68-3.72(t, 2H), 4. 20- 4. 24(t, gb%"’%mﬁef@ofkl)
6.96-7.44(m9H), 7.50-7.62(d, 1H) Exanple 33 Preparatlon of 2-{4-

[ 1- hydroxy-4- (4-{I- [2- (2-methoxy 25

-ethoxy) --ethyl]-1Hindol -3-yl }-pi peX|d|n | -yl)-butyl]-

phenyl } - 2- met hyl - propl on| c acid The proéedure described in Exanple 1 was

perforrredg§ of p rdj é | -1Hindole and 0.31 g
(1.1 nmol U“%H-ﬁ%a %,f?(? Et’ 2¥pheny|] ~2-methyl 30

- pr opi oni %I@%{"‘Hﬂ' 69‘?33{) d0=0%- @Qells’ﬁmﬁh) ) t 2e COr-2de4 (obt aiined as

in step D2z weye tden (al kylpt eds Wi by 0; 02 15 I% 1“i)ro 2-
(2- met hoxy:- et_cpo}x -et h%n P@affor di ng ® 6%992(&9% ?/lnglgd QP ( 2Ry

[ 1- hydr oxy> 22 ?2 methéky 2 0-7.27 (m, SH), 7.59-7.62

- et hoxyj - e&rrhyIQ]H lH-l ndoI 3-yl }-piperi d| n-1-yl)- butyl] 20 Novenber 2003 -50
-phenyl }-2-met hyl -propionic acid. ESI/M5s mle = 537 [(M1) ,C32 H44 N2 051
NVR (300 MHz, CDC13) d = 1.58 (s, 6H) , 1.70-1.95 (m 2H), 2.20-2.61 (m
8H), 2.70-EBx8®lem262H), 290307(m 2H), 3.36 5 (s, 3H), 3.40-3.56 (m

4 3.78 o 27- 4. 7.41
(lr;? 8H), -7‘?& 1- a(ttl HZH), %H) E{ga?gl e S%g{)& Jbajfrgtl o%gf)fgn}l)“—gipen&l

2--(4-{1- hfd‘rYajlybAm[YéFl(claﬁéﬁtyl-ll—l-lndol 10
- 3- yl)lmlpﬂﬁi@hxﬁhﬁwxﬁd'dQ@bYﬁbEEhQHYEia%?ﬂgtDy¢a9rﬁ@f@gfﬁeécg%lﬁigf)2

procedure describe ormed using O
3- pi peri di%h ifypmp ‘ﬁ%xgngﬁﬁeﬁléin 2yl 11B8pdpAyplef and
2-[ 4- (4 chﬂn@rld Ieflydr oy olrot jbh):ypﬁen)éc}lc?_ aehPy| est0pi ONbE aci dy N hyl
ester. é) é¥9é§1 F d 5 obtaj ned as |5 steg D, mere t hen
al kyl at ed vmth o 2 T F 5FCBentSl 10dithERf Por dPRES0. B2y (41%
yi el d) ofaliyﬂéiﬁﬂ-hyéﬁbxy040%4-WE pENt3A - | Heindol - 88yl pentyl  iodide
15 affording 0.054 g (76% yield) of 4-[4-(1-pentyl-1H-indol
-3-yl) -piperidin-1 -yl]-butyric acid.
ESI/MS m/e = 357 [(M+1)",C22 K32 N2 02]
NMR (300 MHz, CDCl,) d = 0.87-0.92 (t, 3H), 1.27-1.36 (m, 4H),
1.77-1.92 (m, 4H), 2.04-2.17 (m, 4H), 2.55-2.66 ({(m, 4H) ,
20 2.81-2.84 (t, 2H), 2.95-3.05 (m, 1H), 3.35-3.39 (m, 2H),
4.03-4.08 (t, 2H), 6.91 (s, 1H), 7.07-7.09 (t, 1H}), 7.19-7.34
(m, 2H), 7.57-7.60 (4, 1H)

Example 27
25 Preparation of 3-{4—[2-(4—{1—[2-(2-methoxy—ethoxy)—ethyl]
-1H-indol-3-yl}-piperidin-1-yl) -ethyl] -phenyl}-propionic acid
The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.31 g (1.1
mmol) of 3-[4-(2-bromo-ethyl)-phenyl]-propionic acid ethyl
30 ester. 0.08 g (0.20 mmol) of the crude, obtained as in step

D, were then alkylated with 0.04 mL (0.33 mmol) of
1-bromo-2-(2-methoxy-ethoxy) -ethane affording 0.066 g (72%
yield) of 3-{4-[2-(4-{1-[2- (2-methoxy-ethoxy) -ethyl] - 1H

-indol-3-yl}-piperidin-1-y1)-ethyl] -phenyl}-propionic acid.



-pi peridin-1-yl]-butyl}-phenyl)-2-nethyl-propioni c aci d. ESI/IVB me = 505
[(Mr1)', C32 H44 N2 03] 20 NMR (300 MHz, CDC13) d 08208 é w
1.27-1.36 (m 4H 1.57 (s, 6H) , 2.05-2.60 (m 9H) gyemn ?52(0 7H) :
3.55-3.80 (m 2H), 4.00-4.06 (t, 2H), 2.75-2.85 (m 1H), 6.97-7.32 (m
8H), 7.59-7.61 (d, 1H) 25 Exanple 35 Preparation of 2-- [4-- (4-.{4- [ 1-
(2-ethoxy-ethyl) -1H i ndol

-3-yl]-piperidin-.1-yl}-1-hydroxy- butyf‘s phenyl ]-2-nethyl -propionic acid
The proce esorl bed -ign f d using 0.2 30 g (1 nmol)
of 3- e(rﬁlég?r@ﬁﬁl-ll-g?r?do[ﬁgaa d'%j%vﬁg O 10 o) ot 2- (4

(4- chl orommﬁaﬂ@xl‘jﬁi%ut@@ql - pfenyd 002 n?éit Hyd . 4Hpr.op| 6hi-2.dei mpeithyl

ester. 0.065a8 (30113 rmol %pr jh@zcgrsudg"ﬁ oQt_%nE n gfglpp P, - 4eJ g 4 hen
al kyl ated with ? (0 L br onoet %/ et her affor ng
0.046 g (9%% 2§ Noff‘e?rﬁe? 3403t 5415, 19- 93 f d§C ofma- 8*@’4» 143847.§1-(d

(2- et haxy-etyhyl ) -1H -indol -3-yl]

-pi peridin-1-yl}-1-hydroxy-butyl)-phenyl]-2-mnmethyl-propionic acid. ESI/M
me = 507 [(Mtl)+, C31 H42 N2041 NWR (300 MHz,CDC13) d = 1.12-1.17(t,3H ,
1.57(s, 6HExample2242(m 8H), 2. 82-3. 09(m 5H), 3. 41- 3. 61(m 6H),

7007 arcreBar oy By % Ty (R e Rk A anst e e (1 (2
(2- met hox Pieerédjy-Llevhy-propionic ac1d

-i ndol 3‘I‘Y1<13} p@be@ah%ndésm_b@ah%y&xaﬁﬁié ¢ 3¢ d Jé&ef&f&&&%ﬁﬁﬁ%r | bed

Ex |
I3np| pgmjdgn (4. ?Tgﬂ-k g‘fgg? eg’iﬁl’l%lg{fjli%“b 3(]1‘ RH- {%‘%?r%%l prgf § 2LThBor G--€t hoxy)

-aceti c aaindlet yfl BsiiEYordhBfH il 18c 1ok hofll tder«F ude, ogbtai nedas in
step D, mﬁ&%lshegf the crude, obtained as in step D, were then
~ alkylated with 0.04 mL (0.38 mmol) of 4—fluorobenzyl bromids
15 affording 0.067 g ({(71% yield) of 3-{4-[1-(4-fluorcbenzyl)-
1H-indol-3-yl] -piperidin-1-yl}-propionic acid.
ESI/MS m/e = 381 [(M+1)",C23 H25 F N2 02]
NMR (300 MHz, CDC13) d =2.06-2.14 {(m, 2H), 2.30-2.32 (m, 2H),
2.55-2.60 (t, 2H), 2.90-2.98 (t, 2H), 3.10-3.22 (m, 3H),
20 3.59-3.863 {(m, 2H}), 5.26 (s, 2H), 6.96-7.29 (m, 8H), 7.59-7.62
(dd, 1H) |

Example 29

Preparation of 3-[4-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-
25 yl]-piperidin-1-yl}-ethyl)-phenyl] -propionic acid
The procedure described in Example l-was performed'using 0.2
g (1 mmol) of 3-piperidin-4-yl-iH-indole and 0.31 g (1.1
mmol) of 3-[4-(2-bromec-ethyl)-phenyl] -propionic acid ethyl
ester. 0.08 g (0.20 mmol) of the crude, obtained as in step
30 D, were then alkylated with 0.03 mL (0.33 mmol) of

bromoethyl ethyl ether affording 0.054 g (64% vyield) of

3-[4-(2-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-yl]-piperidin

-1-yl}-ethyl) -phenyl] -propionic acid.

ESI/MS m/e = 449 [(M+1)",C28 H3s6 N2 03]




affording 0.056 g (770 yield) of [2- (4- (1- [2- (2- oxy- et )
-ethyl} -1-Hindol 20 -3-yl}-piperidin-1-yl)-ethoxy] @Q@?Y%”%%?@&Esuws
me = 405 [ (Mtl) +, C22 H32 N2 05] NWMR (300 MHz, CDC13) d = 2.05-2.40 (m 4H)
, 2.89-3.05 (m SH) , 3.36 (s, 3H) , 3.47-3.57 (m 4H) , 3.67-3.81 (m 4H
, 3.87-3.91 (t, 2H), 4.10 (s, 2H), 4.24-4.28 (t, 2H), 7.02-7.27 (m 3H),
25 7.35-7.37 (d, 1H), 7.56-7.58 (d, 1H) Exanple 37 Preparation of

(2-{4-[ 1- (=t | yyooMeenzybri IH4 ndel 13-yl [ i din-s-1-yl.}- et hoxy)-acetic
acid 30 nge r%gfedur? desc?f);;dd i% ga%rb%g F?mpgﬁ)lp’er 'c?rorlre% 1u55ﬁﬁlg %k% g (1
mol ) of -p%p"e%i n{Be y L8 A % it 0(mg §H) 1. B - Hdl )740f (£, 2H),

(2-chl oro-ettmxy)26 adet i @mci dsethyy . 26t e, 07896, 97.69-488M0]9 ?%the

crude, obt.aine [ t D, were then alkylated with 0.03 nLC 7 mmol )
of 4-fl uor%b%ﬁ?y‘labs%rgdrﬁ’dé&yo Novenber 2003 -52 affording 0.059 g (80%

yield) ®&f (2-{4- [1- (4-fluoro benzyl)-1Hi ndol

-3-yl ] -pi perd s gyl }-ethoxy)-acetic acid. ESI/Ms me = 411 [(M1)+, C24
H27 F N2 03] NWR (300 MHz, CDC13) d = 2.25-2.40 (m 4H) , 2 - 96-3.10 (m
5H) 5 3. REPHIRYIAD 219L 338743101 (£t {12 ; (2-BFthsxy 2ehhofyPdetsyl] . 2H),

6. 97-7. 28 (18- i@idol -8 A} A0 5 g :H)1 n P ti f. )
2-(4-(1-pentyl-11-jndol-3-yl -pilperig?iiﬁ 1%11;)1%55{ - t]%oxa%]{%clect ia(?ladcid The
o (o nggtyl o K
procedur e dEs FiBEC T %‘?&ﬁﬁ ofl \i&s EFerpsemddwasi Reroormeq wsingod )2 of
3]: pl( gei@hfilg’l-(él- mmelHoﬁleL?ipéhdl:@iﬂ&g;lrl(illi—izﬁﬂl@i%é‘ind 0.02 ?8(1.1|r)nmo%) h
of-(2-c - et hoxy) - ic_acid, et ter. O, g . (0. mol ) of the
cr ude, ob%’?ngdmgs}(% nsgﬁé[o) B?ﬁ%g}epgﬁgﬁf&aﬁffkgfﬁte:ﬂ:]vétﬁ't@}’éS #tgDo. 27
mol ) of peddylg i(@dil@emm@ﬁﬁopdi hyeOcPddeqy OB4%yeal dy Of step D, were
{2-14-(1-pepiy! - Ak ndeba3 wydd - Pigpeyd din- Loyl -gf haxy}-acelie, aci d.
1-bromo-2- (2-methoxy-ethoxy) -ethane affording 0.020 g (41%
I5 yield) of 3-{4-{2-(4-{1-[2-(2-methoxy-ethoxy) -ethyl] -1H-
indol-3-yl} -piperidin-1-yl)-ethyl]-phenyl}-acrylic acid.
ESI/MS m/e = 477 [(M+1)',C29 H36 N2 04]
NMR (300 MHz, CDC1,) d = 2.10-2.22 (m, 4H), 2.60-2.65 (m, 2H),
2.98-3.09 (m, 5H), 3.36 (s, 3H), 3.47-3.62 (m, 6H), 3.76-3.80
20 (v, 2H), 4.24-4.28 (t, 2H), 6.31-6.37 (d, 1H), 6.99-7.62 (m,
10H)

Example 31
Preparation of 3-(4-{2-[4- (1-pentyl-1H-indol-3-y1)
25 -piperidin-1l-yl]-ethyl}-phenyl)-acrylic acid
* The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.2 g (1.1 mmol)
of 3—[4—(2-bromo—ethyl)—pheny1]—acrylic acid ethyl ester.
0.03 g (0.08 mmol) of the crude, obtained as in step D, were
30 then alkylated with 0.02 mL (0.15 , mmel) of pentyl iodide
affording  0.013 g (36%  yield) of 3-(4-{2-[4
-(l-pentyl-1H-indol-3-yl)-piperidin-1-yl]-ethyl}-phenyl) -
acrylic acid.
ESI/MS m/e = 445 [(M+1)',C29 H38 N2 02]



ESI/M5 me = 373 [(M1)+, C22 H32 N2 03] NMWMR (300 MHz, CDC13) d = 0.87-0.91

t, 3H), 1.28-1.36 AH), 20 1.79-1-84 2 ,
S 505 b6 (m 2H), O oars o7 (m 3H), 3- s5s. 5gD(d 2%—8%0%8%@?0@50“,

2H), 4.02-4-07 (t, 2H), 4.11 (s, 2H), 4.40-4.80 (bs, 1H), 6.97-- 7.34 (m
4H), 7.56-7.58 (d, 1H) 25 Exanple 39 Preparation of
(2-(4-j1-(2-ethoxy-ethyl)-1Hi ndol - 3- yI]9 - pi peridin-1- yI} et hoxy) - acetic
acid The procedure described in Exanmpl &1 was perforned using 0.2 g (1

mol ) of p i -yl dol e_ap . 18 ( 1. 30 mmol) of
(2-chl or O?N@hog%g- glc ] chaccP hy! Oe%?"e? 3(Hd 18" mro13 -t {he
crude, obtldMed as38n2step (D, wehe theys-al (kzyl atned W) t h 0. 4052»37145( O0(m /ol )

of bromoetfiyl at hyl 4 etorg;er(lt) %{ﬁ)rdég?z 63%? 31(7%/0 yice @)7 53t KBxy} ket i c

(2-{4-11-(2- ethoxy -‘eth ind perldln ylI'y

acid. 20 Novenber 2003 -53 ESI/Ms W = 375 [(M+1)', C21 H30 N2 04] NMVR (300
M, ODC13) d = 1.13-1-18 (t, 3H), 2.20-2.40 (4H), 2.80-3.08 (m 5H), _
3.43-3.57 (m 3.72-3.76 (t, 2H), 3.87-3.91 (t, 2H), 4.08 (s, 2H), -
4.23-4. 27 54§ 327 06-7.28 (m 3H), 7.36-7.39 (d, 1H), 7.55-7.58 (d. 1H)
Exanpl e 40°ﬂ%r;ﬁ¢1artﬂidrﬂn 0b£5- (%-{h- (£2{4( Rz et houyor) heoxy)1y eimylddol

-1 Hi.ndol i d| N~ yI yI - f ur.gn- 2 car.boxylic 10 acid The
procedure daeérc?j %)D Epr@" arrpl e} %gg'lg FSERTE 2°%¢ (1 mol ) of
3- pi peri difihed pricdeiduined gles camdbe@l <19 Egaplé’ lrmals)pefformed using 0.2
5-bro I n | V. 8. g,(0,22 ) of
e obt SHAR of TePURE ¢ RE 0 S AT ane 8 a0 b B

the crude,” obtained as In
(0. 33nmol )Ofof3-iébﬂ%n€r9m€zet H}OR?E@Y%XWI‘EM@neaCaﬁ or8hHg oemam:g (36%

yi el d) of 05133(@—{13 o[szmm(;zarratfhemé et-haxy) opehhnbl 2dHihndedls 3, were
yl)- plpe”ﬁ%an al% 1n%tgy }t ura82 [%§rc9§% I%m%%Bdof bromoethyl ethyl
ether affording 0.018 g (51% yield) of 3-[4-(2-{4-[1-(2
15 -ethoxy-ethyl) -1H-indol-3-yl]-piperidin-1-yl}-ethyl) -phenyl]
~acrylic acid.
ESI/MS m/e = 447 [(M+1)*,C28 H34 N2 03]
NMR (300 MHz, CDC1l,}) d = 1.11-1.53 (t, 3H), 2.00-2.20 (m, 4H),
2.40-2.60 (m, 2H), 2.80-3.20 (m, 5H), 3.38-3.54 {(m, 4H),
20 3.68-3.72 (&, 2H), 4.20-4.24 (t, 2H), 6.26-6.31 {(d, iH),
6.96-7.44 (m, 9H), 7.50-7.62 (4, 1H)

Example 33

Preparation of 2-{4-[1-hydroxy-4-(4-{1-[2-(2-methoxy
25 -ethoxy)-ethyl]-1H-indol-3-yl}-piperidin-1-yl)-butyl]-
phenyl}-2-methyl-propionic acid
The procedure described in Example 1 was performed using 0.2
g {1 mmol) of 3-piperidin-4-yl-1H-indole and 0.31 g (1.1
mmol)  of  2-[4-(4-chloro-1-hydroxy-butyl)-phenyl]-2-methyl
30 -propionic acid methyl ester. 0.04 g (0.1 mmol) of the crude,

obtained as in step D, were then alkylated with 0.02 mL

(0.15 mmol) of i-bromo-2-{2-methoxy-ethoxy)-ethane affording

0.027g {49% yield) of 2-{4-{l-hydroxy-4-(4-{1-[2-(2-methoxy

-ethoxy) -ethyl]-1H-indol-3-yl}-piperidin-1-y1l)-butyl]



Melting point= 159C 20 ESI/MS me = 427 [(Ma-1)',C24 H30 N2 051 NWR (
MHz, CDC13) d = 2.05-2.90 (m 9H) , 3.32 (s, 3H 3.39 :
ot

3.67-3.75

5H), 7.53-
5-(4-(l-pentyl -1 Hindol-3-yl)-piperidin--l-yl- nmethyl]-furan-2-carboxylic

(m 2H), 4.00-4.25 (m 4H), 6.35-6.40 (m 1
7.56 (d, 1H) 25 Exanple 41 Preparation of

acid The procedure described in Exanpl g1l was perforned using 0.2 g
mol ) of 3-piperidin-4-yl-1Hindole and 0.19 g (1.1 30 mmol) of

5- br ono- mesdyyd Uy an-rsaafl lequgqj d8tshyl ester. 0.08 g (0.22 mmol ) of
obt |ned|n St?i%}) en alkélat dwith 0.04 nL (0.33nmmol)

t he crude
of pentyl

(I -pentyl bi;Jnltl OEJ@d) Byl ) CDcpl pedi d:l e Isg/l ¢= rekhyl | 4f. gnan-.25cafdoxyii ¢ aci d

20 NoverrberﬁéﬁOB - 54 Mel8 &Dd ?b 1% 2;6%4’ ?s%w% r@(7e2(81 gg%[(g\m}g 12£:|)24

H30 N2 03]°

B g 6t *6'64 53676@%5 | %) of 5- [4-

300

m

(1

2.50-2.50 (s 3]H—]) 2 802 96 ((m, 2H) 3336883492(m: BHPH) 4 . 37 80- 21000t(m

2H), 5.80-§;

Preparatlon of 5
-pi peridin-1-yl-

Exanple 1

3-piperidin--4-yl-1Hindol e and
5- br ono- NEXIRRAFRF LR 2- c&boxyfi

the cruge,-
(0 33mm|)
5-{4-

00 { 14[4) (2n701¥{ )23 7(8h _5Hha ¢ ?HZ 53 69. 715% FYanph £

€t hoxy- et hyl ) - 1H—| ndo

gg@é%p@éfﬁned using 0.2 g (1 nmmol) of .

p?]g}l -r;e:cbe&ﬁdm &tﬁem] Ebuﬁﬁlp I?J;jemhle)rk Hﬂ@d@b@m%ﬂmr&@dagﬁ
t t t
7k OIS S e Pk AH L0150, 888 (AS00e heb )

-2-car boxy;gl dlacmmbl)ESDf.l\/s -HigexriZAn-A( MM:)IH c2gopzs ENEdOZ!131 g (1.1

5

20

30

mmol) of 2-[4-{4-chloro-1l-hydroxy-butyl)-phenyl]-2-methyl
-propionic acid methyl ester. 0.05 g (0.1 mmol) of the crude,
obtained as in'step D, were then alkylated with 0.02 mL
(0.15 mmol) of pentyl iodide affording 0.022g {(41% yield} of
2—(4—{l—hydroxy—4-[4—(l—pentyl—lH—indol-B—yl)
-piperidin-1-yl]-butyl)}-phenyl)-2-methyl-propionic acid.
ESI/MS m/e = 505 [((M+1)",C32 H44 N2 03]

NMR (300 MHz, CDCl,} d = 0.86-0.52 (¢, 3H), 1.27-1.36 (m, 4H),
1.57 (s, 6H), 2.05-2.60 (m, 9H), 2.89-3.10 {(m, 7H), 3.55-3.80
(m, 2H), 4.00-4.06 (t, 2H}, 2.75-2.85 {(m, 1H), 6.97-7.32 (m,
8H), 7.59-7.61 (d, 1H)

Example 35

Preparation of 2-[4-(4-{4-[1-(2-ethoxy-ethyl)-1H-indol
-3-y1l] -piperidin~1-yl}-1l-hydroxy-butyl) -phenyl]-2-methyl
~-propionic acid

The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.31 g (1.1
mmol) of 2-[4-{4-chloro-1-hydroxy-butyl)-phenyl]-2-methyl
-propionic acid methyl ester. 0.05 g (0.1 mmol) of the crude,
obtained as in step D, were then alkylated with 0.02 mL
(0.15 mmol) of bromoethyl ethyl ether affording 0.046 g (21%

42

met hyl } - f ur an- 2- car boxyl ic acid The procedure described in

241§%dh\%%ﬁw2§0 - et (05 9%h ) of

of
ran



20 NWR (300 MHz, CDC13) d = 1.05-2.00 (t, 3H), 1-80-3.10 (m 9H,
3.32-3-34 (d, 2H), 3.50-3.80 (m 4H), 4.00-4.20 (m 2|—950 02 305,6089 (M
1H), 6.81-7.20 (m 5H), 7.50-7.53 (d, 1H) Exanple 43 2 Brepara tion of
5-{4--[1-(4-fluorobenzyl)-1Hindol-3-yl] 11

pi peridin-1-ylnmethyl}-furan-2-carboxylic acid. The procedure described in
Exarrple 1 was perforned using 0.2 ¢ (1 mmol ) of 3-piperidin-4-yl-1Hi ndol e
and O (1 1 mmol) of 5-brononet hyI5 furan- 2- carboxyllc acid et hyI ester

30 0. 08 g nmo of 51 obt.ai ned as i step were _then
al kyl at ed Wi 1%% 4&\’ §§ {r:mo{jtf b ilzaﬁ%b‘?’%e% 1) bt e b 3 of b ng
0.031g (32%1521@@11@1)1%1‘1 51(}41[-hyd(’dxyfbthmlbhﬁmyﬁ) Zhhetmlpl pBopMblic
- pi peri di iyl et hyI ) -furan -2-carboxylic acid. 20 Novenber 2003 -55

ESI/NS e 433 [(Mel). Cog tps FN2 03] NR (300 Mt DMSO) d = 1.65-1.72
(m 2H), EIME g8e(m SQH) leies QBlstf(@ N2H}4D. 60-2.80 (m 1H) |,

2.92-2. Qam Qj—d)o e A5CDEs ) 5.33.6572Mc, 9aft9- 10550 (. &)

6. 95-7. 27 h38&é4 (d "1 7.85-7. 8 (d Exanpl'es” 44 133
The foll O\R] ng? 5 Hritdicsi%Ped (BppPEng ?th”el ek al{m, prgbedur e

descri bed 3| r$5E>Bar7]2I e(d, usHpg t4h@lGQI‘ respondi ng) , 10 reacs apt S.(mIhe fFSI / M5

data and Yy, d he | Kized N I 5 Exarrpl eESl / M5 n{el\/bl ecul ar
For mul aYi eI (ii)%7 ﬁ}ll- [ % - (35(353'[}5}(4 fluoro-benzyl) -1Hindol

-3-yl]-piperidin- 1--y|} 1- hydroxy-butyl)-phenyl] 44 - 2-met hyl - propi oni c
acid 5AB &34nd3% BeN2 0346
Preparation of [2-(4-{1-{2-(2-methoxy-ethoxy) -ethyl] -1H
-indol-3-yl}-piperidin-1-yl)-ethoxyl ~acetic acid -
The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.18 g (1.1
15 mmol) of (2-chloro-ethoxy)-acetic acid ethyl ester. 0.06 g
(0.18 mmol) of the crude, obtained as in step D, were then
alkylated with 0.03 mL (0.27mmol) of l-bromo-2- (2-methoxy-
ethoxy) -ethane affording 0.056 g (77% yield) of
(2-(4-{1-[2-(2-methoxy-ethoxy)-ethyl]-1H-indol
20 -3-yl}-piperidin-1-yl)-ethoxy]-acetic acid.
ESI/MS m/e = 405 [(M+1)",C22 H32 N2 05]
NMR (300 MHzZ, CDCl,) d = 2.05-2.40 {m, 4H), 2.89-3.05 (m, SH),
3.36 (s, 3H), 3.47-3.57 (m, 4H), 3.67-3.81 (m, 4H), 3.87-3.91
{t, 2H), 4.10 (s, 2H), 4.24-4.28 (t, 2H), 7.02-7.27 (m, 3H),
25 7.35-7.37 (d, 1H), 7.56-7.58 (d, 1H)

Example 37
Preparation of (2-{4-[1- (4~-fluoro-benzyl) -1H-indol-3-y1]
-piperidin-l-yl}-ethoxy)-acetic acid

30 The procedure described in Example 1.was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1iH-indole and 0.18 g (1.1
mmol) of (2-chloro-ethoxy)-acetic acid ethyl ester. 0.06 g
{0.18 mmol) of the crude, obtained as in step D, were then
alkylated with 0.03 mL (0.27 mmol) of 4-fluorobenzyl bromide



2-(2-[4-(1-heptyl -1 Hindol -3-yl)-piperidin-1-yl] 45-ethoxy}- benzoi c acid
463C29 H38 N2 0352 2-(2-{4-[1-(4-tert-butyl-benzyl)- 1'6%6 ﬂg )ﬁlph3

46pi peri di n-1-yl)-et hoxy)-benzoi ¢ acid 511C33 H38 N2 4 tﬂef [ 1-

(4- et hoxy- benzyl) -1Hindol-3-yl] - 47piperidin-I-yl}-ethoxy)-benzoic acid
- 485 :748 C30 H32 N2 04 L ---

2-(.2- {4 [ 1- (4- benzyl oxy-benzyl)-1Hi n%ol yl]-

48pi peri di n-1-yl } - et hoxy) - benzoi ¢ aci & 561 7C36 H36 N2 04T 61 7 20
Novenber 10 { [4 (1 Q-

49but yl - | %—Q?%ﬁg?ﬁ% 0205% din ? yl] e tlh ben20| c aC| c1(445f&5§ol-|32 N2
0438 502- -penzyk) {1H- {@g f43rrmlhopyppmdynyl E@ﬂlyﬁ]ihm}}‘ll Fagetic acid.

-3-yl}-pi @@&(ﬂsnm yL)a@thMllPer@z@l q{ﬁC'Ed N429%§951 H34 N2 0458 512- (4-{2-
[4- (1Hindo 2\) er|d|n1 % E enyl) - rrethyl pro |on|c
aci d 3910%%&%‘)% D@zlzl (4- 73 P @1##% ﬁEPoI Bl yi3- 9% peridi fea- ]._

but yryls} - pheayk) 62- t(net hyty propspnd conci, 488G274 H32 N2 G367, 332+ [4

(1Hi ndol zﬁ)ylg 99| QGEédI SHyI m;tgl;/IJ] sob?gzoiﬁ acid 335C21 H22 N2 0258

Example 38
Preparation of {2-[4-(1-pentyl-1H-indol-3-yl)-piperidin
10 -1-yl]-ethoxy}-acetic acid
| The procedure described in Example 1 was performed using 0.2
g {1 mmol) of 3-piperidin-4-yl-iH-indole and 0.18 g (i.1
‘mmol) of - (2-chloro-ethoxy) -acetic acid ethyl ester. 0.06 g
(0.18 mmol) of the crude, obtained as in step D, were then
15 alkylated with ©.03 mL (0.27 mmel) of pentyl iodide
affording 0.047 g (74% yield) of {2-[4-(1l-pentyl-1H-indol-3
-yl) -piperidin-1-yl]-ethoxy}-acetic acid.
ESI/MS m/e = 373 [{(M+1)",C22 H32 N2 03] _
NMR (300 MHz, CDCl,}) d = 0.87-0.91 (t, 3H), 1.28-1.36 (m, 4H),
20 1.79-1.84 {(m, 2H), 2.21-2.32 (m, 4H), 2.89-2.96 (m, 2H)
3.04-3.07 {m, 3H), 3.55-3.%59 (d, 2H), 3.88-3.92 (t, 2H),
4.02-4.07 (t, 2H), 4.11 (s, 2H), 4.40-4.80 (bs, 1H)}, 6.97
7.34 {(m, 4H), 7.56-7.58 (d, 1H)

25 Example 39

Preparation of (2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]

-piperidin-1l-yl}-ethoxy) -acetic acid

The procedure described in Example 1 was performed using 0.2

g (1 mmol) of 3-piperidin-4-yl-1-H-indole and 0.18 g (1.1

30 mmol) of (2-chloro-ethoxy)-acetic ag¢id ethyl ester. 0.06 g
(0.18 mmol} of the crude, obtained as in step D, were then
alkylated with 0.03 wmL (0.27mmol) of bromoethyl ethyl ether
affording 0.049 g (76% vyield) of (2-{4-[1-(2-ethoxy
-ethyl) -1H-indol-3-yl] -piperidin-1-yl}-ethoxy) -acetic acid.



543-[4- (1Hindol - 3-yl ) -pi peridin-1-yl methyl]- benzoic acid 335C21 H22 N2
0285 554--[4-(1Hindol-3-yl)-piperidin-1-ylnethyl]- beﬂ;ﬂbgerﬂl@l 4 hn335C21 H22
N2 0274 56(3-{2-[4-(1Hindol-3-yl)-piperidin-1-yl]-ethoxy} - enyl) acetic
acid 379C23 H26 N2 0335 57(3-{3- [4- (1Hindol-3-yl) -piperidin-1-yl] -
propoxy}-phenyl)-acetic acid 393 C24 H28 N2 0329

58(4-{2-[4-(1H i ndol - 3-yl)-pi peridin-1- g/l] et hoxy} -phenyl)-acetic acid
379C23 H26 N2 0331 20 Novenber 2003 -57°7(4-{3- [4- (1Hindol -3-yl)

- pi peridi 9pr. Yo ARen t d 393C24 H28 N2 03 52
3-(1-{3- [?%HtetrazoIBO}%OX[%th &2 ﬁlg& ﬂqf %ﬂ 60pi peridin-4-yl)-1Hindol e
403223 H2 G&® et HYACH d[& 1( 23{4- 1[81 e 3—3rﬁa’tfhy3 -HUut3/140 - 148 ndol

-3-yl]-pi Qeralodlanﬂh ylh; eshyl,) :phﬁmd IsPr epi ODJHQ 613a’¢2d34%03(9 HAQ N2 02 14
;2)[ p¢[af| d|(§31 P gtthF) %%E ‘%/] 685 w@ﬁ“ I‘ngB’pfloﬁ%orﬂFc A1 d heBCIH B8 N2
0349 2-fret(myl 320)[,4-7(.46(-4-.33 (3 mewhy! 7hgtyh), sgH-(dndalk)
-3-yl]-piperidin-1-yl)-butyryl)-phenyl]-
Example 40
Preparation of 5—(4—{1—[2-(2-methoxy—ethoxy)—ethyl]
-1H-indol-3-yl}-piperidin-1l-yl-methyl) -furan-2-carboxylic
10 acid
The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0.19 g (1.1
mmol} of S5-bromo-methyl-furan-2-carboxylic acid ethyl ester.
0.08 g (0.22 mmol) of the crude, obtained as in step D, were
15 then  alkylated with  0.04 mL (0.33mmol) of
1-bromo-2- (2-methoxy-ethoxy) -ethane affording 0.034 g (36%
yield) of 5-(4-{1-[2-(2-methoxy-ethoxy)-ethyl]-1H-indol-3-
yl}-piperidin-1-yl-methyl) -furan-2-carboxylic acid.
Melting point= 159°C
20 ESI/MS m/e = 427 [(M+1)°,C24 H30 N2 05]
NMR (300 MHz, CDCl,) d = 2.05-2.90 (m, 9H), 3.32 (s, 3H),
3.39-3.48 {(m, 4H), 3.67-3.75 (m, 2H), 4.00-4.25 {(m, 4H),
6.35-6.40 (m, 1H), 6.92-7.33 {(m, 5H), 7.53-7.56 (d, 1H)

25 Example 41

Preparation of 5-[4-(l-pentyl-1H-indol-3-yl)}-piperidin-1-yl-

methyl] -furan-2-carboxylic acid

The procedure described in Example 1 was performed using 0.2

g (1 mmol} of 3—piperidin—4—yl-lH—indole and 0.19 g {1.1

30 mmol) of S-bromo-methyl-furan-2-carboxylic acid ethyl ester.
0.08 g {0.22 mmol} of the crude obtained in step D were then
alkylated with 0.04 mL (0.33mmol) of pentyl iodide affording
0.064 g (70% vyield) of 5-{4-{l-pentyl-1H-indol-3-y1)
-piperidin-l-yl-methyl] -furan-2-carboxylic acid.



63 propionic acid 503C32 H43 N2 0335 2- {4- [1- (3-nethyl- butyl)

-1Hindol -3--yl] - 64piperidin-I-ylnmethyl}-benzoic acuz*l 405 N2 0268
2-{4-[1-(2-ethoxy-ethyl)-1Hindol-3-yl]- 65piperidin-1° ?/Nﬁ%‘?rﬂ nzoi ¢
acid 407C25 H30 N2 0322 3-{4-[1-(2-ethoxy-ethyl)-1H i ndol - 3- yI]

66pi peridin-1-yl nethyl}-benzoic acid 407 C25 H30 N2 0327

4-{4-[1-(3-nmethyl -butyl)-1H i ndol - 3- yI] 67pi peridin-1-yl net hyl }-benzoic
acid 405C26 H32 N2 0238 5 20 Novenber=3003 -58 5 10 [3- (2-{4- [1-

(3-net hyl D;Pu]tl Jr? -1H—|ndol 4
68pi per i diteAE S B HExy) - HiemAd"C aceti ¢ aci d 449C28 H36 N2 0336 [3-
(2-{4- [1- Eqp/mmué@ =et3ﬂ/3) (ML) ndok- BaeyNp ©3)

69pi per i diygq YﬁéoeMFQXy)CD@)iepyl | - aC@“{-gf3 ‘Ifi‘? L}glc%‘ ]dl\go 024y%1% g‘F‘OpOXY)

(3-{4-- [1- (3-nmeth but -1 ndo 70pi érl
-phenyl ] - iclae d24%@czgl HISIN2 D3BH-2.96 (m, 2H)}, 3.36-3.49 (m,

3-(3-{4- [y 23€ et hwl i f1d -
[71p|(pe§| dl[n 5 3 tsw B Lﬁ%ml?-%eﬁgl%’é Lgrll'd 1485028 6 I%Ig 6%76}”[4

(2-{4- [1--5(%7rre5[32yﬁofbdt ) -IHindol- 3 -yl] -piperidin--1--yl } -ethoxy)
- phenyl] -acetic

Example 42 _
Preparation of 5-{4-[1- (2-ethoxy-ethyl) -1H-indol-3-y1]
10 -piperidin-l-yl-methyl}-furan-2-carboxylic acid
The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3-piperidin-4-yl-1H-indole and 0:19 g (1.1
mmol) of S5-bromo-methyl-furan-2-carboxylic acid ethyl ester.
0.08 g (0.22 mmol) of the crude, obtained as in step D, were
15 then alkylated with 0.04 mL (0.33mmol) of bromoethyl ethyl
ether affording 0.069 g (75% vield) of s-{a-[1-
ethoxy-ethyl)-1H-indol-3-yl] -piperidin-1-yl-methyl}-furan
-2-carboxylic acid.
ESI/MS m/e = 397 [{(M+1)",C23 H28 N2 04]
20 NMR (300 MHz, CDCla) d=1.05-2.00 (t, 3H), 1.80-3.10 {(m, SH} ,
3.32-3-34 (d, 2H), 3.50-3.80 (m, 4H), 4.00-4.20 (m, 2H),
6.00-6.20 (m, 1H}, 6.81-7.20 (m, SH), 7.50-7.53 (d, 1H)}

Example 43
25 Preparation of 5-{4-[1-(4-fluocrobenzyl)-1H-indol-3-y1]-
piperidin-l-ylmethyl}-furan-2-carboxylic acid.
The procedure described in Example 1 was performed using 0.2
g (1 mmol) of 3—piperidin—4—yl—lH—indQle and 0.19 g (1.1
mmol) of S5-bromomethyl-furan-2-carboxylic acid ethyl ester.
30 0.08 g (0.22.mmol) of the crude, obtained as in step D, were
then alkylated with 0.04 wmL {0.33 mmol) of 4-fluorobenzyl
bromide affording 0.031g (32% yield) of 5-{4-[1-
(4-fluorobenzyl) -1H-indol-3-yl] -piperidin-1-ylmethyl}-furan

-2-carboxylic acid.



72 acid 449C28 H36 N2 0325 [4- (2-{4- [1- (2-ethoxy-ethyl) -1Hindol-3-yl]

- 73pi peridin-1-yl}-ethoxy)-phenyl]--acetic acid 451C2

[ 4-(3-{4-[1-(3-nethyl-butyl)-1Hindol - 3-yI]- Jo Nederher 403

74pi peridin-1-yl}-propoxy)-phenyl]-acetic acid 463C29 H38 N2 0319 [ 4-
(3-{4- [1- (2-ethoxy-ethyl) -1Hindol-3-yl] -
75piperidin-l-yI}-propoxy)-phenyl]-acet%c acid 465C28 H36 N2 0446
2-{2-[4-(1-prop-2-ynyl -1 Hindol-3 yI)’ ‘peridin- 761-yl]-ethoxy}-benzoic

acid 403 032 I 4-{ (3-net hyl -butyl)
-1H—indoF%g§U%% Nﬁ erlgqhu¥ yI 2% %éy )ﬁ%ﬁénbl - propionic acid 20
Novenber 2063 39@ EH503@3@0H4@ N2 (5:552 72 (m, 2H), 1.92-1.96 (m, 2H),

1-(2-et h | 1 ted razol
78(phgnogﬁjﬁ?ﬁgéfpﬁ?dfﬁn i d &Hﬁe %73%27 284 R6 T 35 oL

4-

(3- met hyl -But e1-€3- 2jid- ¥2f=ﬁt@t5%zb<li 51§)) 6.95-7.27 (m, 8H),
79- phenoxyr].3@r-apyh} -(@, peH)di n-.4syh). stH(ndeke 473028 H36 N6 040 1-
(3-nethyl-butyl) -3- (1-{3- [4- (ZFFtetrazoI 5-yl)
80- phenoxy] - propyl } - pi peridin-4-y1)-1Hindole 473 C28 H36 N6 021 2- (2-{4-
[1-- (2- eEhexypletshgi) 133- met hoxy- | Hi ndol -3
'yl]'p'peﬁ%@'9611¥L1ﬁ§t$5%ﬂ3ﬁﬁﬁékﬂﬂ&?ég%@ﬁgﬁgz%% applying the general

' procedure described in Example 1 using the corresponding

10 reactants. The ESI/MS data and yields are summarized in table

2.

Example ESI/MS m/e Molecular Formula Yield (%)
[{M+1}7]

2-[4-(4-{4-[1- (¢-fluoro-benzyl)-1H-indol

» —3—yl]—piperidin—i—yl}—1—hYdroxy—butyl)—phenyl]
-2-methyl -propionic acid

543 C34 H39 F N2 03 46

2-{2-[4-(L-heptyl-1H-indol-3-yl)-piperidin-1-y1]
15 45 -ethoxy}-benzoic acid

463 C28 H38 N2 03 52

2-{2-{4-{1-(4-tert-butyl-benzyl) -1H-indol-3-yl] -
46 piperidin-1-yl}-ethoxy) -benzoic acid

511 C33 H38 N2 03 44

2-(2-{4-[1-(4-methoxy-benzyl) -1H-indol-3-y1] -
47 piperidin—l—yl}—ethoxy)-benzoic'acid

485 C30 H32 N2 0C4 48

2-(2-{4-[1-(4-benzyloxy-benzyl)-1H-indol-3-y1} -
48 piperidin-1-yl}-ethoxy)-benzoic acid

561 C36 H36 N2 04 61




aci d 485C27 H33 F N2 0525 2-(2-{4-[1-(2-ethoxy-ethyl)-5-fluoro-1Hindol - 3-

yl]-piperidin-i-yl}-ethoxy)-6-fluoro-benzoic 82 acid BB

2-(2-{4-[1-(2-ethoxy-ethyl)-6-fluoro-IHindol-3-

vember

2683N2 0433

yl]-piperidin-1-yl}-ethoxy)-6-fluoro-benzoic 83 acid 473C26 H30 F2 N2 0433
2-(2-{4-[5-brono-1-(2-ethoxy-ethyl)-1Hindol - 3-
yl ]-pi peridin-1-yl}-ethoxy)-6-fluoro-benzoic 84 acid 534C26 H30 Br F N2
0440 2-(2-{4-[7-Dbrono-I-(2-e.thoxy-ethy)-1H i ndol - 3-
yl ] - pi perptit=—t=ytj—ethoxy)—6—fHtuvoro-—benzoie-8b—actd—53426—H30-Br—F N2
0440 20 venber 2003 -60 5 2-{2;[4-(1-iso-
311 2ot perli i - y1 |- cEhet) K ErOSr s S0l o aogh Aira aKbEE VY F no
0451 2- (|2-{4- [1-4 (2-ethoxy-ethyl) -Hepiqidplacidlyl] -
I R R L A A TR e
met hoxy- I[Hi ndol - 3{y2] tpi pes{ o re leyldeteidhOXIPhenyl) -ethyl] -1H- indol
50 -3-yl}-piperidin-1-yl) -ethoxy] -benzoic acid
499 C31 H34 N2 04 58
2-(4-{2-[4- (1H-indol-3-y1) -piperidin-1-y1] -
51 ethyl}-phenyl) -2-methyl-propionic acid
391 C25 H30 N2 02 70
2-(4-{4-[{4-(1H-indol-3-yl) -piperidin-1-yl]-
52 butyryl}-phenyl}-2-methyl-propionic acid
433 C27 H32 N2 03 67
2-[4-(1H-indol-3-yl)-piperidin-1l-ylmethyl] -
5 53 benzoic acid
335 C21 H22 N2 02 58
3-[4-(1H-indol-3-yl) -piperidin-1l-ylmethyl] -
54 benzoic acid
335 C21 H22 N2 02 85
4-{4-(1H-indol-3-yl)-piperidin~-1-ylmethyl] -
55 benzoic acid
- 335 C21 H22 N2 02 74
. (3-{2- [4- (1H-indol-3-yl) -piperidin-1-y1] -ethoxy)
- 56 -phenyl) -~acetic acid
379 C23 H26 N2 03 35
(3-{3-[4-(1H-indol-3-yl) -piperidin-1-yl}-
57 propoxy}-phenyl) -acetic acid
393 C24 H28 N2 O3 29
(4-{2-[4-{1H-indol-3-yl} -piperidin-1-yl] ~ethoxy}
10 58 -phenyl) -acetic acid
37¢ C23 H26 N2 03 31




88benzoic acid 625C27 H32 Br2 N2 04 -25

3, 5-di brono-2-(2-{4-[1-(2-ethoxy-ethyl)-5-fluoro
3-yl]-piperidin-1-yl)-ethoxy)-benzoic 89 aci

-1 H i ndol -

0433 3, 5-dibrono- 2-

-1Hi ndo

04 36 3,5-di brono-2-(2-{4-[5-brono-I-(

& BPSBR09  Br

(2-{4- [1- (2-ethoxy-ethyl) -6-fluoro

2 N2

-3-yl]-piperidin--1-yl}-ethoxy)-benzoic 90acid 613C26 H29 Br2 F N2

- et hoxy-et hyl) -

3%

N2

20

0433
0447

1H i ndol - 3- yI] pi peri di n-1- yI} ethoxy) enzoi c 9lacid 674C26 H29 Br3
0423 3 5-UI UFUIIU 4-\2 {4-{7 Ul UTTOD= I-\L cLhUAy cLhyI)
1H i ndol -[3-yI ] - plperldlnbﬂ.SA}D%e@hbxytkbeﬁzgﬂd @Q@emddﬁﬁ4¢2§1H29 Br3 N2
0425 3, 5 di bggno- 2 (2 {4- :
93-3-yl]- plperldln- XY -
Novenber [2003 -61 Z- (2 {&93[1 (2-ethmx$—QQMymp O&-flu-ro IHﬂzndoI
yl]-pi perfi di n-1-yl)}- %}h XY,) aggeth -benzolLC 94 _aci d 469CZ7 H33 F N2
2-" (2-{4-| [5-chl org-I*- @5 @ it F 22l Pnddy ~phenoxy] -propyl } -
y1] - pi peri di néd-yl }{- et hoxy) - 5- n@h@%kiﬂemzaL91951&9&@@68§C27 H33 O N4
2- (2- {4 [1- (2-dthoXy--ethyl) -p-merhoxy-{ /indoi=3
403 C23"H26 N6 O 66
2-methyl-2-[4-(2-{4-[1- (3-methyl-butyl)-1H-indol
1 -3-yl]l -piperidin-1-yl}-ethyl) -phenyl] -propionic
acid
461 C30 H40 N2 02 i4
2-[4-(2-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-y1] -
. - piperidin-i-yl}-ethyl) -phenyl]-2-methyl-
propionic acid
463 C29 H38 N2 03 49
2-methyl-2-[4-(4-{4-[1-(3-methyl-butyl)-1H-indol
S s ~3-yl]l -piperidin-1-yl}-butyryl) -phényl] -
' propionic acid )
503 C32 H43 N2 03 35
2-{4-[1-(3-methyl-butyl)-1H-indol-3-y1]-
64 piperidin-1-ylmethyl}-benzoic acid
405 C26 H32 N2 02 &8
2-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-yl1] -
65 piperidin-l-ylmethyl}-benzoic acid
407 C25 H30 N2 O3 22
3-{4-{1- (2-ethoxy-ethyl) -1H-indol-3-y1] -
66 piperidin-1-ylmethyl}-benzoic acid
407 C25 H30 N2 03 27
4-{4-[1-(3-methyl-butyl) -1H-indol-3-y1}-
67 piperidin-1-ylmethyl}-benzoic acid

405 C26 H32 N2 02 38




-yl ]-piperidin-1-yl)-ethoxy)-4-nmethoxy-benzoic 96 aC|d 498C28 H36 N2 0463
[1- (2-ethoxy-ethyl) -6-fluoro-|Hindol -

yl]-piperidin-1.-yl)-ethoxy)-4-methoxy-benzoic 97 aC|d 4

[ 5- br onmo- | -

2- (2-(4-

2- (2-{4-

(2-ethoxy-ethyl) -1H i ndol - 3-

2-(2-{4-[7-brono-1-(2-ethoxy-ethyl)-1Hi ndol - 3-

yl]- plper|d|n 1-yl}- ethoxy) 4- nethoxy “Benzoi ¢ 99 acid 546C27 H33 Br N2 0571

2-(2-{4-[
yl]-pi per

0524 2-(2-{4-[4-(2-
101-yl]-pli peridin-1—y

November

-5-fl uor o-TH i ndol

akl |
o=—CHTOF0—1

i din-1-yl}

Lo} Ih ISXWAEAY
\L ULIIUA_y CLII_yI ] 1 OOt

- et hdxy3 - #4 et hOXymdoenz 0+ fou tholD) -acH € idC27-H33- O N2

eRPQ%%EEHQXP)l Xﬁﬁtggﬁﬁxk kﬂgﬁ&liQECEElR:PC%Q 520

14 1 nanl 2
J

2003 -62 §

k 10 4249(2 (4- [ 1- c22- emgoxye- ost hyl)

CTFroXy |vn o=+

"3'[%9fX|{ Flpg£| din- I-yI'}-erhoxy) -Den20|c aci

ethoxy-éthyl) -1H-indol-3-yl] -

69 piperidin-1-yl}-ethoxy) -phenyl] -acetic acid
451 . C27 H34 N2 04 413
{3- (3-{4- [1- (3-methyl-butyl) -1H-indol-3-y1] -
70 piperidin—l—yl}—propoxy)—phenyl]—acetic acid
463 C29 H38 N2 C3 35
[3-(3-{4-{1-(2-ethoxy-ethyl) -1H-indol-3-y1]-
71 piperidin-1-yl}-propoxy) -phenyl] -acetic aéid
465 C28 H36 N2 04 70
[4~(2-{4-[1-(3-methyl-butyl)-1H-indol-
s s 3-yl]l -piperidin-1-yl}-ethoxy) ~-phenyl] -acetic
acid
449 C28 H36 N2 03 25
[4-(2-{4~[1-(2-ethoxy-ethyl) -1H-indol-3-y1] -
73 piperidin-1-yl}-ethoxy) -phenyl] ~acetic acid
451 C27 H34 N2 04 45
[2- (3-{4-{1- (3-methyl-butyl)-1H-indol-3-yl] -
74 piperidin-1-yl}-propoxy) -phenyl] -acetic acid
463 C29 H38 N2 03 19
. [4-(3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]-
75 piperidin—l—yl}—propoxy)—phenyl]—acetic-acid
465 C28 H36 N2 04 46
2-{2-[4-(1-prop-2-ynyl-1H-indol-3-yl) -piperidin-
76 1-yl] -ethoxy}-benzoic acid
403 C25 H26 N2 03 20
0 . 2-methyl-2-{4-(4-{4-[1-(3-methyl-butyl)-1H-indol

-3-yl} -piperidin-1-yl}-butyryl)-phenyl] -

propicnic acid

ABEEIPHEI% N2 0546

yl]-piperidin-1-yl}-ethoxy)-4-nethoxy-benzoic 98 acid 546C27 H33 Br N2 0524



455C26 H31 F N2 0428 2-(2-{4-[1-(2-ethoxy-ethyl)-6-fluoro-IHindol-
1033-yl]-piperidin--1-yl}-ethoxy)-benzoic acid 455 C26 F N2 56

2- (2-{4-[5-brono-1| - (2- et hoxy- et hyl ) - 1Hi ndol - 3- 20 Wbvémb&: 285

104yl ] - pi peridin-1-yl}-ethoxy)-benzoic acid 516L C26 H31 Br N2 0425
2-(2-(4-[5-brono-1-(2-ethoxy-ethyl)-1Hindol - 3-

yl ]-pi peridin-1-yl}-ethoxy)-5-nmethyl-benzoic 105 acid 530C27 H33 Br N2 0447
2-(2-(4-[5-chloro-I|-(2-ethoxy-ethyl)-tH¥-indol -

106y|]-pianidin 1- vll pfhnyv\-hp zoic acid 471C26 H31_C1 N2 0428

2-{2-[4- ({1- propyl -1 H i ndoggﬁ yI ) p| per |C<j|2nHJ;2th]2 &t hoxy]} - benzgi c. agid
107- - 407€25H30N2-6322-72-(2 F=—(2=tso-propoxy-ethyt)=1tHt+ndol - 3-
108yl ] - - pi peri di n-1- 3/’r}2e¢¢ﬁ@$@y}) m]dlﬂablld{ﬁﬁ 2CEZH+MWZC@4@Z}21 2-{4-

1- (3-mgth I . - | '
L (S i o) phastlpronld)-pifaiser. L %h“ﬁ%%y)

-4-fluorg-|I Hindol - -3 11@'&/5] pi peri di B27- )WB]AI eJtGh@x'Zy) benzoi c3@C| d 4%5C26
H31 F N2 [0424 2-(2-( 2-eth thyl) 4 o | ndo
yl1-pi perfidin-1-yl)- ]et %é t%Y]ngi“K";)fel behzbic 3ac T PN BN

79 -phenoxy] -propyl } -piperidin-4-yl) - lH—lndole

473 C28 H36 N& O 40

- (3-methyl-butyl)-3-(1-{3-[4- (2H-tetrazol-5-y1)
80 -phenoxy] ~propyl}-piperidin-4-yl) -1H-indole

473 C28 H36 N6 O 21

2—(2—{4—[1—(2~ethoxy—ethyl)—5~methoxy—lﬁ-indol—3
~yl] -piperidin-1-yl}-ethoxy) -6-fluoro-benzoic

81 acid
485 C27 H33 F N2 O5 25
2-(2-{4-(1-(2-ethoxy-ethyl)-5-fluoro-1H-indol-3-
yl] -piperidin-1-yl}-ethoxy) -6-fluoro-benzoic
5 82 acid
473 C26 H30 F2 N2 04 33
2-(2-{4-[1-(2-ethoxy-ethyl)-6-fluocro-1H-indol-3-
yl]-piperidin-1-yl}-ethoxy)-6-fluoro-benzoic
83 acid
473 C26 H30 F2 N2 04 33
. 2-(2-{4- [5-bromo-1-(2-ethoxy-ethyl)-1H-indol-3-
yl]-piperidin-l-yl}-ethoxy)—s;fluoro—benzoic
84 acid |
534 C26 H30 Br F N2 04 40
2-(2-{4-[7-bromo-1-{2-ethoxy-ethyl) -1H-indol-3-
o yl]—piperidin—l-yl}—ethéxy)-S-fluoro—benzoic

acid

534 C26 H30 Br F N2 04 40




20 November 2003 -63 5 469C27 H33 F N2 0422

2-(2-(4-[1-(2-ethoxy-ethyl)-4-fluoro-|Hindol -
yl]-pi peridin-1-yl)-ethoxy)-4-net hoxy-benzoic 112 aci d2 ngmoﬁ N2 0520
2-(2-(4-[4-fluoro-1-(2-nethoxy-ethyl)-1Hindol -3

113-yl ] -pi peridin-1-yl}-ethoxy)-benzoic acid 441C25 H29 F N2 0425 2- (2-{4-
[4-fluoro-1- (2-nmethoxy-ethyl) -1H-indol-3

yl ]-pi peridin-1-yl}-ethoxy)-5-net hyl - b&hzoi c 114 acid 455C26 H31 F N2 0525

2- (2_ { ; [ f -6 l /’) nmat havwyv At havayl ) bl i ndal 2
|

t
e _y = | r[IuUI J
-yl ]-piperidin-1-ylj}2 e(he{oy) {9- cﬁeldsmykb&zankmﬁﬁ&iamli ) 4T CRE3EE13 F {N2
0532 5- (4 [1

acid 373022 géiﬁf%l’l%%%%ﬂ?wdf%?{/yé klllo}ﬂ#@(ﬁ)l nd{g]%éI }%ﬁ%%lgent anot ¢

117pi peridi hexanoi ¢ acid 387C23 H3akcMN2 0346 7-4- [1--

2- et hoxyl e H 1 ndo I 1 hejpt anoic, aci d {401

g:24 H36 b -~ (3 1%18%{.] : &2& @%r&i/lE]N%n-é dEI-Q ah

119pi periidin-1-yl }- prompﬂm%{mtqnlqal@t@@kg-é@&923 H&41Naoa4é6y1}-
1 2é$thoxy %LE%EEdanEtQX' lH_B&g?'s fluoro-benzoic acid

2-(2-(4-[
455 C26 H31 F N2 04 : 22
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3,5-dibromo-2- 2—{4—(1-(2—ethoxy—ethyl)— -

methoxy-1H- 1ndol 3-yl] -piperidin-1-yl}-ethoxy) -

88
benzoic acid

625 C27 H32 Br2 N2 04 - : 25

3,5-dibromo-2-(2-{4- [1- (2-ethoxy-ethyl)-5-fluoro

-1H-indol-3-yl] -piperidin-1-yl}-ethoxy) -benzoic
89
acid

613 C26 H29 Br2 N2 04 33

3,5-~dibromo-2-(2-{4-[1- (2-ethoxy-ethyl) -6-fluoro
-1H-indol-3-yl] -piperidin-1-y1}-ethoxy) -benzoic

acid

613 C26 H29 Br2 F N2 04 36

3,5-dibromo-2—(2—{4—[5-bromo~l—(2—ethoxy—ethy1}—
1H~indol-3-yl] -piperidin-1-yl}-ethoxy) -benzoic

91 .
acid

674 C26 H29 Br3 N2 04 23

3,5-dibromo-2-(2-{4-[7-bromo-1- (2-ethoxy-ethyl) -

1H-indol-3-yl} -piperidin-1-yl}-ethoxy) -benzoic
92
acid '

674 C26 H2S% Br3 N2 04 25

3,5-dibromo-2-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol
93 -3-yl]-piperidin-1-yl}-ethoxy) -benzoic acid

595 C26 H30 Br2 N2 04 25




120 yl]-piperidin-I-yl}-ethoxy)-5-nethyl
5 10 465C27 H34 N2 0455 1212-(2-{4-[6-brono-I-(2-ethox
yl]-pi peridin-1-yl}-ethoxy)-benzoic acid 516C26 H31 Br
2-(2-{4-[6-brono-1-(2-ethoxy-ethyl)-1Hindo
122yl ] - pi peridin-1-yl)-ethoxy)-5-net hyl

123( 2- { 4-

[1- (2-et

-benzoic acid 20 Novenber

- 3-
-benzoic acid 530 C27 H33 Br

hoxy-ethyl) -1Hindg]-3-yl] -

2033?-24
20 §btder Zdosndo! - 3-

N2 0429

pi peridin-1-yl}- ethylsulfanyl) acetlc 46 d 391C21 H30 N2 03 S72 124(4-{4-

[ 1- (2-etjhoxy=-ethyly)y =1HTndot=3==
pi peridin-1-yl)- buty?s&?féﬁy[) é%eﬁﬁhD%MthMMBKQB FBL4oMN2- OB8- 5681 -3 -
é?ﬁgfig?h!i-ggé?%flgg;y} éFﬁf%%d%£Z%ngaC|J¥%§§k2% T%ﬁth %ﬁﬁﬁflc
126( 4-{ 2-|[ 4- (1- cycliopr opyl pet hyl - | H i ndol -B234 ) -
ppert 6311 -elhocy)-ghenyl)- Joet o asd £53C0FE7 @ O
pi peridir-1-yl]- ethd&y)zph%ﬂyﬁéeh&mﬁoflfxz{b@ﬁﬁkﬁﬁ%&ﬁ?ﬁw&hﬁﬁ%ﬁﬁol 3-
405026 142 Nav)35 | 12606 AT TR oIS IbH ThaB B TSt o
-1-yl methyl]-furan{2-carboxylic acid aCld -
486 - C27 H33 Cl N2 04 47
2-(2-{4-(1-(2-ethoxy-ethyl) -5-methoxy-1H-indol-3
o6 -yl]-piperidin-l—yl}—ethoxy)—4—methoxy—benzoic
acid
498 C28 H3&6 N2 04 63
2-(2-{4-{1-(2-ethoxy-ethyl) -6-fluoro-1H-indol-3-
o7 yl]—piperidin—l-yl}—ethoxy)—4—methoxy—benzoic
acid
485 C27 H33 F N2 05 46
2-(2-{4- [5-bromo-1- (2-ethoxy-ethyl)-1H-indol-3-
s o8 yl]l -piperidin-1-yl}-ethoxy) -4-methoxy-benzoic
acid
546 C27 H33 Br N2 05 24
2-(2-{4- [7-bromo-1- (2-ethoxy-ethyl) -1H-indol-3-
5o yll -piperidin-1-yl}-ethoxy) -4-methoxy-benzoic
acid
* 546 €27 H33 Br N2 05 71
2-(2-{4-[5-chloro-1-{2-ethoxy-ethyl)-1H-indol-3-
100 yl]—piperidin—l—yl}—ethoxy)—4—methoxy—benzoic
acid
502 C27 H33 Cl N2 05 24
2-(2-{4-[1-(2-ethoxy-ethyl) -5-methoxy-1H-indol-3
101 -yl] -piperidin-1-yl}-ethoxy) -benzoic acid
467 C27 H34 N2 O5 33

n



413C24 H29 F N2 03 41 1303-[4-(6-fluoro-I-pentyl-IHindol-3-yl)--piperidin
-1-yl nethyl ] -benzoic acid 20 Novenber 2003 -65 423C26
2-(4-{4-[4-(1-cycl opropyl methyl-IHindol-3-yl)- %ﬁo&erﬁ@er%%g‘

pi peridin-1-yl]-butyryl}-phenyl)-2-nmethyl -

131 propionic acid 487C31 H38 N2

03 38 3-{3- [4- (1-cyclopropylnethyl-IHindol-3-yl) -
132pi peridin-1-yl]-propoxy}-benzoic acid 433C27 H32 N2 0345
2- (2-[4- (1- cycl ohexyl met hyl - | Hi ndol - 3%%1 ) -
133pi per i gi-rt—yHHethexy—benzelc—aci-d-461C29 " H36 N2 0343 Table 2 5
Exanpl e 1§34 Prepar dt2en2efs2{1{ 22 {dehddy-42ryl ) yi oxyuetdyln - rdddbi ndol|- 3-yl ]
- piperidin-1-yl}-dgthoxy e lc.acid A, Preparatiaqn of . .
2‘[2‘(4‘{1ﬂ[%‘ tetrﬂhydrvlgy$éﬁé5%y.%V§)¥lﬁxﬁéhoxy) enzoic acid ,
ethyl]-1Hindol -3-yl }-pi pess di n- 1-lyl ) wetshepy] Foemzeiac- adid nmeighyl ester To
a suspengion of U.cﬂg k/ Q"”i% of @ dirspersirom of 60% Natt— 10—t of
anhydrousf DVF under| i fizft~ &t mb5phérethexsotithy b 6 of luem gl {4lndml ) of
2-{2- [4-| (1lHgikndol -3-.yl}ly%plgéfm{hllyxl]]}_é&&gﬂo)yéﬁz&ecnz&lqi aci d
met hyl edqter, prepared—Tm Exanptet—(part—DB,—n S n—o—BM—was—added.
After 30 [minutes atl room4¥®nperatjureC2f $6IufFi d®@ 6 1.Q99 g (562 mmol|) of
2- (2- br onpet hoxy) t et ,ahydr;Q- 2H-pi ran Ln of dded. ., The
reaction |m xture was 2s'rtixér r{%d%g %FSS‘F% lléééémgpﬁ?céf%/gh\#@?'ig“ﬁf} Pd-3The
sol vent vias néroved undeYll epliped preskurlk} - ariththe el ariadiid e was
extract ed bet ween wat er agfleet hyl T 25"
2-(2-{4- [5-bromo-1- (2-ethoxy-ethyl) -1H-indol-3-
Los yl] -piperidin-1-yl}-ethoxy) -5-methyl-benzoic
acid
530 C27 H33 Br N2 04 a7
2-(2-{4-[5-chloro-1-(2-ethoxy-ethyl)-1H-indol-3-
5 106 yl] -piperidin-1-yl}-ethoxy) -benzoic acid
471 C26 H31 Cl N2 04 28
2-{2-[4- (1-propyl-1H-indol-3-yl) -piperidin-1-vy1]
107 -ethoxy}-benzoic acid
407 C25 H30 N2 03 22
2-(2-{4-[1-(2-iso-propoxy-ethyl)-1H-indol-3-
108 yl]—piperidinwl-yl}—ethoxy)—benzoic acid
451 C27 H34 N2 04 32
. 2-(2-{4-[1- (3-methoxy-propyl) -1H-indol-3-y1] -
109 piperidin-1-yl}-ethoxy) -benzoic acid
437 C26 H32 N2 04 37
2-(2-{4-[1-(2-ethoxy-ethyl) -4-fluoro-1H-indol-3-
110 yl]l -piperidin-1-yl}-ethoxy) -benzoic acid
455 C26 H31 F N2 04 24
0 - 2-(2-{4-[1-(2-ethoxy-ethyl) -4-fluoro-1H-indol-3-
yll-piperidin-1-yl}-ethoxy)-5-methyl-benzoic
acid




acetate.

sol vent was renoved under
by flash chromat ography over 25 silica affording 1.3
2003 -66 M5 =
Preparation of 2-(2-{4-[1-(2-hydroxy-ethyl)-1Hindol -

the desir

The organi c phase was separated, dried and after
reduced pressure.

ed product.

20 Novenber

The crude

filtering,

Xt ur.e
2q bl
3_

t he

BB of

507 [ (M+1)+, C30H38N205] B

yl ]-piperidin-I|-yl}-ethoxy)-benzoic ac%d To a solution of 0.7 g (1.4 muol)

of 2-[2-(4-(1- 5
[2 (tetr hyrlrn PYF-an 2 u X% ) nfhul]-ll—LlnrinI \/Il nl nnrlri Ln- I-yl\
- et hoxy] |-benzoic acid net@yl ester |@2b03@b @tN@ebhyl alcthb, 10 nL of a
sol uti on {of met hyl alconOk saturatea Wit hydrogen chtoride were—added.
The crudd mi xture Wa$~ heat &dlihr (2 79chewy - at ol - aml wavee sidivierto ek lenpved
under reduced 10 pressunepipet-eidiaddi-t19neehozQ)mh - ggtn@kerbehgglgrude
m xture |wasld@utrglised with 2N NaOH and the aqueous phase was extnacted
with chldroform Aflter rempval af the sol\v&mt9at reduced pressure 05 g of
t he desi rjed product wer e @@@ained N@zﬁ %gg E(Nﬁlbg C2=H30N2Q6] 15 ¢ '
Preparatlurr of—2=— {4- = (Z=ar ryroxy=—etrny T
-piperidrn--l-yl) ethok%)t4béﬁzﬁﬂ@DE@1ltﬂZrmeEhﬂxMﬁﬁnhMi(ﬁlH}ihﬂbk}X( 04
mrol ) of g@ersron of_,8Q9Q 1 glﬁgn 15 fn Bes0LuLigp;of 0.042 ¢
(0.01 nnnr)oF -{4[F??Lp“?%. ot .yﬂy SEpoi) Bt FE oresdiarnl 1oy
20 - et hoxy) - benzorc acid 4410.5 ofCDBFHm@sFaNde®4 After seirringjat
roomtengerature fqr ﬁg S.AaS solut on of 0.0I4 (0 TIZ ot )~ of
allyl brgmde in O. 3‘ D&ﬁ:%\g Or‘i’ard]d'e “HHERHERE Ul W lst3 fred at
room t engerat ure fcr -8 ]hpiperidhie- aeywenEtnaSYevapmeah?ﬂ Béntedyced
pressure|and’28 the crude nixture was dissglved in 1 nL of ethanol. 0.2 ni
of an adqueous 2N N ] re was heated at
60C for 3 hours. The sol v&sd was rienoved umnder npedgced [pressuse andjafter
addition fof I TC Off water, the _mxture was neutratised w tiT 2N"HCt—=and
extracted with 2—(2—{4r[4-fluoro—l—(2—methoxy-ethyl)—lH—indol—3
118 -yl]l -piperidin-1-yl}-~ethoxy) -4 -methoxy-benzoic
acid
471 C26 H31 F N2 05 32
5-{4-[1-(2-ethoxy-ethyl)}-1H-indol-3-y1]-
5 116 piperidin-1-yl}-pentancic acid
373 €22 H32 N2 03 41
6-{4~[1-(2-ethoxy-ethyl)-1H-indo}-3-y1]-
117 piperidin-1-yl}-hexanoic acid
387 C23 H34 N2 03 46
. 7-{4-[1- (2-ethoxy-ethyl) -1H-indol-3-y1] -
118 piperidin-1-yl}-heptancic acid
401 C24 H36 N2 03 41
_3—(3—{4—[1—(2—ethoxy-ethyl)—1H—indole3—yl]~
119 piperidin—l—yl}—propoxy)—propionic'acid
403 C23 H34 N2 04 46
120 2-(2-{4-[1-(2-ethoxy-ethyl}-7-methyl-1H-indol-3-

y1l]l-piperidin-1-yl}-ethoxy)-5S-methyl-benzoic

acid




30 chloroform The crude was purified by chromatography over silica gel
affording 0.015 g (33% of yield) of the desired produ

[(M1)', C27 H32 N2 04] RMN (CDC13) d = 2.01-2.05 (m 4%”"&/5@%9’1212%2’3 (m
2H), 2.83 20 Novenber 2003 -67 2.89 (m 3H) , 3 .13-3.19 (d, 2H , 3.72-3.
77 (t, 2H) , 3-91-3 .95 (t, 2H), 4.23-4.29 (t, ZFD 4. 41 4.46 (t, 2H),
5.12-5.25 (m 2H), 5-74-5.90 (m 1H), 6.97-7.45 (m 7H), 7.55-7.58 (d,
1H), 7.88-7.93 (dd, 1H) 5 Exanples 13%%*and 136 The conpounds di sclosed in
Exanpl es 135-and 136 were prepared_faollow ng the procedure described in
Exanpl e '134. The HST/ M5 adagta and yi elds; ars @gpnyglsed intaple 3. |10
Exanpl eEST VBV oiecular FornutaYietd—t(Mt+)—
1352- (2- {¥- [ 1- ( 2- priop>2t3rmiyd -obéy haromy -)L- - (B endiohiys-ethyl) - 1H~indol-3- -
yl]-piperf di rrzll-yl}-et hoyy) {9§§59i&1@91dyf1§7&2r¥ok§9 Den 0484 d362- (2 {4-
[1' (2-pr0p0xy-eth =T TFEFTT1TUUl 9 PPt T O I y.l. L||u1\y} u‘:‘nZ’“IC
acid 45127 H34 N2 0451 Tabfe 3 15 ExanﬁIHBISErPNépa&atlon of 34

4-(2-(4-[L- (2-ethoxy-egt I,ndol - )

pi peridin|-1-yl}--dt {% lfle#;t)lbd: CFE &' ‘ﬁFf?ﬁérYéteit@ﬁ’léf'll{I—*lnd‘Dl"3-
(2-ch|oro-ethoxy) benybﬂepapeﬂlﬁEmtlbyly+etﬁmwy355eme@hﬁb+m@m£mn@f 29
(13.2 nmmoj ) d224- hydr oxy- benzoi ¢ aci d netggidester in 30 nL of anhydrous
DVF was ded to a

530 : C27 H33 Br N2 04 28

(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1} -
1213 piperidin-1-yl}-ethylsulfanyl) -acetic acid

391 C21 H30 N2 03 S 72

(4-{4-[1- (2-ethoxy-ethyl)-1H-indol-3-y1] -
124 piperidin—l—yl}—butylsulfanyl)—acetic acid

419 C23 H34 N2 O3 S 68

(3-{3-[4-(1l-cyclopropylmethyl-1H-indol-3-y1) -
5 125 piperidin-1-yl] -propoxy}-phenyl) -acetic acid

447 Cz28 H34 N2 03 : 49

(4-{2-[4- (1-cyclopropylmethyl-1H-indol-3-vy1) -
126 piperidin-1-yl]-ethoxy)}-phenyl)-acetic acid

433 C27 H32 N2 03 36

(3-{2-[4-(1-cyclopropylmethyl-1H-indol-3-vy1) -
127 piperidin-1-yl] -ethoxy}-phenyl) -acetic acid

x 433 C27 H32 N2 O3 43

3-{4-(l-pentyl-1H-indol-3-yl) -piperidin-1-yl
128 methyl] -benzoic acid

405 C26 H3Z N2 G2 35

5-[4-(6-fluoro-1-pentyl-1E-indol-3-yl}-piperidin
129 ~1l-ylmethyl] -furan-2-carboxylic acid

413 C24 H29 F N2 O3 41

10 130 3-f4-(6-fluoro-l-pentyl-1H-indol-3-yl) -piperidin

-l-ylmethyl] -benzoic acid




suspensi o
under nit
tenperatu

two further

extracted

after filtering and renoving the sol vent under

pressure,
silica ge
ester. 16
3.0 g (12

and the n] xture was

acidified
filtratio
yi el d) of
(4.2 nmol

n of 0.68 g (17 mml) of 60% NaH in 30 nL of
rogen atnosphere. After 25 stirring for 40 m
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Example 134
Preparation of 2—(2—{4—[l—(2-a11yloxy—ethyl)—1H—indol—3—y1]-
piperidin-1-yl}-ethoxy)-benzoic acid

A. Preparation of 2—[2-(4-{1—[2-(tetrahydro—pyran—Z-yloxy)~
ethyl] ~1H-indol-3-yl}-piperidin-1-yl)-ethoxy] -benzoic -acid
methyl ester

To a suspension of 0.29 g (7 mmol) of a dispersion of 60% NaH
in 10 mL of anhydrous DMF under inert atmosphere, a solution
of 1.5 g (4 mmol) of 2-{2-[4- (1H-indol-3-vy1)
ethoxy}-benzoic acid methyl ester,

{part D),

-piperidin-1-yl]-
prepared in Example 1
in 5 mL of DMF was added. After 30 minutes at room
of 1.09 g (5.2 of
- {(2-bromoethoxy) tetrahydro-2H-piran in 2 mL of DMF was

temperature, a solution

mmol)

added. The reaction mixture was stirred at room temperature
for 15 hours. The solvent was removed under reduced pressure
and the crude mixture was extracted.between water and ethyl

acetate.

The organic phase was separated, dried and after

filtering, the solvent was removed under reduced pressure.
The crude mixture was purified by flash chromatography over

silica affording 1.3 g (65% of yield) of the desired product.

anhydrous DVF at 0C



g (95%yield) of 4-hydroxy-benzoic acid tert-butyl ester were obtained. A
m xture containing 0.79 g (4.1 mmol) of 4-hydroxy-benzgi 30, acj
tern-butyl ester, 1.13 g (8.14 mmol) of K2CO3 and 1.6 gq)_ﬁol’ﬁ%?%ﬁr@gl) of
1- brono-2-chloro-ethane in 10 nL of isobutyl nethyl ketone was refluxed
for 5 hours. After filtering, the solvent was renoved under reduced
pressure affording 0.98 g (94%yvyield) of 4-(2-chloro-ethoxy)-benzoic acid
tert-butyl 20 Novenber 2003 -69 ester.%-B. Preparation of 4- (2-{4- [1-
(2-ethoxy-ethyl) -1Hindol -3-yl - . piperidin--1-yl}-ethoxy)-benzoic acid
4- (2-{4-YF17 (5§7et][r{8‘>2“ﬁet%§/ﬁ”¥3éli%@$ﬁdol-3--y|] -piperidin-1-yl} 5

- et hoxy) - BenPekpaaeaitdonas fprefardd -usi-ng -hhargepeeahy1progedyne1descri bed
in Exanpl e, 1 (part .D), starking, wt .1 (0.5.mol) of

3- pi peri df| %-% g’@ﬁfﬁ%ﬁd% }}0?216“’@“’? OgﬁnﬁﬁgF) acyf

4- (2- chl offe- etthoxgd L bierewi colci @ -fler tg butyl4 estweo]l) 0. 0F g 2@ -6(amfal-) of
pot assisumrearbenate.and _0.04 9 -( :;S)"”D_J 10 ipat.agsi um. j,odi in.1.5nL
of i sobut y[l rgeth I etongyg}orrl thgrlf%i St e)éllk{\g{ljl]a%}g% st ep%g‘)%lgr (quﬁjge (}.d09 g
(44% yi el dp-6f Y14-£EhPRY( TREPASF- BC Y )neiipel i terl-iyy |oerhoxy mesdyioi
acid. 0.@3ceh60, 1iomimlf &f sbifk-ilhr bEHmEPERL - 31 ¥bdoPi Pari i dkd whitht]

et hoxy)-bsném C amﬁ%was submted&o N-i ndol ™ 15 al kgl ation using 0.028 g
(0. 68" moFY S5PIBBos RAPF AR 562 dH9=G0Ths RiBrS BEX

m. of anhydrouEcM hdhor dindg tOhed @l k0% yd ekdnhootd4unddr{ 4educed

& ey aecd sl LSl s R o o

2.27-2. 45vam wtrabieed 3wiGh( npN4maO3. 4043, e (mauekps 3pHdss. 8Gs(m

o 4 Ladeaacm 2k, bl i (Melt) o680y 85 (R b Bxamale 138

.25 Preparation of 2-(2-{4-[1-(2-ethoxy-ethyl)-1Hindol - ‘
piperidinyfgyp?depﬁgﬁ y;BeHZBig afijghe desired product were obtained.
MS = 423 [(M+1)",C25H30N204]

15 C. Preparation of 2-(2-{4-{1-(2-allyloxy-ethyl)-1H-indol-
3-yll-piperidin-1-yl}-ethoxy)-benzoic acid
To a suspension of 0.012 g (0.04 mmol) of a dispersion of 60%
NaH in 0.5 mL of DMF, a solution of 0.042 g (0.01 mmol)of
2-(2-{4-[1-(2-hydroxy-ethyl)-1H-indol-3-yl] -piperidin-1-y1}
20 -ethoxy)-benzoic acid in 0.5 mL of DMF was added. After
stirring at room temperature for 30 minutes as solution of
0.014 g (0.12 mmol) of allyl bromide in 0.3 mL of DMF was
added. The crude mixture was stirred at room temperature for
15 hours. The solvent was evaporated at reduced pressure and
25 the crude mixture was dissolved in 1 mL of ethanol. 0.2 mL of
- an aqueous 2N NaOH solution were added and the mixture was
heated at 60°C for 3 hours. The solvent was removed under
reduced pressure and after addition of 1 mL of water, the
mixture was neutralised with 2N HCl1 and extracted with
30 .chloroform. The crude was purified,by chromatography over
silica gel affording 0.015 g (33% of yield) of the desired
product.
MS = 449 [(M+1)",C27 H32 N2 04]
RMN (CDC1l,) d = 2.01-2.05 (m, 4H), 2.35-2.62 (m, 2H), 2.83-

0
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A. Preparation of methyl 2-{2- [4- (1Hindol-3-yl) -pi per|d| xx-1- yl]

- et hoxy}-benzoate 10 g (0.05 nol) of 4-(3-indolyl)-npi p d| ne

(0.075 30 nol) of 2-(2-chloro-ethoxy) -benzoic, acid H‘{/Gfm%esf#gpéboth
prepared in Exanple 1 (parts A and B), 31.1 g (0.225 not) of potassium
carbonate and 1.33 g (0.008 nol) of potassium iodide were suspended in 90
m of nethyl isobutyl ketone- This m xture was refluxed for 24 h. once the
reaction was 20 Novenber 2003 -70 corrpl%t ed, the inorgani c salts were
filtered andt I ase, gvap ed._t y remai_nin

mat eri al \%agg hﬁ |%§grved ?n§d%§h t'hang2 ﬁ gﬁa?tér o worked LQJ;& as
usual . The(toraéﬁé mixParé - ’ds (purBHB ed4b§/1Ma$$1 Cthr oeRlt ogF axEns 2 ovier, silica

gel affording 9. 53 g, @51?/%0f11¥ e'ef)9'Pf7 & hy |} H) o, 2557758, (4 L0 g Hai nt

{2-14-()- H-|ndol fji)dopl erid yl ] -'et’hoxy
124- 125C. "BB8prlep éra{ rrethyl 2- (2-{4-"[1-- (2- ethoxy ethyl) -1H

i ndol -3 yl]-piperi.din-1-yl}-ethoxy)-benzoate 10 8.0 g (0.021 nol) of

nmet hyl 2-{2- - (1Hindal -3-yl) piperidin-1-yl]-ethoxy}-benzoate were

di ssol ved%ixﬁmg?g%snﬁg’gf %Mﬁgnd, at roomtenperature, 1.12 g (0.028 nol) of
60% sodi (Imehydm'pdamzl/asd:cacbéuédiylrad:-d@ﬂhpl'@ai &3I5i xhar e3agesd igregdrdor hal f
an hour. ronoet h W se
added and t tlglg Phd &gééggﬁ %n%%ﬁcfb]f’eg ﬁ%{%p%%%v{] Xvk%s%é:s% rat ed
under redéééé sﬂésyme dgndret kemmesiidad wastabitkea up as usual . The crude
m xturg was purified by flash-chromat ography over silica gel affording
4.12 g (54%of—yield) of methyl 2- (2-{4- [1- (2-ethoxy-ethyl) - 20
1H-i ndol - Bexkinppieper i digy Ads W fe et koxy)\,rcg%%q%tre E@rnarlgpar i 919y 2t

(2-{4- [1F (2 -ethpxy- h l),.--1H{i ndol -3-yl] - .
pi peri di ntl-y1}- - el hoxy) DF)%]n))éic adid. 1 05 g (2.33 mml) o 2(’02 {4- [1-

(2- et hoxyt et hyl) -1I—§Ln§lo a311Yk i r Ic]x Laebhoxyg) - pr(g has
di ssolved|in 30 m of{et hanol ﬂ%A&go on o%l ﬁ% %/ Df
sodi um 135 yll-piperidin-1 -ethoxy ben201c ac1d
| 447 C27 H30 N2 04 44
2-(2-{4-[1- (2-propoxy-ethyl) -1H-indol-3-yl] -
136 piperidin-1-yl}-ethoxy) -benzoic acid
451 C27 H34 N2 04 51
Table 3

15
Example 137
Preparation of 4-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]
piperidin-1-yl}-ethoxy)-benzoic acid
A. Preparation of 4-(2-chloro-ethoxy) -benzoic acid tert-butyl
20~ ester
A solution of 2 g (13.2 mmol) of 4-hydroxy-benzoic acid
methyl ester in 30 wlL of anhydrous DMF was added to a
suspension of 0.68 g (17 mmol) of 60% NaH in 30 mlL of
anhydrous DMF at 0°C under nitrqgen atmosphere. After
25 stirring for 40 minutes at room temperature, 2.2 mL (17 mmol)
of benzyl bromide were added and stirred for two further
hours. The reaction mixture was poured into water ang
extracted with ethyl acetate, the organic layer was dried

over MgS0, and after filtering and removing the solvent under



hydroxide in 30 ml of water was added to the previous one and the whole
m xture was heated at 60C for 2 h. After dilution ter g 3
neutralisation with HCL 6N, the aqueous phase was ext ac? Wﬂ% 8 times
wi th chloroform The organic 30 solution was washed with brine, dried with
sodium sul phate, filtered and evaporated to dryness. The 4.06 g of crude
material was recrystallised in acetonityile affording 2.54 g (64'-0 of
yield) of 2- (2- {4- [1- (2- ethoxy eth§§ -l Hindol -3-yl] -

eridin-1-vl}-etho - ben venb 2003.-71 |t t =
a7 6. 14g AL SRR U %f%&l%ﬁ%%] Tancrecils o Pl
3H), 1.9 @EmrobErogZaphyt over) SlZl@a pe l3EE forBing( M. 12Hg |, %4}(1qalc32|—|) , 3

7 (t, 2H, 44b%1 5 m2H) 707 7 (m 8H
Exanpl e 138 fr SEaEIraR BERSots: Paifa sk, Rerehil

) - 1H i ndol - 3- yII-
pi peri di n1f- Yk} ot RoxY) Lb@ﬁz%ﬁ‘éea‘éﬁ dsabukeR W@o%%%e o &ParEd on
fol | owing otfhes mogeotqrze sde@fsipeds i an}zs@ﬁrpjlfzeO}l Bbérﬁ)@cﬁic th_s;aarnte Mmth 3.

g (7.9 mol H i ndol - i di n-

Te hoy] - S RokPosd ot i =, E) MR ONER, ¢ HoRf Bros ﬁereanl@ﬁé and
1.67 g (lih&8rﬁﬁntﬁonfm3xﬂﬁthyhbﬂtyt1doﬂid& wﬂh@'wleEN]ihdHGQUﬂEEWEB
hydrolised I g o] S d and
purified by & Fgﬁg?oa%gg §éo§§?8E81ﬁ§ gE&Q ?%?%? f%y%%é?%ggh' q%/leld)
of the desiheedolpesduaindave| 1edecdi antme:smsﬁra_mz: QOQESPﬁI’VEYrﬂe@dﬁ 435

[(N“l)u)CZ?b@%%¥w%x93beﬁw81e3%Qlkﬁt DVBO) d 0.91-0.93 (d, 6H), 1.48-1.67
(m 3H 4H) , 62266m2H) 2.88-2.99 (m 3H),

3.21-3. 25Ted, @H) refd E§12914S&1ut2|£bn ©%2-8:88 (@ 2ff.2 amgely 10f bs,
1H), 6.96-4Zpkhz yMox4Hbentodt- 7a24d (dn 2bBnzend5 37.436-4. 3A A Mamdt) , of

7.53-7.56 gd%er%H£htoxymeEhy§ %lme%ﬂ§1 amino were slowly added during

20 minutes and the mixture was refluxed for 40 minutes. After

15 cooling at room temperature the reaction mixture was poured

into a saturated agueous solution of NaHCO, and extracted with

ethyl acetate. The organic layer was dried over MgS0, and

after filtration and removal of the solvent under reduced

pressure, the crude was purified by column chromatography of

20 silica gel affording 1.2 g of 4-benzyloxy-benzoic acid tert-

butyl ester.

0.36 g of 10% palladium on activated carbon were added to a

solution of 1.2 g (4.3 mmol) of 4-benzyloxy-benzoic acid

tert-butyl ester in 45 ml of ethanol and this mixture was

25 hydrogenated at 20 psi for 3 hours. After filtering ovef

celite and removing the solvent under reduced pressure 0.79

g (95% vyield) of 4 -hydroxy-benzoic acid tert-butyl ester
were cobtained.

A mixture containing 0.79 g (4.1 mmol) of 4-hydroxy-benzoic

30 acid tert-butyl ester, 1.13 g (8.14 mmol) of K,CO, and 1.6 mL

(16.3 mmol) of 1-bromo-2-chloro-ethane in 10 mi of isobutyl

methyl ketone was refluxed for 5 hours. After filtering, the

solvent was removed under reduced pressure affording 0.98 g

{94% vyield) of 4-{(2-chloro-ethoxy)-benzcic acid tert-butyl



Exanpl e 140 Preparation of 2- (2-{4- [1- (2-nethoxy-ethyl) -1H i ndol-3-yl]
- piperidin-1-y1l}-ethoxy)-benzoic acid 30 This conpoun d
foll owi ng,the procedure described in Exanple 138 (par53§?§%ﬁé§??@§ with 3
g (7.9 mol) of nethyl 2-(2-[4-(1Hindol-3-yl)-piperidin-1-yl]-ethoxy}-
benzoate, 0.54 g (13.5 mml) of NaH in 60% of mneral oil and 1.04 nL
(11.08 nmmol ) of bronoet hyl nethyl ether. The crude 20 Novenber 2003 -72 5
10 mi xture was hydrolised fol |l owi ng t & procedure described in Exanple 138
(part O an% purified by chromatography over silica gel affording 1.3 g(390
ofyi el d) 6F“tHedesired roduct . p M Iti i t 139-140Ce ng po n

. B. Preparation of 4-{2-{4-[1-{2-ethoxy-ethyl)-1H-indol-3-y1]

-piperidin-l—yl}—ethoxy)-benzoic acid
4-(2-{4-[1-(2-ethoxy-ethyl)-1H~indol-3-yl]-piperidin-1-y1}
5 -ethoxy)-benzoic acid was prepared using the general
précedure described in Example 1 (part D}, starting with 0.1
g (0.5 mmol) of 3-piperidin-4-yl-1H-indcle, 0.26 g (0.5 mmol)
of 4-{2-chloro-ethoxy}-benzoic acid tert-butyl ester, 0.08 g
(0.6 mmol) of potassium carbonate and 0.04 g (0.2 mmol) of
10 potassium iodide in 1.5 mL of isobuiyl methyl ketone for the
first alkylation step affording 0.09 g (44% yield) of
4-{2-[4-(1B-indol-3-yl} -piperidin-1-yl] ~ethoxy}-benzoic acid.
0.05 g {0.11 mmol) of 4-{2-[¢-(1H-indol-3-yl) -piperidin
-1-yl] ethoxy}-benzoic acid was submited to N-indol
15 alkylation using 0.028 g (0.68 mmol) of 60% NaH and 0.02 mL
{(0.15 mmol) of 2-bromcethoxy-ethyl in I mL of anhydrous DMF
affording 0.06 g (100% yield) of 4- (2-{4-[1-(2-ethoxy-ethyl) -
1H-indol-3-yl] piperidin-1-yl}-ethoxy)-benzoic acid.
MS = 437 [(M+1})%,C26 H32 N2 04]
20 NMR (CDC13) d = 1.11-1.16 {t, 3H), 2.27-2.45 {(m, 4H),
2.96-3.10 (m, 4H), 3.41-3.45 (m, 2H), 3.71-3.80 (m, 6H),
4.10-4.25 (m, 2H), 4.40-4.60 (m, 2H), 6.84-7.85 (m, SH)

Example 138
25 Preparation of 2-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]
piperidin-1-yl}-ethoxy) -benzoic acid
A. Preparation of methyl 2-{2-[4- (1H-indol-3-yl) -piperidin-1-
yl]l -ethoxy}-benzoate
10 g (0.05 mol) of 4-{(3-indolyl)-piperidine, 16.1 g (0.075
30 mol} of 2-{2-chloro-ethoxy)-benzoic, acid methyl ester both
prepared in Example 1 (parts A and B), 31.1 g (0.225 mol) of
potassium carbonate and 1.33 g (0.008 mel) of potassium
icdide were suspended in 90 ml of methyl isobutyl ketone.

This mixture was refluxed for 24 h. Once the reaction was



ESI/M5 mle = 423 [(Mt1)+, C25 H30 N2 04] NWR (300 MHz, DVSO) d =
.91-1.98(m 4H),2.61-2.69 (m.2H)

191-2.99(m 3H) ., 3. 62-3. 65(t, 2H) , 4. 25- 4. 29(t, 2H) , 20 November 2003
.42-4.45(t, 2H), 5. 20- 6. 00(bs, 1H), 6. 97- 7. 14(m 4H),
.22-7.24(d,1H),7.36-7.42(m 2H), 7. 53- 7. 55(d, 1H), 7.63-7.66(d, 1H) Exanpl e
141 Preparation of 2-{2-[4-(1-allyl-lIHindol-3-yl)-piperidin- 15
1-yl]-ethoxy}-benzoic acid This conpound was prepared follow ng the

rocedure desgri.b in Exanple .138 (part B arting wt . 8 7.4 mol)
of et hy|coé“-p?f-t[e%9- i ilﬁlc?%aé‘-lﬁ © i ﬁer“iedﬁ')en-sfltla;ﬂej’-’-e%t }t-%"eoé%‘fé’dtde, 0. 38
g (9.6 muibesef MuepPRnaged dfo nidmgnaksoi | Tead r2Galni Agnimg Be Bi aholwWaof
allyl brom_de. u i dr.al.i I i _procedure
described%ﬁ?%%égyﬁéglgg a}%%??g8fggﬁég%gﬁﬁﬁie Jfk%?%%&%%%?épﬁ% over
silica ge|usugf1flogg?n§re%zmng(%%v@ﬁ phak§)yedfby h‘«yelaeﬁérsicrré@rrmtm;@phﬂve| ting
point = 1%%ek2%@1a%aE§§/1N5f%9din 05.%@“@115“1§2|_§f 'gﬁeﬁ) Q3 n%yél?’% Mz,

~N BN

0L5) 8 Tak g, g B2 AL AN 2B L S
2H) , 5. 93M&192 ngmpadkd, =7.10@-1CSe°clH), 7.03-7.31 (m 5H), 7.40-7.46_(t,
U oL e O Sty L0 A ORISR A o o
i ndol - 3- ylipdeilpérivdil npippiriddnhdxy)l}5etbbkly) -benzoateaci d 20 Novenber 2003
78 A1 apay atg on(foZy ( 2ah} or - ehnh- SRV, bazal G AclA, gthy!
ester Thi s conpound was preparedq follow ng the procedure escrlbég' in
Exanpl e 1P(-L|5’§|xtld€)n“slt‘é’rlt]i‘ﬁ§?\ﬂixt -begzearegwail figsolred in 125 ml of
2- hydr oxy Dhredhy) - Benzeddem acedpethylirest ar,i27.§ N . 058 Snol) of 60%
sodium hydride was carefully added. This mixture was stirred
for half an hour. 2.9 ml (0.023 mol} of 2-bromoethyl ethyl
15 ether were dropwise added and the stirring was continued for
4 h. The solvent was evaporated undér reduced pressure and
the residue was worked-up as usual. The crude mixture was
purified by flash-chromatography over silica gel affording
4.12 g (54% of yield) of methyl 2-(2-{4-{1-(2-ethoxy-ethyl) -
20 1H-indol-3-yl]-piperidin -1-yl}-ethoxy)-benzoate
C. Preparation of 2-(2-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-y1]-
piperidin-1-yl}-ethoxy) -benzoic acid
1.05g (2.33 mmol) of 2-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-
yl]l-piperidin -1-yl}-ethoxy)-benzoate was dissolved in 30 ml
25 of ethanol. A solution of 0.19 g (4.66 mmol) of sodium
hydroxide in 30 ml of water was added to the previous one and
the whole mixture was heated at 60°C for 2 h. After dilution
with water and neutralisation with HCl.GN, the aqueous phase
was extracted three times with chloroform. The organic
30 solution was washed with brine, dried with sodium sulphate,
filtered and evaporated to dryness. The 4.06 g of crude
material was recrystallised in acetonitrile affording 2.54 g
(64% of yield)of 2-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]-

piperidin-i-yl}-ethoxy)-benzoic acid



mol ) of |-brono-2-chloro-ethane and 7.7 g (55.5 mml) of potassium

carbonate. After the work-up and purification, 4.5 ¢ 9 i ) of the
desired product was obtained. NVR (300 MHz, , CDCl13) dﬁgﬁémgﬁ%%}@b§2 (t,

3H) , 2.31 (s, 3H , 10 3.82-3.86 (t, 2H) , 4.24-4.28 (t, 2H) , 4.32-4.39
(g, 2H 6.86-6.89 (d, 1H), 7.23-7..26 (m 1H), 7.59-7.60 (d, 1H) B.
Preparation of 5-nethoxy-3-piperidin-4-yl-lHindole This conpound was
prepared fol |l owing the procedure described in Exanple 1 (parts A and B)

starting w.th.5 g 3.9 ) O 15.5- net hoxyi ndol and 13.2 g (86.2 nmol)
of 4-pipewkégﬁggngggﬁ§dfggg5h§d§3§hgogrde. After the usual work-up 6.5 g

(83% of Yiekdyp3af [t(Me ldést2@dHPT oduc@eere obtained. ESI/MS me = 231

[ (M+1) ", ChdngH ]aC. Preparati of .2 - {4+ 1- -eth et hyl
- 5- et hoxy- gt g PPN per i it ?yl((ﬁ‘—’egﬁ()my)z-'f(‘g—@ét %ﬁ-’ble}riz%i c
acid Thi §‘:C§Hﬁ)®uﬁd2\/va{§l:pl2ébar 8d4f dHl o’Fhg Bh& precedur.e 4déscld b@d) .in

Exanpl & 188s(part 1B) ,suakti(Rg whth %.4-9 632, "eRh) of

2-{2-[4-(5-nmet hoxy-1 Hindol -3-yl)-piperidin-1-yl]-ethoxy}-5

-nmet hyl -benzoic acid ethyl ester (prepared as in Exanple 138, 25 part A),
0.17 g (4Ezanmpnk) 106 NaH in 60% of mneral oil and 0.43 nL (3.8 mmol) of

b th her, .T i xt hydrol i sed f.ollowing th
o ocadur 2 asBRFABT B B (A HAS 1 E e B o OL P RS RORY SR B0 Dar aphy
over sil bénegéHiaffordiingtBoAyD-Yep36% ohicyiel d) of the desired 30

ducfy. Mkt G 54d44: = * P 05
NVR l(ngttg)o- wmﬁéy %QD%?%JH% ga%%rzéq%g(%né lwfﬁtﬁb@%%cg\g{d]n%ri%%%%fg 2. 2]5
(m 3H), 2n56EwHEqn39H) paztg®i3. aarmngHK1tl0 Nowenberd 20081) 7413
. 20-3. 23 fre€ny12H) 2-32- [36-Au-3%ddn-2H) - ipéQigiﬁ‘l%é@&léZ@)chox?}-}-- 80

7007 15CEROREF: b 349 G (s sCENaMpta 504 of mindrdl il and
1.67 g (11.08 mmol) of 3-methylbutyl iodide. The crude
15 mixture was hydrolised following the prdcedure described in
Example 138 (part C) and purified by chromatography over
silica gel affording 2.7 g (77% of yield) of the desired
product.
Melting peoint = 150-151°C
20 ESI/MS m/e = 435 [(M+1)",C27 H34 N2 03]
NMR (300 MHz, DMSO) d = 0.91-0.93 {(d, 6H), 1.48-1.67 (m, 3H},
1.92-1.98 (m, 4H), 2.62-2.66 (m, 2H), 2.88-2.99 {(m, 3H)
.3421—3.25 (d, 2H), 4.09-4.14 (t, 2H), 4.42-4.54 (t, 2H) ,
4.%0-5.10 (bs, 1H), 6.96-7.14 (m, 4H), 7.21-7.24 (d, 2H)
25 7.36-7.39 (m, 2H), 7.53-7.56 (dd, 1H), 7.63-7.66 (d, 1H)

Example 140
Preparation of 2—(2~{4—[1—(2~methoxy~ethy1)-lH-indol-B—yl]-
 piperidin-1-yl1}-ethoxy)-benzoic acid

30 This compound was prepared following.the procedure described
in Example 138 (part B) starting with 3 g (7.9 mmol) of
methyl 2-{2-(4- (1H-indol-3~yl) -piperidin-1-y1l] -ethoxy)-
benzoate, 0.54 g (13.5 mmol) of NaH in 60% of mineral oil and
1.04 mL (11.08 mmol) of bromoethylmethyl ether. The crude



Preparation of 2--(2-{4-[7-brono-I|-(2-ethoxy-ethyl)-1H

i ndol - 3-yl)-piperidin-I-yl}-ethoxy)-5-nethyl-benzoic ration
of 7-brono-3-piperidin-4-yl-1Hindole This conpound vvag(5 S’P%?{B?%’ﬁp& | owi ng
the procedure described 10 in Exanple 1 (parts A and B) starting with 0.95
g (4.8 mmol) of 7-bronoindol and 1.89 g. (12.3 mmol) of 4-piperidone
nonohydr at e hydrochl oride. After the usual work-up'l.1 g (89% of yield) of
t he desired product were obtained. ESI7MS mie =280 [(M1|)+, C13 H15 Br N21
15 B. Preparation of 2 2-{4-[7-braono-I|-(2-ethoxy-ethyl)-]1H.

i ndol - 3- yPEX5HBEr "Gitn DY |0}11§@ﬁoxﬁllS>Wﬁ=@{3hﬂheb@rmﬁe@% Fesmiidbesorpound
was prepaeg@nrbokl ovdag phﬁtpl’mceﬁlﬂcﬂepﬁi@&@&bﬂe%yl ahE&ﬁlHEer& ﬁy( réﬁrretr B)

startlngvvl h 1-6 ( f 7-hr i ndo
- pi peri di A1y 2 h%&y?ngoﬂ%Zg &t t%/l %%th dﬁ%@ﬁe?ﬁyl 8std§rs %/'"ﬁldepar ed
as in Exappldutd8, part A), 0.17 g (4.2 rrrml) of NaH in 60% of mneral oil

and - 0.45 ot hyl et hyl ether. The crude m xture was
hydr ol Iiey({?tﬁﬁgﬁghh%: he E?ggghrg described in Exanple 138 (part C)-and

purified Eﬁldﬂﬁoﬁ*é?ogr 48Ry [d¥el ) siTITHYRIN2 B laffording 0.26 g (34% of

yi el d) of wide (ge6i med, mmw;ctd ~E§T/9M51nb@ '('m53@H[g|\@'1éf+§2g9|'§r3 ngéNz 04]
NVR (300 Mz, ODCI3) d = 1,121 18 (t, ar)
3H), 2.7323%989%¢ 5ﬁlI) b9 3- f’:?‘(3d 652H$t 3213 45 ‘h 29HE, 32?1643 80
(t, 2H), 4.38-4.4% ((tt, 211&,, 4566046 700 (t(bs30 12H), , 6698876197 (m 43H), |

pr epar Sh1 G287 72221 . D91 b1 (- elhoxg Bt &f‘#ﬂh%diﬁ 20 Rovenber

2003 -75 7369FT-~pbpddi ditH) -1 -yl }-et hoxy)--benzoic acid This conmpound was
prepared foll ow ng the procedure described in Exanple 138 . (part B)
starting with 1.4 3.1 mmol ) of
2-{ 2- [ 4- ( F*BPBHE- Fal-ll ndol - 3-yl ) - pi peridin-1-yl]-ethoxy}-ben 5 zoic acid
met hyl esbeepbprepanedrag-i{n-fxanmple1198.10a86db)-3-y1) ~-piperidin-
15, 1-yl]-ethoxy}-benzoic acid
This compound was prepared following the procedure described
in Example 138 (part B) starting with 2.8 g (7.4 mmol) of
methyl 2—{2—[4~(1H—indol—3—yl)—piperidin—l—yl]-éthoxy}—
benzoate, 0.38 g (9.6 mmol) of NaH in 60% of mineral oil and
20 0.77 mL (8.9 mmol) of allyl bromide. The crude mixture was
hydrolised following the procedure described in Example 138
{part C) and purified by chromatography over silica gel
affording 0.62 g (23% of yield) of the desired product.
Melting point = 123-125°C
25 ESI/MS m/e = 405 [{M+1)",C25 H28 N2 03]

" NMR (300 MHz, CDC1,) d = 1.96-2.32 (m, 4H), 2.34-2.41 (m, 2H),
2.83-2.91 (m, 3H}, 3.12-3.16 (d, 2H), 4.40-4.35 (t, 2H),
4.66-4.68 (m, 2H), 5.08-5.21 (m, 2H), 5.93-6.92 (m, 3H), 7.00
(8, 1H), 7.03-7.31 (m, SH), 7.40-7.46 (t, 1H), 7.57-7.60 {(d,

30 1H), 7.88-7.91 (dd, 1H)

Example 142
Preparation of 2-(2-{4-[1-(2-ethoxy-ethyl) -5-methoxy-1K-
'indolfB—yl]—piperidin—l-yl}—ethoxy)—5—methyl-benzoic acid



0.16 g (3.7 mol) of NaH in 60% of mneral oil and 0.42 nL (3.7 mmol) of
br onoet hyl et hyl ether. The crude m xture was hydrolis (g fol | ow t he
procedure described in Exanple 138 10 15 (part O andf UPY‘?T%%%@S
chromat ography over silica gel affording 0.34 g (28% of yield) of the
desired product. ESI/M5 me =516 [(Mt1l)+, C26 H31 Br N2 04] NWMR (300

MHz, CDC13) d = 1.13-1.52 (t, 3H) , 1.98-2.04(m 4H) 2.32-2.38(m2H),
.2.78-2.88(m 3H), 3. 11- 3. 14(d, 2H), -13-

3.40-3.48(m 2H),3.72-4.42(m 2H), 4. 42- 4. 45(t, 2H), . ‘
4.66-4. 70¢t, %%Pfrﬁt§r84‘é%s?1 - B BRry; ook phy S -methyl-benzoic acid
7.05-7. 13'dthy2H)ested2- 7. 34(d, 1H), 7..49-7.53(m 2H), 7.91-7.95(d, 1H) Exanpl e
145 20 Preparation of 2- (2-{4- [I|-. (2-ethoxy-ethyl) -5-fluoro-|H

ol -3y T SR s, BECREYST. SORPHo UbERD SPEOGERAT S AP EMRRA | on
of 5-fl uorigr 3Epapetediin- 4pgkt 1) ndoket This wdanposind; was7 pg epaic@d fof | owi ng
t he progedur iz o1=To Rt _I%ﬁg.fngl- 1 r a starting w .79
(5.5 nmol) 5 of 5-f | utor% ndo al%d 3(@?&9%%{@16[1%517%5 o?'%- B?Jpe %%‘o%e
monohydr at®Hydrdkhl oP¥ 882 - Af eBRorRectbanr wodk- U7 098 (§5(-67%mwil yiaf d) of
the desiregbtpradust ceeierohial ngter EGL/ wgrﬁtﬁp:agégp{lf%@'ﬂ%%t%, HLS F N2]

B. Preparatiaon.of 2-(2-{4-[21-(2-ethoxyethyl)-5-fluoro-I )

i ndol - g-ylgﬂ -(p#ﬁeﬁgdiygjr-%- I }Q]fe'gtﬁ&#-s&-rr%it ATz e &A@ 1Mm-s conpound

was prepanetk fHddowHg, t kBChybcadw e deparidwed(tj n3Exanmpl.e113& ,( pat, B)

starti i . 0-,034 f

2-{2- [E@(g-:ﬁ?ggr-%?sﬁf‘f i(1d(‘)??§3- W%"i%e%% ditfie 13- ef hogyt: 32 dhy?ibenzoi c

aci d nmet hyl- 8éstbeB 9 didepadited &s 43 TBE2dnplre 138 .20 .Nov-aniser (ZQ03H76 (part A)

., 0. 003 g (@ lor0h ANaH % af Jyinenal: oi . . ,and. L (0. 044
e G P T S e S R R

mol ) of braonoethyl et et her. cru ‘mxture Sed foll ow ng
t he proceaﬁﬁé feEPPIpEq e Prepared following the procediure described

in Example 1 (parts A and B) starting with 5 g (33.9 mmol) of

15 5-methoxyindol and 13.2 g (86.2 mmol) of 4-piperidone
_ monohydrate hydrochloride. After the usual work-up 6.5 g (83%

of yield) of the desired product were obtained.

ESI/MS m/e = 231 [(M+1}",C14 H1i8 N2 0]

C. Preparation of 2-(2-{4-[1-(2-ethoxyethyl)-5-methoxy-1H-
20 indol-3-yl] ~piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid

This compound was prepared following the procedure described

in Example 138 (part B) starting with 1.4 g (3.2 mmol) of

2-{2-[4- (5-methoxy-1H-indol-3-yl) -piperidin-1-yl] -ethoxy}-5

-methyl-benzoic acid ethyl ester (prepared as in Example 138,
25 part A), 0.17 g (4.2 mmol) of NaH in 60% of mineral oil and
0.43 mL (3.8 mmol) of bromoethylethyl ether. The crude
mixture was hydrolised following the procedure described in
“Example 138 (part C) and purified by chromatography over
silica gel affording 0.470 g (35% of yield) of the desired
30 product.

Melting point = 144-146°C

ESI/MS m/e = 481 [(M+1)",C28 H36 N2 05]

NMR (300 MHz, CDCl,) d = 1.02-1.07 (m, 3H), 1.90-2.05 (m, 4H),

2.10-2.25 (m, 3H), 2.50-2.65 (m, 2H), 2.80-3.05 (m, 3H),



Exanpl e 138 (part C) and purified by chromatography over 5 silica gel

affording 0.005 g (33% of yield) of the desired prOdUEq_l\gg&%Ng%% = 469
{(M+r1l)+, C27 H33 F N2 04) NWR (300 MHz, CDC13) d = 1-02-1. m :

1.87-2.05 (m 4H) 10 2.15-2.25(m 3H), 2.60-2.73(m 2H), 2.87-3.10(m 3H),
3.20-3.24(d, 2H), 3.35-3.38(m 2H), 3. 64-3. 67(t, 2H),
4.25-4.29(t,2H),4.35-4.42(m 2H), 6.95-7.49 (m 7H) Exanple 146 Preparation
of 2-(2-{4-[1-(2-ethoxy-ethyl)-5-fluord%lH 15

-indol - 3-yl ] -pi_peridin-|-yl}-ethoxy)-4-nmethoxy-benzoic acid A Preparation
of 2- (2-§h}2(9r'8’-'§f5h Qy)zﬂix net ?165(%#%%&"&)4’ ¢Hei d - *Refhfr &8t e#HThi% &bnpound
was prepar(@dhﬁeﬂ}l,o‘z&:ﬁ.ng—t4he5|p;(m(;](cadHDe deﬁothbeg (hh ﬁﬁ)a{rpdt;)mj-e(pﬁgt(cg) .
starting wi 7..4 Mo 2Q .2- raoxy- 5-net hyl - benzoi ¢ acid net hyl
ester, 9 \r?{lt)(’Gg'%9m%rn'll)A5 o(l!“’l-%lSdrrg-'gzj'-"ghI%gr 8-"%t %gr)le and 5.9 g (42.8 mmol)
of potassium carbonate. After the work-up and purification, 6.6 g (99% of
yi el d) of ghe desijpgd product was obtained. NMR (300 MHz, CDC13) d =
3.81-3.89 (m "8H) , 4.26-4.30 (t, 2H) 25 6.48-6.49 (d, 1H), 6.54-6.58 (dd,
1H), 7.85Preggre§ionHpt B- @Erddarldrbermef 12(2-2Lpexy[eLhyd) efiHoxy- et hyl )

- 5-fl uor 0-ikldw -i3ngal} ~riyeh-ipiipeni-¢ii - Lrrbky gt BOXME 11 TBERGXY zbgRzgi ¢ acid
Thi s conmpqQund was preparl%% fo%}lzovm ng the procedure_described in Exanple
138 (part *B) FEERACRNG W OF 4 &’“ﬁ'%O.PG?GrﬁﬁﬁP)'46V136H2-1{1§91(ﬂ4-

(5-f 1 uor oThHs- cedpbuddylvis- prppairddnfdl Yblingt tiox yrodedued hivgcHigiaeDi ¢

id h I | 138, 0. 005 .12
O R R T A N s R N A SR e
br onoet hyét hytbeeheindFhe andt ude 8% xgure 2ves hydriol | s8d 4-qb e inpriche
pr ocedur e 2@ Noveaker h%@@écnigr%é?ri\?@é’rit{hé;%% ?w?a%%—g?ait. 1%4@% -

purified by chraomatography over silica ge i ng 2 g (
of yield) of the desired product were obtained.

ESI/MS m/e =280 [(M+1)*,C13 H15 Br N2]

15 B. Preparation of 2-(2-{4-[7-bromo-1-(2-ethoxy-ethyl)-1H-
indol-3-yl] -piperidin-1-yl}-ethoxy) -5-methyl-benzoic acid
This compound was prépared following the procedure described

- in Example 138 (part B) starting with 1.6 g (3.3 mmol) of
2-{2-[4- (7-bromo-1H-indol-3-yl) -piperidin-1-yl] -ethoxy}-5-m

20 ethyl-benzoic acid methyl ester (prepared as in Example 138,
part A), 0.17 g (4.2 mmel) of NaH in 60% of mineral oil and
0.45 mL (4 mmol) of bromoethylethyl ether. The crude mixture
was hydrolised following the procedure described in Example
138 (part C) .and purified by chromatography over silica gel

25 affording 0.26 g (34% of yield) of the desired product.

ESI/MS m/e = 530 [{(M+1)',C27 H33 Br N2 04]

NMR (300 MHz, CDC1l,) d = 1.12-1.18 (t, 3H), 1.97-2.00 (m, 4H),

2.32 (s, 3H), 2.73-3.08 (m, 5H), 3.09-3.13 (d, 2H), 3.41-3.48

(g, 2H), 3.76-3.80 (t, 2H), 4.38-4.41 (t, 2H), 4.66-4.70 (t,

30 2H), 6.88-6.97 (m, 3H), 7.23-7.25 {(m, 1H), 7.50-7.52 (d, 1H) ,

7.73-7.74 (d, 1H)

Example 144
Preparation of 2-(2-{4-[7- bromo-1-(2-ethoxy-ethyl)-1H-indol



yield) of the desired product. ESI/M5s me = 485 [(M1) ,C27 H33 F N2 05] 5
NVR (300 MHz, DVMBO) d = 1.01-1.06 (t, 3H), 1.81-2.05 ( -2.70
(m 2H) , 2.81-2.92 (m 2H) , 2.95--3.08 (m 3H) 3. 29-&”@@”@"9&@ , 3.77
(s, 3H), 4.25-4.28 (t, 2H), 4.38-4.42 (t, 2H), 6.61-6.65 (dd, 1H),
6.77-6.78 (d, 1H), 7.21 (s, 1H 7.36-7.40 (dd, |H), 7.44-7,48 (dd, |IH),
7.63-7.66 (d, 1H) 10 Exanple 147 Preparation of

2-(2-{4-[1-(2-ethoxy- ethyl) 7' - et hyl -1 f

i ndol - 3-yl eridin-I- hox -benzoic acid A, Preparation o

7- et hyl - ]3p§& rP&Pﬁr&dlg‘r 141 n86 xx% ®ARPECE6NBBEHRd was prepared

fol | ow ngThhe abmpeduﬂewdespfﬁlbeﬂedl fbﬂ@mﬂhd & the Qﬁdcfec}%l@@e@)cr&b@ﬁt ijng
with 1 g thy nd 2 19 mo |per| one
nonohydr a§3 %ﬁ(ag}polcehﬁo%% dgpaﬁtft% ﬁ@‘ g%f}gl ]up 638(%1 ? { Pifel d)
of the deg&i- r{éd [grddubt-omer-é Hobndiohed -v20 -EShbeMBdmhe 1= y215euwqu) +bEeh4 H18
N2] B. sPr a ( t h;ﬂ) 7- H

- i ndol -5 -;%)IBEEp%Eg?l Hétﬁyl %féér Eérﬁlg%]é%(go?%x%%l |lse clo?’rr%ggog?t ;3‘
prepared PolFofi rig thé""ﬁ’rldcétfur@}ﬁe@é@%@doﬁ niERaapl €113800p4r- 142B)HL
starting with @ul68 G bddrodi®fletMyl 28cher. The crude mixture was

2-{2-[4- | - 1. H-i yl)-piperidin 14 -1-yl].-ethoxy}-henzoic acid
mai hyl[ (gé,g‘; Iﬁ Fer 58938“’.1??9 El?&nﬁffecﬁs\repé@ﬁ%)l%e omofefag\p(@ 368mmol )
of NaH in{ f»a%cofc) maner ghuoi fieddby. O%r?fh?tlﬁ@gﬁépmolo)ve&f b1 vt Byhet hyl
et her. . ,Th [ t byderol i s o] n ure
descri OedglfgoLég? 6 % g""?ﬁe ygé) anggbu?l f?l\g(a geSlr Pra?g tgphy over
silica geESéf’Mérm/ﬁg 05®$4[¢,M693%®?6 Hikl|RE) Nt Qf.He deS| red product ESI/I\/B

me = 451@@@%6@ N @41 B 4300, Wiz, 3BVE0) g % Jo P2 Oy (1

, 1.92-2 )
2 2.38 (m, 2H), 78 2 88 (m, 3H), 3.11-3.14 (4, 2H),
3.40-3.48 (m, 2H), 3.72-4.42 {(m, 2H), 4.42-4.45 (t, 2H},

15 4.66-4.70 (t, 2H), 5.75-5.84 (bs, 1H), 6.88-6.97 (m, 2H),
7.05-7.13 "(m, 2H), 7.32-7.34 (d, 1H), 7.49-7.53 {m, 2H),
7

.91-7.95 {(d, 1H)

Example 145

20 Preparation of 2-(2-{4-[1-(2-ethoxy-ethyl)-5-fluoro-1H-
indol-3-yl] -piperidin-1l-yl}-ethoxy)-5-methyl-benzoic acid
A. Preparation of 5—f1uoro-3;piperidin—4—yl—lH-indole
This compound was prepared following the procedure described
in Example 1 (parts A and B) starting with 0.7 g (5.5 mmol)

25 - of S5-fluoroindol and 2.1 g (13.6 mmol} of 4-piperidone
monohydrate hydrochloride. After the usual work-up 0.8 g (67%
of yield) of the desired product were obtained.

ESI/MS m/e = 219 [(M+1)%,Cl3 H15 F N2]
B. Preparation of 2-(2-{4-[1l-(2-ethoxyethyl)-5-fluoro-1H-

30 indol-3-yl]-piperidin-l-yl}-ethoxy)-5-methyl-benzoic acid
This compound was prepared following the procedure described
in Example 138 {(part B) starting with 0.014 g (0.034 mmol) of
2-{2-[4- (5-fluoro-1H~indol-3-yl) -piperidin-1-yl]-ethoxy}-5-

methyl-benzoic acid methyl ester (prepared as in Example 138




2.65 (s, 3H , 2.60-2.78 (m 2H) , 2.81-3.04 (m 3H) , 3.24-3.28 (d, 2H),

3.32-3.40 (q, 2H), 3.62-3.66 (t, 2H), 4.43-4.47 (m 4 0- 8 (bs,
1H), 6.85-6.91 (m 2H), 7.00-7.05 (m 2H), 7.22-7.24 F%Nc’ﬁﬁ‘gerﬁo?l? 7.47
(m 2H), 7.54-7.56 (d, 1H) 5 Exanple 148 Preparation of
2-{2-[4-(1-butyl-1Hindol-3-yl)-piperidin- 1-yl]-ethoxy}-benzoic acid This
conpound was prepared follow ng the procedure described 10 in Exanple 138
(part B) starting mﬁth 0.119 g-(0.31 nﬂ@l) of

2--{2-[4- (1F+|ndol -y pi peri di n-1- - et hoxy) -benzoic acid nethyl
ester, 0.0P2%§ @059 rH‘FZ?I )9 of O NeH ‘F‘Ppébwfoﬁai’h agr &0% ¢iff mHme 1046 Inl

(0. 41 rmolaydob . bubyhii ool ges ks ) CUidﬁroHEbéEHErQeﬁfﬁ?lhé{QB@i-' sgk fohlow ng

t he procedure describ d n .15 le 1 part and. . purified by
Chr ohat o6 TSRy S S Pz TSt g g o (a5 B oret cgﬂsm)bea# e

desired pEgduptie E$18’NEp<m‘te EN2En[d (I\@dnhﬁﬁ@ b@ZcN&o&&to MR

(m 2y 2, 6023 84 om0 mEy 5 O o oy 3 € 4563519 %”‘ﬁ?ep 2 o
2H), 6. 85DFO#8EH-6H), ' 7.31-7.33 (d, 1i—|) 7.39.7.42 (d, 1H), 7.59-7. 61(d 1H)
25 Exanplgskg&SPhggaLahggn[qh+gjfzciﬂJ§ijhﬁxwﬁ ggylndol 3-yl)-piperidin-

yl ] - et hox nzoi ¢ _acid Thi s _conpoun repared follow ng the procedure

descri bed H%@% B8 epadt= é)‘%%éktquij ﬁﬁ 0.1187g2( 05 3mmtsl). of 30
2-{2- (4- 2(1H~Qndal- ylyH)plmemomznﬁ3| mh] Qnﬁthqzy©7h§nﬂplqmacgginethyl

ester,;0.022 9-( mo of of m.neral _ oil 058 m_ (0.41

ol ) S geéfh P G (Bl R S 1 e € By dir ot § et A (B ?&)the
procedure4dé§eﬂlﬁéd(tn 2&*anp|é51384epamt CH) and.parirf iaed( by chr omat ogr aphy
over

Example 146
Preparation of 2-(2-{4-[1-(2-ethoxy-ethyl) -5-fluoro-1H
15 -indol-3-yl]-piperidin-1-yl}-ethoxy)-4-methoxy-benzoic acid
A. Preparation of 2-(2-chloro-ethoxy)-4-methoxy-benzoic acid
methyl ester
This compound was prepared following the procedure described
in Example 1 ({(part C) starting with 5 g (27.4 mmol) of
20 2-hydroxy-5-methyl-benzoic acid methyl ester, 9 mL (60.3
mmol) of 1-bromo-2-chloro-ethane and 5.9 g (42.8 mmol) of
potassium carbonate. After the work-up and purification, 6.6
g (99% of yield) of the desired product was obtained.
NMR (300 MHZ, CDCl,) d = 3.81-3.89 (m, 8H), 4.26-4.30 (t, 2H),
25 6.48-6.49 (d, 1H), 6.54-6.58 (dd, 1H), 7.85-7.88 (@, 1H)
B. Preparation of 2-(2-{4-{1-(2-ethoxy-ethyl)-5-fluoro-1H-
indol-3-yl] -piperidin-1-yl}-ethoxy)-4-methoxy-benzoic acid
This compound was prepared following the procedure described
in Example 138 (part B) starting with 0.024 g (0.056 mmol) of
30 2-{2-{4-(5-fluoro-1H-indol-3-y1) -piperidin-1-yl]-ethoxy}-4-
methoxy-benzeoic acid methyl ester (prepared as in Example
138, part A}, 0.005 g (0.12 mmol) of NaH in 60% of mineral
oil and 0.076 mL (0.072 mmol) of bromoethylethyl ether. The

crude mixture was hydrolised following the procedure



20 Novenber 2003 -79 silica gel affording 0.047 g (3401 of yield) of the
desired product. ESI/NM5S W 449 [ (M1)*, C28 H36 N2 O DIV,

DMSO d = 0.81-0.85 (m 3H), 120125(m 6H) , N e oot
1.68-1.94(m6H), 2.29-2.36(m 2H), 2. 73-2. 84(m 2H),

3.10-3.14(d, 2H), 4. 06-4. 10(t, 2H), 4. 15-4. 21(m 2H),

6.87-7.12(mSH), 7.19-7.25(m 1H),7.37-7.41(m2H), 7.58-7.60(d, 1H) 10 Exanple

150 Preparation of 2-{2- [4 (1- cyclopro@’yl met hyl - 6--fl uoro-| H
i ndol -3-yl)-piperidin-1-yl]-et hoxy% ben20|c acid ' A Preparation of 2-{2-
[4- (6-fl SrPﬁﬁdnddP13 §¥§mpb¢pe P8i n-(PPHA | -@ hoRPH- b&wzsitd-edei doyret hy|

ester 15 Eﬁk@n@& @%ywa5v@fe@au@dafQkhpmaﬂgoka@n€rQﬁeﬂuw in@F'Qﬂﬂ in
Exanpl e 138 (lﬁ% §A ti.ng with.1l 5.5 I - uor oi ndol ,
prepared ds (Sr} ﬁoélhl&tB) and 1.53 g (7.2 mml) of

2- (2-chl oE(S-Ie(MSoxy)E- b=er423<5| (deild " n@2 hy#33 eEtm @ffording 2.1 g (96% of

| d) -of tg 2 I 7 1 H25..F N2 03
él ePr)eps(e)lr g}tivj?{gngg? %ﬁ? p{)ﬁgg?g cyclqogj?opyl rret h I ?%? E(M % o§2§m 4‘%{ ]
i ndol - 3- yl2)-58i-ger/i0di{f- - 38y} ]2 ed hoky32 z@ﬁd .aéi- QSTﬁl @%(bﬁp@l&ﬁh RO -

prepar ed f30|6|90V(4mn9 sifie Br.ogedyr e3ﬁ§50r£ i Ded, b Examphe 138 %2 B@t
starting fluoro-1I H-|nd

- pi peri di RHISJyIE] SIeTGrT()@gglm?d%e hZbi ¢ fadi d6m%18hyqdres%ré)r 3:8% ds( 121}9 rrm)l)
of NaH 60¢ .3@-7m4ner(@d,oink)and .@499 .k ((&Q, 21am0! )7 .ef -gy elkopaopy ket hyl
brom de, The crude m xture was hydrolised fol I owi ng the procedure
described in Exanple 138 (part C and purified by 30 flash chronat ography
over sili &xagefleafifdrding 0.32 g (18% of yield) of the desired product.

e by PEBbaLATGeEST o € @;7\%}( M) (2 PoRP. s 03N f200 M, |
.:1ndol 3-y1]- plperldln yl}—ethoxy) begz01c acid

A. Preparation of 7-methyl-3-piperidin-4-yl-1H-indole
15 This compound was prepared following the procedure described
in Example 1 (parts A and B) starting with 1 g (7.6 mmol) of
7-methylindol and 2.9 g (19 mmol) of 4-piperidone monohydrate
hydrochloride. After the usual work-up 0.8 g (50% of yield)
of the desired product were obtained.

20 ESI/MS m/e = 215 [{M+1)*,Cl4 H18 N2]

~B. Preparation of 2¥(2-{4—[1—(2—ethoxy-ethy1)~7—methy1—lH
~indol—3-yl]-piperidin—l—yl}-ethoxy)-benzoic acid
This compound was prepared following the procedure described
in Example 138 (part B} starting with 0.068 g (0.172 mmol) of
25 2-{2-{4-({7-methyl-1H-indol-3-y1l)-piperidin
-1-yl]} -ethoxy}-benzoic acid methyl ester (prepared as in
Example 138, part A}, 0.010 g (0.26 mmol) of NaH in 60% of
mineral oil and 0.023 ml: (0.22 mmol) of bromocethylethyl
ether. The crude mixture was hydrolised following the
30 procedure described in Example 138 (part C) and purified by
chromatography over silica gel affording 0.074 g (93% of
yield) of the desired product.
ESI/MS m/e = 451 [(M+1)7,C27 H34 N2 04]

NMR (300 MHz, DMSO) d = 1.02-1.07 (t, 3H), 1.92-2.11 {m, 4H),



20 Novenber 2003 -80 2H), 1.21-1.27 (m 1H) , 1.95-2.10 (m 4H), 2.33-2.41

oH) 2.80-2.85 3H), 3.13-3.17 2H), 3.84-3.
2@41-?44 (t, 2H), gs.mso (H%)s, 1H), 6.80521.87H%t,' 1H) , 5‘2!\3&2&-’939?220% 4H) |

7.41-7.47 (m 2H) , 7.90-7.93 (t, 1H) 5 Exanple 151 Preparation of
2-{2-[4-(1Hindol -3-yl)-piperidin-1-yl]- ethoxy}-benzoic acid A solution of
1.33 g (33 nmml ) of sodium hydroxide |n 120 nm. 10 of water was added to a
suspension of 6.31 g (16.6 mmol) of -7

2-{2-]4- | - I e n- 1 etho benzoi c_acid_ nethyl ester
(pi epgr e((j i %Xd(% ? )Zpgptgb?b yibe’ )é‘)f/) éltéhgﬂ’:)l 3B Ihl% At x4 ﬁ?% was
heat ed at @DC%L 3. B@uﬂs‘l@nd%héH soBvent3was renovH(, under-seduced,
pressure. ﬁter%a@@glp@ Q5315 1%9 r’r1_6 35{% vgathlr hezcﬁgl e egﬂd(tyrogrw?rﬁ

neutralised with HCL 2N the 'soll or med é i'S Aft

recryst al 148at ot 2 17-Gh d€et 3Riltr 71-87-2.-67g ((43%idf §i Brdy .66 adwhigke solid
corresppnding to the desired product were obtained. Melting, point = 230C
20 ESI/ M5 rﬂe 365 (Mt1)*, C22 H24 N2 031 NWR (300 MHz, CDC13) d =1 .
91207( 3--2.72 (m -2H)

2. 86- 2. 98(Hne3:l$ra3:1bar 223, 2HK,-4. 138 k44 0m-2H301-3-v1) -piperidin-

g gi ; gg(d ZﬁH) Eg:k%%q%‘t %’}%%Ojiﬁﬂacf?&aﬁél(? iE)Z Preparation of

4- {2 [ 4- (ﬂﬂpg&@pﬁ@p@ﬂ@tW@E)p;ppanddlf@l&leng the procedure descrlbed
- pi . perg dijp; tr H_fﬂ%t h%ygpg%ezw)cseg%é é@' &ﬁﬁg% ;ggpgr%’aﬁf% A

Preparat | on - }B/ di ne- car%oxyl iC
acid ethyl? "é@t e[r4 g & ofdgdc3-pl Bl@@n@mydloyb;/memhw}wb)enzmcnmi@

prepared ngthHpXamdteed, (Pagiz Ay eI es dingsol ved a3 s of mineral
0il and 0.044 mL {0.41 mmol} of butyl iodide. The crude
mixture was hydrolised following the procedure described in
15 Example 138 (part C) and = purified by chromatography over
silica gel affording 0.054 g (42% of vield) of the desired
product. '
ESI/MS m/e = 421 [(M+1)*,C26 H32 N2 03]
NMR (300 MHz, DMSO) d = 0.86-0.91 {(t, 3H), 1.21-1.29 (m, 2H),
20 1.68-1.96 {(m, 6H), 2.32-2.43 {m, 2H), 2.80-2.84 (m, 3H),
3.12-3.16 (d, 2H), 4.08-4.12 (t, 2H), 4.22-4.26 (t, 2H),
6.85-7.25 (m, 6H), 7.31-7.33 (d, 1H), 7.39-7.42 {d, 1iH),
7.59-7.61 (4, 1H)

25 Example 149

 ® Preparation of 2-{2-[4-(l-hexyl-1H-indol-3-y1l)-piperidin-1-

vl] -ethoxy}-benzoic acid

This compound was prepared following the procedure described

in Example 138 (part B) starting with 0.119 g {0.31 mmol) of

30 2-{2-{4-(1H-indol-3-yl)-piperidin-1-yl)-ethoxy}-benzoic acid
methyl ester, 0.022 g (0.52 mmol) of NaH in 60% of mineral
0il and 0.058 mL (0.41 mmol) of hexyl ilodide. The crude
mixture was hydrolised following the procedure described in

Example 138 (part C) and purified by chromatography over



di chl oronet hane and 3.22 g of triethylam ne were added to the 20 Novenber
2003 -81 solution. Keeping the tenperature between 20 25 4 g of
ethyl chloroformate were added dropwi se. The mixture mg@g‘og‘?mﬁ’?f@g")?’

hours and 20 nL of water were added. The organic |ayer was separat ed and
the solvent was was removed 5 under reduced pressure affording.5.22 g of a
colourless oil. B. Preparation of

4- (1H i ndol - 3-yl ) - pi perl di ne-I-carboxylic acid ethyl ester In a seal ed
steel vessel, 5.1 g of 4-(1Hindol -3-yl)

--3,6-di hyfijlrld-%qg/—rlelfﬁerqilmme%m g d8ié etthyiadstlerofwerlee ddsilissol ved
in 13.5 mpfqyrmt hanol . The soI ut| on was submted to hydrogenation at 8-10
Kp/ cn? of pal | adi um on carbon 100 as catal yst.

rEggre sure, usi ngga
The mi xtu SVis redt 4t (i’b* ’25 @21‘30?53521‘1!30@?% The catal yst was renoved
and t he &MRVGBtOOdMHFzI I bmdoof& = Ao i xtalrgs ofm methanal Lwatep 58$m155p1\?15 15

added 4. 80% e solid re_collected. Melt

poi nt : f%élcg % g?vxg %ﬁ (B etdibixy - 8t hyr - 8k i r‘ﬂjolz@ yl ]-

pi peri d| né»llcb-a?r b&xyl{dc aﬁ)d efthgfds eslter (@, 721 of 2a66%SpspPERsi Ory Of

sodi um hygr ral-.Qil spe d i y and 4
g of 4- 1H—| n o ('r% Sngérl di ne car o>’<y|nl| ac?dgg ﬁtﬁg (t%b %e .

added to t%éern7xt6t§3r d,1180 g of 2-chloroethyl ethyl et her wer e added
dropwi se at roomtenperature and the mxture was stirred for 16 hours at
20- 25 V\at er was carefully 25 added and ethyl acetate was used as sol vent
extrac Expie i c |layer was separated and washed with water. The

sol vent mapamm@mﬁem—r{edu@edmr@@awﬁo@;yha{éﬂmfk S8 »rafiga colorless
i ng'e SEPAE PO M S L ST B B e
4-[ 1- ( 2- eth@xpperayEipn ndol -2 yi4- (¢Htﬁu¢tb¥mﬂ indol-3-yl) -piperidin-
1-yl] -ethoxy}-benzoic acid methyl ester
I5 This compound was prepared following the procedure described
in Example 138 {(part A) starting with 1.2 g (5.5 mmol) of 6-
fluoroindol, prepared as in Example 1 (parts A and B) and
1.53 g (7.2 mmol) of 2-{2-chloro-ethoxy)-benzoic acid methyl
ester affording 2.1 g (96% of yield) of the desired product.
20 ESI/MS m/e = 397 [(M+1)',C23 H25 F N2 03]
B. Preparation of 2—{2-[4—(l—cyclopropylmethyl—G—fluoro—lH—
indol-3-~yl) -piperidin-1l-yl] -ethoxy}-benzoic acid
This compound was prepared following the procedure described
in Example 138 (part B) starting with 2 g (5.1 mmwol) of
25 2-{2-[4-(6-fluoro-1H-indol-3-yl) -piperidin-1-y1]-ethoxy)}-be
nzoic acid methyl ester, 0.51 g (12.8 mmol) of NaH 60% in
mineral oil and 0.99 mL (10.2 mmol) of cyclopropylmethyl
bromide. The crude mixture was hydrolised following the
procedure described in Example 138 (part C) and purified by
30 flash chromatography over silica gel affording 0.32 g (18% of
yield) of the desired product.
Melting point= 97°C
ESI/MS m/e = 437([(M+1)",C26 H29 F N2 03]
NMR (300 MHz, CDCl13) d = 0.33-0.38 {(m, 2H), 0.59-0.66 (m,




4 g of 4-[1-(2-ethoxy-ethyl)-1H1indol-3-yl]-piperidine-I- -carboxylic acid

ethyl ester and 3.81 g of potassium hydroxide 20 hbven%§§9200§|6%% 85% wer e
added to 14 g of 2-propanol and the m xture was heate E € for 16

hours. The solvent was distilled off and water was added. The m xture was

extracted with toluene and the organic |ayer was separated, washed with 5

wat er and concentrated. The residue was disolved in a mxture of 10 nL of

et hyl al cohol 96% and 6 niL of 2-propand¥- and 1.4 g of fumaric acid were

added. Th% i Xture was rgfluxed for 30 mnutes.. After cooling at 0-5 C
for 30 m Altes tRE Fofded™ sbil d WeX®13ctht @ B suét Pén2f Rt fBt 8., 4.05 g
of a white.B@-=0l8i5d ey e3H@écovRrerd-AsIA $ﬁ|t;nw At he pgodugt Wwid h fymaric

d. Melt, t: (166105 C. (E.oPrepara 't |
S5 e gk AOP 28T T snagr B8 A, s s0-s. 87 (r, m),

- pi peri di 8- 26yl7)- 18t HoxypHdenZoidd -&cidd 1, 028)g 019847nmal)toflm [1-
(2-ethoxy-ethyl) -indol-3-yl] - piperidine and 0.55 g (2.4 mmol) of ethyl
4- chl or o- et hoxy- benzoate were disolved in 6 nL of 4- et hyl - 2- but anone and
0.38 g (2E¥Gmﬁ£ﬁ 58f potassi um carbonate were added. The mixture was

refl uxed b@@p&gahaahso&nd -qht qu -qagl- hB901W@L9&)2%1W@%1@Q%ﬁdhyhhe organi c
| ayer sepa%ﬁyed %ashe wth water and brine e solvent was distilled
of f. The SOPSFNEdCEREREWES i sol ved in 3 nl of ethyl al cohol 96% and 2nL

of a 2N aaueomatlsndbﬁnnhyerX|de |@bul i o0 M@dﬁu@d@pﬂro£id@rlﬁtlzdhﬂg at

cul phulf PR PR ES LBRoROT00h S RO Som BT 0 350 %, 6% VT 0P huas
col | ected?- ﬁ@sﬁéd(MchndaleB -whi- yxpexhdiﬁﬂ11yﬂ@-pﬁnhmxy ﬂ%amqﬂarlr53 30
Preparatiga.gl 136@%eﬂ:% ﬁéﬁéﬁ&@xyneEQ¥kélelﬁ' 2%%! %Dy|% of,
plperldln | -y ropionic acid. To a solutron'o t% . WS of
4-T1 - (2- eﬁﬁBﬁ?Oéth§ }s mixture was heated at 60°C for 3 hours and the
solvent was removed under reduced pressure. After addition of
15 50 mlL of water, the crude mixture was neutralised with HCl 2N
and the soiid formed was isolatéd. After recrystallisation
from acetonitrile, 2.6 g (43% of vyield) of a white solid
corresponding to the desired product were obtained.
_ Melting point = 230°C
20 ESI/MS m/e = 365 [(M+1)",C22 H24 N2 03]
NMR (300 MHz, CDCl,) d =1.91-2.07 {(m, 4H), 2.53-2.72 (m, 2H),
2.86-2.98 (m, 3H), 3.19-3.23 (d, 2H), 4.38-4.44 (m, 2H),
6.93-7.09 (m, 4H), 7.21-7.24 (4, 1H), 7.33-7.42 {m, 2H),
7.54~7.56 (d, 1H), 7.62-7.64 (d, 1H)
25 |
Example 152
Preparation of 4—{2-[4-(1‘(2—ethoxy—ethyl)—1H—indol-3—yl)
-piperidin-1l-yl] -ethoxy}-benzoic acid (alternative
preparation)
30 A. Preparation of 4-(lH-indol-3-yl)-3,6-dihydro-2H-pyridine-
l-carboxylic acid ethyl ester
5gof 3-(1,2,3,6-tetrahydro-pyridin-4-yl)-1H-indole prepared
in Example 1 (part A) were dissolved in 25 mL of
dichlcoromethane and 3.22 g of triethylamine were added to the



i ndol -3-yl) -piperidine prepared as in Exanple 152 (part D) in 6 nL of
et hyl al cohol, 0.240 g (2.4 mmol) of ethyl acrylate 20 @Eyenbsr %3 -83
were added. The m xture was refluxed for 18 hours and ? OVBPYent “was
removed under reduced pressure. The residue was extracted between water
and ethyl acetate. The crude product obtained after renoving the solvent
was dissolved wwth 3 nL 5 of ethyl alcohol and 2 nL of a 2N aqueous sodi um
hydroxi de solution were added. The m-®t-ure was stirred at room
tenperature_for 18 hours and then neutralised with HCl 6N. After

ext racti ofOMERCBN BREPAPH BRE Fembospterethetsepnen?, and. 220°Q. (374 of a

yel | ow oi i wererheD| @tlasko Ab-ded & M2 vd %dﬁe@‘lérbgw&éb# €20 RS M. OR)s NVR
(300 Mz, 0 d 7 1.01-1.06 (t, 3I—% C1.83-2.05 (m 4H) , 2.61-2.75 (m
4H), 2, 9555 15°Fm %) <3 BYES 4200, 4H) "L PH3WtEF (HRTeHRAded 21the 27 (m
2H), 6.930rgani@7layem wkl) separhted dnd( mhe2olverd3 dh Wwdd , remdRd- 61
(d, 1H: 1 i 0B, Of .. | . |
2-(2- 47 1%%2?%%5%%5@9%{%%nggf‘?ﬁgﬁ”f'—5'22 g of a colourless oil.

pi peri di nBl-- Preperhdipp- SEvet -hiliE -Gavkoi -3 -adi )d- phlpesr ichirpoiind: axdsoprleipar ed
fol | ow ng;thg praceducsecgdescribed 20 in Exanple 152 (parts D and E)

starting with 0.8 ](_; 3.1 nmol) of _
1- ( 2- et hoxPet Ryl Fe3IBHpef L @R h- 4V§FSal i ntlo} e,90.97 4 (4 Oludal )3 afl)
2- (2- chl oreethaxyydboretihpl rhanzei ¢ -agir-8oxyet By b cest @th Q. 65 t% | 4vedmol )

of potI%ssidtJJ_rSn 8?-(;% nzit;le '@n - 38 .3 | ) of potassium iodide. After
the saponicatron-25 8nd pgr F‘gl (?gt ?‘t?%?ﬁromﬁ’)“ﬁ ISCA A" (72 FREER of the
cor r espontPngydarbergkiionaeitd swaite Kphitcai’ ned. phlelstiung , paisitng= 0139 ¢l 1xC
30 (0 T R B 8 S (RN R S
2. 80- 2. 842Ft 202[p, °2. 52 190 hquyys 1Hfhe 3cdBaByd6 wds 2HEovedd24Bl 4% q,
2H), 3.72g581¥bnfltdistilled off. A mixture of methanol /water 85:15 was
15 added and 4.12 g (80% yield) of a white solid were collected.
Melting point: 114-116 °C '
C. Preparation of 4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]-
piperidine-l-carboxylic acid ethyl ester
0.75 g of a60% suspension of sodiumrhydride in mineral oil
20 were suspended in 20 mL of dry DMF and 4 g of
4- (1H-indol-3-vyl) -piperidine-1-carboxylic acid ethyl eéter
were added to the mixture. 1.91 g of 2-chloroethyl ethyl
ether were added dropwise at room temperature and the mixture
was stirred for 16 hours at 20-25 °C. Water was carefully
25 added and ethyl acetate was used as solvent extractor. The
organic layer was separated and washed with water. The
solvent was removed under reduced pressure affording 4.58 g
of a colorless oil. The product was then crystallised from
methyl-t-butyl ether/hexane giving a off white solid.
30 Melting point: 56-58 °C. _
D. Preparation of 4-{1-(2-ethoxy-ethyl) -indol-3-y1] -
piperidine
4 g of 4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl]-piperidine-1-
‘carboxylic acid ethyl ester and 3.81 g of potassium hydroxide



2H), 4.22-4.27 (t, 2H), 4.38-4.42 (t, 2H), 6.10-6.20 (bs, 1H), 6.94-7.26
(m 5H), 7.33-7.36 (d, 1H), 7.56-7.59 (d, 1H, 7. 71( NL—% 68 Meyenber
2003 -84 Exanple 155 Preparation of 2- [4- (4-{4- ?g oxy--e hyl )
-1Hindol -3-yl] - piperidin-I-yl}-butyryl)-phenyl]- 2 met hyl - propi oni c acid
Thi s conmpound was prepared follow ng the procedure described 5 in Exanple
152 (parts D and E) starting with 0.1 Cs’ (0.37 nmmol) of

1-(2-ethoxyethy|) 3--pi peridin 4-y| - 1H¥%ndol e, 0.142 g (.DO. 48 nmol ) of

2-[4-(4-chl Qrobut é@ ny ] 2- rre%h ropl nlc Cld nmet.h ester, 0.07
g (0.48 %) Yo" %o‘)f( %ﬁgﬁ 1% 2 é RO 227 gheo ™ M%:ﬁl)watﬁ

pot assi umhicadtiede 2 tESIS/-NVB 0n1°@ 505 1[6( Mel)cs . m&%m&mmmiﬁﬁﬂm&

DVBO d = 0 0 1.98-2.50

Oy s 655 a5t ¢ Mt e 3Bl rnd o R Rl Mt gt fdof e 21

6. 97-7. 02telyHpe7, c'e}gi?tma @By, M@ya’r621(ar$1 mpaﬂamﬁdy egabdedHwik04- 7. 96

2 6 3 -
(2 ot o ey el ) e ner a4y 1T 2 HEFES e 20

A Prepar &ti 6 BF ﬁ% ?*SBY;H af@hf’gr%g%o@@'@t%y@ of I-?‘l?i@?ﬂ’a@ E! nd 1.4

pi peri di ngloyl Fupaopexyg tdenzanidddde Tﬁesallbtﬁ;uea Qésoréﬁlgxéé &4 gypl )  of
4- ( 3- brom) oxy) genzonl trile in % gﬁ. i sobut rret hyI ket one was_ added
to a mx{Tl 815 0ASEE Nty O €2f8’fh39y LENACFS3 formed

pi peri di nsé-lyb‘l— i;lala ndolletpdeparr @dcad onn fE)iamaltathLZ 4(.per tg D)ﬁ a G«lﬁ‘lteg (1.6
mol ) ef EQIQQ@ 1 ( I o] iqdide in

4.5 rrLl%of ngg uty hy ke%%ﬁig%ds ega}%%c%ifoﬁﬂmn?%rurec@vagﬂ re :.gl]]xed”fcor 16

hours and2gtfler fil terl ng the inorganic salts, the solvent was renoved

under Melting point: 166-168 °C. .
E. Preparation of 4-{2—[4—(1—(2-ethoxy—ethyl)-1H—indol—3-yl)
-piperidin-1-yl]-ethoxy}-benzoic acid

15 0.5 g (1.84 mmol) of 4-[1l-(2-ethoxy-ethyl)-indol-3-yl]-

piperidine and 0.55 g (2.4 mmol) of ethyl 4-chloro-ethoxy-

benzoate were disolved in 6 mL of 4-methyl-2-butanone and

0.38 g (2.76 mmol) of potassium carbonate were added . The

. mixture was refluxed for 18 hours and after cooling} water

20 was added, the organic layer separated, washed with water and

brine. The solvent was distilled off. The obtained crude was

disolved in 3 mL of ethyl alcohol 926% and 2mL of a 2N aqueous

sodium hydroxide solution were added. After stirring at room

temperature for 18 hours the mixture was neutralised with a

25 sulphuric acid solution 10%. The formed solid (0.390 g, 65%
yield) was collected, washed with water and dried.

Melting point: 85°C

Example 153

30 Preparation of 3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]-
piperidin-1-yl}-propionic acid.
To a solution of 0.5 g (1.84 mmol) of 4-[1-(2-ethoxy-ethyl) -
indol-3-yl) -piperidine prepared as in Example 152 (part D) in
6 mL of ethyl alcohol, 0.240 g (2.4 mmol) of ethyl acrylate



30 reduced pressure. The crude m xture, was purified by flash

chromat ography over silica gel affording 0.31 g (70% vyi f

4-(3-{4-[1-(2-et hoxy-ethyl)-1H i ndol - 3-yl . ] - pi peri di n-?‘?“g?’em&r 2003

yl } - propoxy)-benzonitrile. NVR (300 MHz, CDC13) d = 1.12-1.19 (t, 3H),

1.87-2.26 (m 8H), 20 Novenber 2003 -85

2.57-2.64(t,2H)2.80-2.92(m 1H) 3. 07- 3. 13(d, 2H)

3.37-3. 48(q 2H) 3.69-3.74(t,2H) 4. 07-4. 18t , 2H) 4.21-4.27(t, 2H) 6. 93-7.35(m

5H), 7. 35-7. 65 (r%delﬁ B, Pre aration of 1- (2- ethory eth%/ (I-t%_é- [ 4-

(2I—|—tetra?’8rr"=3 ) - Eﬁeen‘B $T PR opFF} reﬁllb’éﬁq i1 18) ‘iﬂ’??né‘ré‘ﬂe

sol ution ebl@ebf8 wgs( &eﬁﬁw@nblu)nd@& rédueddf @rre[slmr@Z ahikoxyetiyle) was

-1 Hi ndol - - r OpOXy) - zonitrile i

anhydr ous %M)‘—é ]CB % gg{:hgﬁﬂ %at %ﬁda‘?‘r%fu%ﬁ c# Ltf{]elﬁ%’ é{uﬂ(éf nmol )

of sodi unPbbairede afses a’@d@dlngh@her gdé vainxt mae vﬂaSSIméartedduatthlBO@Lf or 18

hours, Snacs! etyaoaiamtl 406 LRIRSE 3 AR, adulbugf AR AOUEONS, SO o
ken

of 2N sodi um hydr oxi de was _adde m xtur d the
aqueous pRELELHEE e&’??—’ﬁcté@de%t hT}é‘F hymlla‘é‘éif%lt evasAf (i gyad f isdat imeeTby

fllash crogamperaphyelFor20 Ovasusd | dgd QﬁénOngétgaMé%/ayw@EH) ueht g desired
prOdUCt \é\)?.fg %btgic ngd Eglll\@gmgl _r4%g§% (n e a%27 I:]_l%:%eNtssool%]engwR (300
i ’z’fé‘?(‘fJ Hy 37991 1 n’i%

2 14- 2. 490n¢2H) g2.(92%3. OZ( m $EL18wldiB. k6fe, 2bblated. '

4 25 4200 A BY8577°08 (ER % G Fiahute 1)

7 62- 7. 6AFMRLIP 09 Wz 7. @“PS( DH) 1ERAnDI- @6157 25HPre1pa&:atzdrrﬁ ofm, 4H),

2-{2-[4-(3%: @iCbOI@BOpMﬁ Mekfiyl - Hdandohs3-wh) - 3wy, 3.29-3.41 (m, 4m),

pi per|d| n I- 1; et hoe%/} ben20|4c2%0|4d27 (o, 2H), 6.93-7.07 - (m, 1H),

7.11-7.15 {(m, 2H), 7.43 (d, 1H), 7.59-7.61 (d, 1H)

15 '
Example 154
Preparation of 2-(2-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-vy1] -
piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid
This compound was prepared following the procedure described

20 in Example 152 (parts D and E) starting with 0.85 g (3.1
mmol) of 1-(2-ethoxyethyl)-3-piperidin-4-yl-1H-indole, 0.97
g (4.0 mmol) of 2-(2-chloroethoxy)-5-methyl-benzoic acid
methyl ester, 0.65 g (4.7 mmol) of potassium carbonate and
0.38 g (2.3 mmol) of potassium iodide. After the saponication

25 and purification through silica gel 0.52 g (36%) of the

corresponding carboxylic adid were obtained.

Melting point = 10%-112°C

ESI/MS m/e = 451 [(M+1)",C27 H34 N2 04}

.NMR (300 MHz, CDCl,) d = 1.12-1.19 (t, 3H), 2.01-2.05 {(m, 4H),

36 2.31 (s, 3H), 2.36-2.39 (m, 2H), 2.80-2.84 (t, 2H), 2.85-2.90
(m, 1H), 3.13-3.16 {d, 2H), 3.42-3.49 (g, 2H), 3.72-3.76 (t,
2H), 4.22-4.27 (t, 2H), 4.38-4.42 (t, 2H), 6.10-6.20 (bs,
1H), 6.94-7.26 (m, SH), 7.33-7.36 (d, 1H}, 7.56-7.59 (d, 1H),
7.71 (s, 1H)



A. Preparation of 4-(1Hindol-3-yl)-piperidine-I-car boxyl i c aci d et hyl
ester 17 nL (0.18 not) of ethyl chloroformate were ad 2@83
suspension of 30 g (0.15 nol) of 4 - (3- indolyl) -plperlalne an 28 nlL
(0.18 nmol) of triethylamine in 185 nL of dichl oronethane, keeping the
tenperature between 20 and 25C. The m xture was stirred at room
tenperature for 2 hours and 150 nL of water were added. The organic |ayer
was separated 20 Novenber 2003 -86 and3the sol vent was renmoved under
reduced pr, essure affor ding 36 g (88% of yield)of the desired product. B.
Preparat i SHBP ]f cycl opropyl met hyl -1 Hi ndol - 3-yl ) -

pi pf;l d:c n@r’bp@&rahﬂbyﬂ oL zacnéd (@t-Hwl- [&strger e5h$§yaeﬁh§m3n§1{0:ﬂn@$1||_03-7)61}3]3-—5( rld? f
mmol ) o .suspensi-on ium i de m ner,al .oi in o]
anhydr ous%ﬁ%f?rld;rgo 10} on ony 3’(13 r‘gﬁid' -gethyl-propionic acid

4- (1H i nd@hizs FIOIHHQUQ@' Mdlsnérbpeaeﬂoﬁgl lowasgdtles hgiocescﬂ@re i des&r tthe df
anhydr oys ;PMepag, Bdd 3 t e atur
solution of 1.71 ?éjfgzmﬁr%)ta%rts %2%112 o%?o%ttlarrtqhq{g J‘%}%ﬁr@ L FO of DMWF
was added MMHe Ofuds ZW?RFG?CéeﬁhElbtﬁrIPéﬁemdlI@o‘#rTYbﬁb@raﬂWbEfo@‘ 114@ h and
the sol vent(onas memmaved furnder -1 @d%@_@r%%%_?% 115'?1%n§"’1':~zd§ MeXhyne was
extracted _bet ween Water and e hyl acetate ani € yer “was dri ed
over magn&SohEG 49 BREY t@FtFFFtPaE’?oﬂ Qh‘é SW%%htowq’m under
reduced preas e taf famidjlong)4497 og 2ef mibe )desi pedapsadkctiodid/, M5 Me = 327

[ (ML) iy 021 rat
1-cycl op?%%yp%n%t E%I < 3. -5%5 r| dl E:?{' %—E 5% ??1]dol e 25 A solution of 4.95 g
(75 mol ) MR pb?c%sli’lﬁm h@dﬁ@)kl d?e F n1252 . 06f (tso- ?,iﬁ)o,pamoBles ackied, to 4.7

g (15 mmoly) oaf- 2-50 (m, 73 2 95 SH) | 3.10; 2H) |
4-(1-cycl opr Opén met hyl - | H-| ndoI ﬁp er| ine-1-car box g c "acid ‘et hyl
ester and-3t fttur B nadH I’ieat3ecf4at3 10bC £#& . 4.24-4.27 (t, 2H),

_ 6.97-7.02 (t, 1H}), 7.09-7.14 (m, 2H), 7.43-7.62 {m, 3H),
15 7.62-7.64 (d, 1H), 7.94-7.96 (m, 2H)

Example 156
Preparation of 1-(2-ethoxy-ethyl)-3-(1-{3-[4-(2H-tetrazol-
5—y1)—phenoxy]-propyl}-piperidiﬁ-é-yl)-1H-indo1e
20 A. Preparation of 4-(3-{4-[1-(2-ethoxyethyl)-1H-indol-3-y1]-
piperidin-1-yl}-propoxy)-benzonitrile
A solution of 0.32 g (1.34 mmol) of 4- (3-bromopropoxy) -
benzonitrile in 1 mlL of isobutylmethylketone was added to a
mixture of 0.28 g (1.03 mmol) of 1-(2-ethoxyethyl)-3-
25 piperidin-4-yl-1H-indole prepared as in Example 142 (part D},
0.21 g (1.6 mmol) of potassium carbonate and 0.13 g (0.8
mmol) of potassium iodide in 4.5 mi of isobutylmethylketone.
The reaction mixture was refluxed for 16 hours and after
filtering the inorganic salts, the solvent was removed under
30 reduced pressure. The crude mixture was purified by flash
chromatography_over silica gel affording O.31Ig (70% vield)
of 4-(3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl]-piperidin-1-
v1l}-propoxy) -benzonitrile.
NMR (300 MHz, CDC13) d=1,12-1.19 (t, 3H), 1.87-2.26 (m, 8H),



16 hours. The solvent was renoved under reduced pressure and the crude
m xture was extracted between water and tol uene. The rgﬁb&%ﬁﬁﬁ was
dried over sodiumsulfate and after filtration the so ve was ‘Tenoved
under reduced pressure affording 3.2 g (89% of yield) of the desired
product. 30 ESI/M5 me = 255[(Mtl)+, C17 H22 N21 D. Preparation of
2-{2-[4-(1-cycl opropyl net hyl -1 H i ndol -
3-yl)-piperidin-1-yl]--ethoxy}-benzoic34acid A suspension contalnlng 3.6 ¢

(14 mmol) C ro met_h peri di n-4-yl-1H i ndol e, (18 20
Novenber O%g"-8gxnn@£) g¥12 @2%@hlo§3 e&ﬁox%ﬁ)beﬁ%d?E et ﬁ@thiﬁgester
(preparedBLﬁ7EXaaﬁlek1 part Q).69-2.94g (Ql oewl,) ©fopot assi ym, canbonate

and 1.7 g (3 _gngg) gf ngasglgg15oggd Rﬁngbvg%t7m8 0- butéégethylketone

was heate 0 degrées hout s under
r educed pBes%’{ﬁrba%m’@IlQIh@fcl Uﬂ%-etrh%wf%tlvmb) ekt fhc{bd[‘bet%mmﬁmrl -and

di chl orsometbanephlhexy 9 gapby1h ayepeass AL ediver.sadbym sul fate and af ter
filtration the solvent was renbved under reduced pressure ffordlng 6.5 ¢

of a col ofPess %i | . SPhFE1PPude ¥ xt uPelRls 109 di sS@ & i NBBD) nl. of

et hanol aad (34{aL [of (2-2bhasgyeeryl) sokuthap10f -sadiwadwdraoxi de.y1The
m xt ure was st hour s a& 68 om.t enper.at ure_and the solvent was
d-5

renmoved uhder™Y §e§ﬁ%%8“b%£%%ﬁrénah nPLof §§Puﬁepg addedOTRe @r ude

m Xt ure wasoheuprialdmethiwxt clabdettiav shdcholasf @ M andmdb) pufi fdced uay fl ash
h I d , 2 %_of _yield),.of th

Gosiral pe2Ri¥ OXFp é?ﬁlaf?o?ﬁ%_g%ﬁ@é Ditepdri et 2R 8% St Fo o

H30 N2 0338 NWRUES0ENNHAL tRVEQPad 1190 386- 0030 twpemtuﬁemmmmo@manzkl)

20 0.1. 17a%u@éuémsc§-1h9talc;n 9%‘f1 919 (éﬂdﬂhﬁ %y?qiécl%%lgm(aismﬂc}%gd 90}%1 97 (m

?E)D . 63959137’{6&17? n‘fa%l—'ﬁl-gken? tGQP?I f4"=1{1t:1 tlli_i)%aqwe%s RS ﬁ’{a%lﬁ)x‘:rﬁc?}@dY 27
(m 2H), with ethyl acetate. After purification by flash cromatography
15 over silica gel 0.05 g (41% yield) of the desired product

were obtained.

ESI/MS m/e = 475 [(M+1)",C27 H34 N6 02]

NMR (300 MHz, DMSO) d = 1.02-1.07 (t, 3H), 1.92-2.11 {m, 2H),
.14-2.49 (m, 4H), 2.94-3.02 (m, 3H), 3.11-3.16 (t, 2H),
.47-3.51 (d, 2H), 3.64-3.68 (t, 2H), 4.i2-4.16 (t, 2H),
.25-4.29 (t, 2H), 6.98-7.18 (m, GH), 7.44-7.47 {d, 1H),
.62-7.64 (d, 1H), 7.94-7.97 {(m, 2H)

20

bl wN

Example 157
25 Preparation of 2—{2-[4—(1-cyclopropylmethyl—1H-indol-3—yl)-
piperidin-1-yl]-ethoxy}-benzoic acid
A. Preparation of 4-(1H—indol—3—yl)—piperiaine—l—carboxylic
acid ethyl ester
17 mL (0.18 mol) of ethyl chlorcformiate were added to a
30 suspension of 30 g (0.15 mol) of 4-(3-indolyl) -piperidine and
28 mL (0.18 mel) of triethylamine in 185 miL of
dichloromethane, keeping the temperature between 20 and 25°C.
The mixture was stirred at room temperature for 2 hours and

150 mL of water were added. The organic layer was separated



7.52-7.54 (d, 1H), 7.64-7.66 (d, 1H) 25 Exanple 158 Preparation of
3-[4-(1-cycl opropyl net hyl -1 Hi ndol - 3-yl ) - pi peridin- 1- témb%) %ﬁgzm C
acid This conpound was prepared follow ng the procedure escrl in
Exanpl e 157 (part D) starting with 1.5 g (6 nmol) of

1-cycl opropyl net hyl - 3-pi peridin-4-yl-IHindole,1.8 g (7.8 mol) of
3-brononet hyl - benzoic acid nethyl ester, 1.2 g (9 mol) of potassium
carbonate and 0.9 g (4.5 mvol) of potd%siumiodide in 25 nL of iso-butyl
met hyl ket.one hThe rud 20 Novenber, 2003 -88 m xture was purified by flash
chr omat ogf” E@n& 8v§? gleP cgaﬁeFemST"FSrHPﬁ@rOr‘B@U@e‘(lZP%%FUWe¢@§0?€ﬁllm€he
desired pBeédgct{88sMelft iyrig 1doiortt 1eﬂ!a@:?GeESIr/eI}s»ﬂS pHRer389 [ (MHl) +, C25 H28 N2

D171 et ebraepeibrtes 4% opro%%e%l Sl -5589 o7 (¢,
2H), 2. 75pzpspelnrpe1mycazb9ml@8a@dd EH)':,YIBe@ﬁcer(s 2H), 3.95-3.98 (d,

2H). 6.957%. QO o - O ty 43.7. 62
4H), 7. 85T§ gs E'?JtdSp éﬁ;l i Cgfe (7178@(% 017 E’% %5 Cﬁ’ esp%SZ% T HC §4 {3-
[4_ (1- cy EPEpFBphY AEeK Ao 31p rﬂhaelraé oyi) in 15 b of anhydrous DMF,

pi peridi nal-yl]senapexydnpheny 4 - acetd c acgd 15 (';{1155 c?rqé))?gr]? w?s Q)r]a_epﬂ]ed
(par starting 'w

followngﬁmr; pro e? I‘dLscrlbed in Exanple 15

1.5 g (6 ﬁ? éyé’ pP&B?FﬁQPWI"13C6FBé‘W&|lﬁ-ﬂcif‘li S5vingsrerZn (6.6
?mznl) o; 5[ 4L (CE odfrhlw@rqmagpbmy) waah@ude]d xetee a;zl duelhg)éls est &fgond - 7d g
1 um car o 0] ot S|um|0|e
in m gngggggt?%él’met I g’?ﬁ)‘ﬁé% he® crug ]7 m xtur e {/3:182 pE‘FﬂP edcb‘cy flash
chr omat ogFaBhYPEIRY %‘?Fl’lﬁi hepmidef bnds ng. DI6DYF( 58% afidgdel The afrudee -

desired produgte MeldiBEiPOEAl :283:88( temperature for 14h and the
' solvent was removed under reduced pressure. The crude mixture
was extracted between water and ethyl acetate. The organic
15 layer was dried over magnesium sulfate, and after filtration
the solvent was removed undexr reduced pressure affording 4.7
g of the desired product.
ESI/MS m/e = 327 [(M+1)7,C20 H26 N2 02]
C. Preparation of l—cyclopropylmethyl~3—piperidin-4—yl-lH—
20 indole
A solution of 4.95 g (75 mmol) of potassium hydroxide in 25
mbL of iso-propanol was added to 4.7 g (15 mmol) of
—(1-cyclopropylmethyl—1H—indol—3—yl)—piperidine—l—carboxylic
acid ethyl ester and the mixture was heated at 95-100°C for
25 16 hours. The solvent was removed under reduced pressure and
the crude mixture was extracted between water and toluene.
The organic layer was dried over sodium sulfate and after
filtration the solvent was removed under reduced pressure
affording 3.2 g (89% of yield) of the desired product.
30 ESI/MS m/e = 255[(M+1)",C17 H22 N2]
D. Preparation of 2-{2-[4-(1-cyclopropylmethyl-1H-indol-
3-yl)-piperidin-1-yl] -ethoxy}-benzoic acid
A suspension containing 3.6 g (14 mmol ) of

l-cyclopropylmethyl-3-piperidin-4-yl-iH-indole, 3.7 g (18



ESI/MS mle = 447 [(M1)+, C28 H34 N2 031 25 NWR (300 MHz, DNBC» d =
0.35-0.37 (m 2H), 0.47-0.50 (m 2H), 1.13-1.20 (m 1 662% g6 (m

2H) 1.89-1.97 (m 4H) 2.05-2 .13 (t, 2H) , 2.46-2. 5 'H?"eé‘#ﬁ 9371-2 .78
(m 1H 2.97-3.00 (d, 2H) , 3.45 (s, 2H , 3.95-4.01 (m 4H) , 6.85-6.88
(m 2H), 6.95-7.00 (t, 1H), 7.07-7.18 (m 4H), 7.42-7.45 (d, 30 1H),
7.54-7.56 (d, 1H) Exanple 160 Preparation of a pharmaceutical conposition:
Syrup 1000 bottles (150 ml vol une) eacH-containing a solution of 20

Novemnber 2003 -89 _750 of [ 2- (2-{4- &e (4-1luoro-henzy % 1H i ndol - 3-yl ]
- pi per i di Angd |}0Et h%xg? SE%%PceaEPaY penppépar 8dids TRENYdws esper( 2={ 4-

[1- (4-fl (Ipf@p@ﬁé’@yiﬂ Exdthp ndlal - %aﬁt' k)5 2pbperisi nmhcml }ofe hex¥kihgnzoic
ene OXIde 1, 500

aC|d 750 cerin enat ed cast or
SOdIUﬂ?%E?%%?t% Y r%ggﬁkqféa% ggoog PRLAF BV PBr b é+ J%o%§b8 zoat e
60 g 10 smdouthﬁbm@ahyhkeﬂ@ng wdd dearddngtqose® é@@r@@mh&ﬁ&qx;ﬁeuqu pH
Che sog BEE 2 JORAABIRLS Sk B0uhbLESSCafLOS S Could Tt BrRol g, of
propy

o o
t he sodi um net roxybenzoat es an Um sacc SI’I nin
30 |itresmbRCuBRivdereft BRer @twc%ﬁn apresusngl yﬂc-@rhl@rgmeaﬁum afite

hydrOQEnaéﬁiaﬁﬁ@tcﬂa o - Qkﬂyl%ﬂﬁeQX'ggeﬁasségg@ﬂ Al el e SUJS | Agclhe
2-(2-{4-] 4-f | uoro-pbenzyl) - 1H i ndol - 3-yl |

- pi peri di MtASTRSIRRhG ) Eiradee %%?drﬁ@§vgédéﬂxgﬁﬂ PEIRGRBgEAFEEHTEO reach
conpl et e &f Ssadid 08. SAGt @F Hichldilesd |AVOUrTRgs agedde WasxBu¥edwhBt 0 the
SO|UtH8n £{é£5f¢ rQHSBSO mL: of ethanol and 14 mL of a 2N aqueous
solution of sodium hydroxide. The mixture was stirred for 16
hours at room temperature and the solvent was removed under
reduced pressure and 50 mL of water were added. The crude
mixture was neutralised, extracted with cholorform and
15 purified by flash chromatography over silica gel affording
2.27 g (39% of yield) of the desired product.
Melting point= 145-147°C
"ESI/MS m/e = 419 [(M+1)",C26 H30 N2 03]
NMR (300 MHz, DMSC} 4 = 0.36-0.39 (m, 2H), 0.47-0.51 (m, 2H)
20 0.1.17-1.24 (m, 1H), 1.92-1.99 (m, 4H), 2.60-2.69 (m, 2H),
2.90-2.97 {m, 3H), 3.20-3.24 {(d, 2H), 3.97-3.99 (d, 2H)
4.42-4 .45 (t, 2H), 6.10 (bs, 1H), 6.97-7.04 {m, 2H)
7.09-7.14 (t, 1H}, 7.20-7.24 (m, 2H), 7.36-7.47 (m, 2H),
7.52-7.54 (d, 1H), 7.64-7.66 (4&, 1H)
25
Example 158
Preparation of 3-{4-(l-cyclopropylmethyl-1H-indol-3-y1}-
piperidin-1-ylmethyl] -benzoic acid
This compound was prepared following the procedure described
30 in Example 157 (part D) starting with 1.5 g (6 mmol) of
l-cyclopropylmethyl-3-piperidin-4-yl-1H-indole,1.8 g (7.8
mmol) of 3—broﬁomethyl~benzoic acid methyl ester, 1.2 g (9
mmol) of potassium carbonate and 0.9 g (4.5 mmel) of

potassium iodide in 25 mL of iso-butylmethylketone. The crude




stirring, and the m xture was made up to final volune mﬁth dem neral i sed
water. The resultant solution was filled into 150 m b?B %?*ﬁﬁ?ﬁ@S an
appropriate filling machi ne. Exanple 161 Preparation o arfneceut i cal
conposition: capsules 30 50, 000 capsul es each contai ni ng 50 ng of
2-{2-[4- (| -pentyl -1 Hindol -3-yl)-piperidin-1-yl]-ethoxy} -benzoic acid
were prepared fromthe follow ng fornul ati on:
2-{2-[4-(1-pentyl -1 Hindol -3-yl)-pi peri¥&in -1-yl]-ethoxy}-benzoic acid
ium stearate 225 g |actose spray dried

2,500 g 2Q Novenber 2003
18,350 g &rodEy .“’rﬁ?eé’%&.l&ﬁr?’g(r gii‘ﬁﬂe%?%@\ﬁ?ﬂ%@@g@‘ﬁeﬁ SsbiFardthuryl
sul phat e 46X qgrdimdPriocedy e(2 TRe 2-(i2i[d- CF pert YWedidddg@oloddatl ) - pi peridin

-1l-yl]-et Wy@llﬁe% G a(‘zlod, odi um |l auryl sul phate, |actose .and

cross-1linke car boxyne hyIceIIquse wer e m xed together and passed
t hr ough aﬁﬁﬂﬁﬂﬁ1mMQkFéﬁﬂdeWHﬁg of2D. B280NaM©2The magnesi um st earate was

added and \ie (gt MES, Dggg@p&uladt %dj 1t gel atipe gaggubegoof a )oprl ate

si ze. Exanpl e 162 Preparatlon of p arnaceutlcal conposition: Tt abi'ets 15

100, 000 talbli‘e%sl gach (Bontdlini ny ”Qfs hy'of (p, @3 (41-93=1¢97 (d, 2H),
et hoxy- ethzylz)or-le-l-zmd(al-3HY|]2D179€:§|812 Nedh - Wi etzh@w)z l@%ﬂ?(elc nfcid pere

prepared f e foIIo tion ethox ethyl)
-1H i ndol - }H Slﬁér % f%yn?Hgth6x§§ %eé?o} iﬁh 275@6 b Y
nlcrocrysuail|ﬁe2©elbulb3b 17 660- 7. d Aactose HSpr ay sdri7ed89,(82011) 7.96
arboxldne&gyhiﬁtarch 570 g sodiumstearyl fumarate 80 ¢

Example 1539
Preparation of (4—{3-{4~(1—cyclopropylmethyl-1H—indol—3~yl)—
piperidin-1-yl] -propoxy}-phenyl)-acetic acid
15 This compound was prepared following the procedure described
in Example 157 {part D) starting with 1.5 g (6 mmol) of
1-cyclopropylmethyl-3-piperidin-4-yl-1H-indole,2 g (6.6 mmol)
of [4- (3-chloro-propoxy) -phenyl] ~acetic acid ethyl ester, 1.7
g (12 mmol} of potassium carbonate and 1 g (6.15 mmol} of
20 potassium iodide in 32 mL of iso-butylmethylketone. The crude
mixture was purified by flash chromatography over silica gel
affording 1.6 g (58% of yield) of the desired product.
Melting point= B3-85°C
ESI/MS m/e = 447 [{M+1)",C28 H34 N2 03]
25 NMR (300 MHz, DMSO) d = 0.35-0.37 (m, 2H), 0.47-0.50 (m, 2H),
' 1.13-1.20 (m, 1H), 1.66-1.76 (m, 2H}, 1.89-1.97 (m, 4H) ,
2.05-2.13 (t, 2H), 2.46-2.50 (m, 2H), 2.71-2.78 (m, 1H},
2.97-3.00 (d, 2H), 3.45 (s, 2H), 3.95-4.01 (m, 4H), 6.85-6.88
(m, 2H), 6.95-7.00 (t, 1H), 7.07-7.18 (m, 4H), 7.42-7.45 (&,
30 1H), 7.54-7.56 {4, 1H)

Example 160
Preparation of a pharmaceutical composition: Syrup

1000 bottles {150 ml wvolume) each containing a solution of



colloidal silicon dioxide 80 g 25 Procedure: Al the powders were passed
through a screen with apertures of 0.6 mm They were Inskure in a
suitable m xer for 30 mnutes and conpressed into 145£Q§B¥%h+%?¥%gsing 6
mm discs and flat bevelled punches. The disintegration tinme of 30 the
tabl ets was about 60 seconds. 20 Novenber 2003 -91 CLAIMS 1. A conpound of
formula (1) AA-WAz R3 (1) 5 wherein: Al represents an al kyl ene,

al kyl eneoxy, al kyl enet hi o, al kanoyl or®hydroxyal kyl ene group; A2 represents

a single hond, an al kyl ene_or_al kenyl ene _ 10 group; Wrepresents a single
bond or a pleny™@he d%lgfur?a'n{ﬂ'eL‘}e“ P%‘rB%“pfm%h‘k?%‘{)%)uﬂs‘%ﬂ"tﬂ%%wl]
substi t ut egilpye rddd ner. - yijre thakggebeatons, alddieXy @endps pakgheedal kd

gr oups; Rfchﬁgﬁg§ents a hydrogen atom or an al kyl, al kenyl, 15 al kynyl,

al koxyal kyl~,”"al' kKenyl oxyal kyl , al kynyl oxyal kyl al koxy- al koxyal kyl ,

phenyl al k- @rddp [hdreifd uoke - behemy) -AHrgnds luAsyBsti t uted or substituted
by one r _ ; Qgerjat. a -al or aryl akkgx groups, or a
cycloalﬁylgﬁgﬁﬁég?gh% %ﬁgrggﬁogk% %%M%55?0§P3§| gr oup ig%gnéubstituted or
substit ut 8¢ Y5¥Ti®ne or nore hal ogen atons, al kyl grodfsO8f &l koxy groups;

R2 repr esenlds cychipdieagen seorhaliogen ngt aReobxaneal Kyl ar, soal koxy group; and

20 hbvenb%%d%%%?nf%%yl p-hydroxybenzoate 240 g

sodium propyl p-hydroxybenzoate _ 60 g

10 sodium saccharin : 300 g

flavouring ' g.s

sodium hydroxide q.s. pH =-4

demineralised water g.s. ' 150 litres
Procedure: '

I5 To a solution of the sodium methyl (and propyl) p-
hydroxybenzoates and sodium saccharin in 30 litres of .
demineralised water, an aqueous glycerin solution and
hydrogenated castor oil-ethylene oxide was added. After
stirring, the 2-(2-{4-[1-(4-fluoro-benzyl)-1H-indol-3-y1]

20 -piperidin-1-yl}-ethoxy)-benzoic acid was added and
homogenized to reach complete dissolution. After this, the
flavouring agent was mixed into the solution with wvigorous
stirring, and the mixture was made up to fLinal volume with
demineralised water.

25 The resultant solution was filled into 150 ml bottles using

an appropriate filling machine.

Example 161
Preparation of a pharmaceutical composition: capsules

30 50,000 capsules each containing 50 ng of
2-{2-[4-(1-pentyl-1H-indol-3-yl)-piperidin-1-yl]-ethoxy)
-benzoic acild weré prepared from the following formulation:
2-{2-[4-(1-pentyl-1H-indol-3-yl) -piperidin
-1-yl] -ethoxy}-benzoic acid 2,500 g



R3 represents a carboxyl group or a tetrazolyl group; and pharnmaceutically
acceptable salts thereof. 2. A conpound according to CE@EﬁL%E (ﬁbn t he

al kyl, al kyl ene, al kenyl ene, al kyl eneoxy, al kyl enet hi o, anoy

hydr oxyal kyl ene and al koxy groups have up to 7 carbon atonms. 3. A conpound
according to claim1 or 2 wherein Al represents an al kyl ene, al kyl eneoxy,
hydr oxyal kyl ene or al kyl enethi o group. 10 4. A conpound according to claim
3 wherein A represents a net hyl ene, €fhyl ene, propyl ene, butyl ene,

pentyl ene, hex ene eth | eneoxy, propyl eneoxy, hydroxybutyl ene,

et hyl sul f RgE" 1%fnyl group. 5. A conpound accor did?g% o any one of
t he precedla&gos]eS s@ixawﬁimim ein Wrepresents a furanyhenesy eup or a

phenyl ene grou mhlch i s unsubstitued ituted by o or two

f1 uori ne, ﬁ1or|ﬁnk3d'br5ﬁiﬁb RS “ngﬁé' ah $€ or neQﬁgkﬁigroups 6. A
conpound aEsEorgi dguny lclsaiphBteherein W 20 represents an 4fisygpstit ut ed
furanylfngmd@gggygituted phenyl ene, fluorophenyl ene, dibronophenyl ene,

met hyl phenyl ene or met hoxyphenyl ene group. 7. A conpound according to any
one of th ecddinlg - &-aient vihdFeiimdad -Beprles@iteridimgl e bond, a Cl_4

al kyl ene —a5ygﬂ0%&h@ky'ibéﬁ%dicabKQHyl@B@lgﬁoygur§l éﬁ??ﬁ@@&ndl§@@6§9'ng to
claim?7 wherein A2 @f resents .a single bond a net hyl ene | ene

propyl ene @et ‘ﬁ?‘f’%? h ﬁ@?}}P@nec%?b%%%W%%eb}‘bh‘bse 9 Weﬁecdﬂ%)’ﬁﬁl
accor di ng uo@eamipmmm&fpdém@dprteﬁeﬂjgng a Hrrederi mslwmeﬁeldspé?in@pjﬁwrﬁ s a

nyar o980 FHe Ghed GhatiBbliy | orBLKEDY 0L LYY OLOUP LB COB e

al koxya group, a al kenoxy- -
group, a @@Capsaﬂbéﬁ@—am&oxwﬁﬂhyhngraapsuaebewfyb;@mcmhamybe&hwb group
which is unsubstituted or substituted by one or nore 20 Novenber 2003

Example 162
Preparation of a pharmaceuﬁical composition: tablets

15 100,000 tablets each containing 25 mg of 2-(2-{4-[1-(2-
ethoxy-ethyl) -1H-indol-3-yl] -piperidin-1-yl}-ethoxy) -benzoic
acid were prepared from the following formulation:
2-(2-{4-[1-(2-ethoxyethyl) -1H-indol-3-y1]

-piperidin-1-yl}-ethoxy) -benzoic acid 2,500 g
20 microcrystalline cellulose 1,650 g
lactose spray dried ' 9,620 g
éarbokimethyl starch 570 g
sodium stearyl fumarate _ 80 g
colloidal silicon dioxide 80 g

25 Procedure:

All the powdexrs were‘passed through a screen with apertures
of 0.6 mm. They were then all mixture in a suitable mixer for
30 minutes and compressed into 145 mg tablets using 6 mm
discs and flat bevelled punches. The disintegration time of
30 the tablets was about 60 seconds.



-93 hal ogen atons, Cl_4 al kyl, methoxy or benzyl oxy groups or a
cycl oal kyl al kyl group wherein the cycl oal kyl group is

cycl obutyl, cyclopentyl, cyclohexyl, cycloheptyl or d%@é@%ﬁﬁ?gﬂ%ﬁ@h is
unsubstituted or 5 substituted by one or nore hal ogen atons, Cl-g al kyl or
met hoxy groups and the al kyl part of the cycloal kylal kyl group is

net hyl ene, . ethyl ene, propyl ene or butglene. 10. A conpound according to
claim9 wherein RL represents a hydrogen atom or a propyl, butyl, isobutyl
10 pentyl, hexyl, heptyl, 2-nethyl pragiMs 3-net hyl butyl, allyl, propenyl,
propynyl, nmethoxyethyl, methoxypropyl, ethoxyethyl, propoxyethyl,

i so- propoxyet hyl, prop-2- ynyl oxyethyl, prop-2-enyl oxyethyl,

met hoxyet hoxyet iyl , A- cbhpenalesgyfordunet foxybenzyl,
4-(tert-butyl)-benzyl, 4 15 benzyl oxybenzyl, 4-nethoxyphenyl ethyl,

cycl opropyl net hyl , cycl opropyl et hyl, cycl opropyl propyl, cycl ohexyl net hyl,
cycl ohexyl et hyl or cycl ohexyl propyl group., 11. AﬁFO ound according to any
one of the preceding clains wherein R2 Peprédsedl’s- R hydrogen, fluorine,
chlorine 20 or bromine atomor a nethyl/or nethoxy group. 12. A conpound
according to any one of the preceding ai s whi ch has antihistamnic or
antiallergic activity wth reduced gardi gvascul ar or central nervous
system side effects. 25 13. A conmpownd ag¢cording to claim1 which is 2-
(2-{4-- [1- (4-fluoro-benzyl) -1Hindgr=3-ylJ -piperidin--I-

yl } - et hoxy)-benzoic acid 2-{2-[4-(1-pentyl-IHindol-3-yl)-piperidin-1-yl]-
et hoxy}-benzoic acid 30 4-- Q:ethoxy-ethyl) -l Hindol - 3-yl]

-piperidin- 1-yl}-butyric Re& 4- [1- ((4}¥ 1 uoro-benzyl)
-1H-indol -3-yl] -piperidin- nr.@poxy) - benzoic acid 4-{3- [4-
(1-pentyl -1 Hindol -3-yl) -piperidin- \-yl]
R
5
wherein:
at represents an alkylene, alkyleneoxy, alkylenethio,
alkancyl or hydroxyalkylene group;
A’ represents a single bond, an alkylene or alkenylene
10 group;
W represents a single bond or a phenylene or furanylene

group which is unsubstituted or substituted by one or
more halogen atoms, alkoxy groups and/or alkyl groups;
R? represents a hydrogen atom or an alkyl, alkenyl,
15 alkynyl, alkoxyalkyl, alkenyloxyalkyl, alkynyloxyalkyl
alkoxy-alkoxyalkyl, phenylalkyl group wherein the
phenyl ring is unsubstituted or substituted by one or
more halogen atoms ox alkyl, alkoxy or arylalkoxy
groups, or a cycloalkylalkyl group wherein the
20 cycloalkyl group is unsubstituted or substituted by
one or more halogen atoms, alkyl groups or alkoxy
groups;
R? represents a hydrogen or halogen atom or an alkyl or

alkoxy group; and -



20 Novenber 2003 -94 propoxy)-benzoic acid
2-(2-(4-(1-12-(2-net hoxy-ethoxy)-ethyl]-IHindol - 3- yI)20November2003
pi peridin-1-yl)-ethoxy]-benzoic acid
3-[2-(4-J:L-[2-(2-nmet hoxy-ethoxy)-ethyll -1Hindol-3-yl) 5
pi peridin-1-yl)-ethoxy]-benzoic acid
3-(2-(4-[1-(4-fluoro-benzyl)-1Hindol-g-yll-
pi peridin-1-yl)-ethoxy), -henzoic acid
3-12-[4- (I gpent yeph-Halndal 5 c)éhcboﬁy@egkeu dryhl te%ﬁ:ﬁgéﬂﬂbéﬂéﬁbc acid 10
3-(2-14-[1-(2-et hoxy-et hy I)-IF+|ndo i f gerl % yl - et hoxy) - benzoi c
cid 4-[2apd- ?haF?a€9uﬁéFﬁ6%¥ %?ﬁ%&??b Eh§iit H PRERPE
-y )--plperIdIB - Yh) éﬁﬂ@&&%&ibe&t@t61&9Idto clalm 1 wherein the
-{2-[4- (I- doI eridi 15 el ho - nzoic acid
[3- (4-{1 apky E‘ AR Y h8¥{}: g’?%nﬁ' Mif1dhdong” LIGIekRELE
i ndol - alyEmOVRpehwdmmﬁiaﬁkylpngpﬁuw®-aﬁhﬂmy(Exnumﬁ have up to 7
(4-[1¢ géPFhugggmgenzyl)-lk+lndoI 3-yll-
[
[
(
(

(

din-1 ropoxy) - benzoic acid 20

4- (1 - pent 9| -1 HA| ﬁ@@posngﬂ PCEPBELPEI KO g Br G0 ) whssrot & aci d

[ r

4- [ regrekbaxy- ety b) ki ieh8dola1dMldmadger | By @roxyalkylene or
-yl )-propo - benz —acid

4- (1@% ?nﬁ—EEQLHBXWSPHoxy) ethyl | -1 Hindol -3-yl) .25 piper '
1oyl ) - propaxyl - enzompoandd according to c¢laim 3 wherein A'
[4-(]- L-LHi | I n acid
a1 FRBEERBYE Fnictitickidhol ShbP1 Py [t ot RRey | RV,

1) - pr oppﬂyl):Yﬂ@mE’OI c amqicy?;loene, ethyleneoxy, propyleneoxy,

2 (4- '|h&@rﬁ%ygﬁEQQéﬁeet@9ﬁ¥1sﬁ§h¥h§1|5&'8@9&1§u¥k¥ny1 group.

ridin-1-yl). Rg benzoi ¢ acid
-(3-t4-[1-(2- e@hoxy FHVPPYnﬂFPFﬁHB@1%9y¢? P& the preceding
| ) -1pr opexy)imeenghiee@fii f represents a furanylene group or a

phenylene group which is unsubstitued or substituted by one
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or two fluorine, chlorine or bromine atoms, methyl groups

or methoxy groups.

6. A compound according to claim 5 wherein W
20 represents an unsubstituted furanylene, unsubstituted
phenylene, fluorophenylene, dibromophenylene,

methylphenylene or methoxyphenylene group.

7. A compound accordihg to any one of the preceding

claims wherein A? represents a single bond, a C,, alkylene
25 group or-a C,.; alkenylene group.

8. A compound according to claim 7 wherein A®
repregsents a single bond or a methylene, ethylene,
propvlene, methylethylene, butylene or ethenylene group.

9. A compound according to any one of the preceding

30 claims wherein R' represents a hydrogen atom or a C,; alkyl,
alkenyl or alkynyl group, a C,.s alkoxyalkyl group, a C;,
alkenoxy-alkyl group, a C;, alkynoxy-alkyl group, a Ci,
alkoxy-alkoxyalkyl group, a benzyl or phenylethyl group

which is unsubstituted or substituted by one or more



37(4-;37[2-(2[?Ethoxy-ethoxy)-ethyII-IFFindOI-S-yI) 20 Novenber 2003 -95

pi peridin-1-yl)-propionic acid

3-[4-(1-pentyl -1 H-indol -3-yl)-piperidin-I-yl]-propi on?%NO‘.&%’P%erzm

4- (4-{1-[2-(2-met hoxy- et hoxy)-ethyl]-1Hindol -3-yl}- 5

pi peridin-1-yl)-butyric acid

4-{4-[1--(4-fluoro-benzyl)-1Hindol-3yyl]-piperidin- 1-yl}-butyric acid,

4-[4-(1-pentyl -1H-indol -3-yl)-piperidin-1-yl]-butyric al 3-{4- [2- (4-{1-

[2- (2-met Q§¥$§{ Q%%ﬁh'%%Hyhhkyﬁkkhggﬁbi§_ég benzyloxy groups or a

yl }-pi peridin-1-yl)-etHyl T="phenyl}-propiohic acid_~3-{4-"[1- ,

(4-f1 uor o-erRA Sy IEHIHdoBXIp | Wherperi dite | CXALCHIFSTi ofFEVRCi HE3- [ . a-

(2. -4 421 [ Jﬁy&lﬁﬁfc{%& et E)dy)cll'ol—ﬂtlyﬂqm - 3cyb]Lgpenty1, cyclohexyl,

piperidin-1-yl}-e - phen -propionic.acid .15 3-{4- [2- (4-{]- [2-

(2- met hoxﬁﬁwtiﬁet Wadl éfha?ﬁag . _10?1 is ur{subétltlgteci oI:

yl % pi{$)er i i tliyldedt byl lorpheny| pheaer Haleogei datoms, C;_, alkyl or

3-(4-{2-[4-(L-pentyl - Hi | - 3-yL) 1Pk peri.qi n-A- - -acrylic

coky b2 (SRRl I AV P o ot

pi peri di n-drgup - s @ Hhypkemny | |etderdgne, @yapylene or butylene.

2-{4-[| - hydroxyrg- (4g { ledgsdiZidretR@xy-RHBOX¥)H- etyhih- 9 wherein R

| Hindol -3-yl }-piperidin-I-yl )-butyqlﬁ%-(ghenyl. -2- tl"gl - f)rogi oni ¢ ilci d

2- (4-{1 - hyRRREG=T 9 | DYEROPEn 1RGHYoPT 38y FFomds . Butyl, LIsobuty

pi perigdi n-deyt 1t putwéyydhenybpt 21 et byhetpydpropiyt, acBdmelhylBut¢d; {4- [I--

(2-eth0xy-ei@¥i) --1FF-i3doI-3-¥§%%- ethoxyethyl, methoxypropyl

pi peri di n-F+y7} ¢ 1 AWEESRy- bub§P bhy M3 m.;{tehyl}y- ‘pr Opioni ¢ ackd [ 2-

(4-{1I- d[ 2-ef Roxpd tioxy; et moopoxyetdigtl], - 1Bsongalop®xylefthyd) = prop-2-

pi peridin-1-yl)-ethoxy]-acetic acid (2-{4-[1-(4-

| uor o- benzwﬁfl‘iW?’Hab{L SPVP?S%F‘BEY}#Y]@&Y% }&@Fﬁfﬁaﬁt}]&@ﬁ’%hﬁéi’ d%-
fluorobenzyl, 4-methoxybenzyl, 4-(tert-butyl)-benzyl, 4-

15 benzyloxybenzyl, 4-methoxyphenylethyl, cyclopropylmethyl,
cyclopropylethyl, cyclopropylpropyl, cyclohexylmethyl,
cyclohexylethyl or cyclohexylpropyl group.

11. A compound according to any one cof the preceding
claims wherein R? represents a hydrogen, fluorine, chlorine

20 or bromine atom or a methyl or methoxy group.

12. A compound according to any one of the preceding
claims which has antihistaminic or antiallergic activity
with reduced cardiovascular or central nervous system side
effects.

25 13. A compound according to claim 1 which is

2-(2-{4-[1- (4-fluoro-benzyl)-1H-indol-3-yl]-piperidin-1-
y1l}-ethoxy)-benzoic acid

2-{2-[4- (1-pentyl-1H-indol-3-yl) -piperidin-1-yl]-
ethoxy}-benzoic acid

30  4-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-
1-yl}-butyriec acid
3-(3-{4-[1-(4-fluoro-benzyl)-1H~indol-3-yl]-piperidin-
1-yl}-propoxy) -benzoic acid
4-{3-{4-(1-pentyl-1H-indol-3-yl}-piperidin-1-yl]-




{2-[4-(1-pentyl -1Hindol -3-yl)-piperidin-1-yl]-ethoxy}- acetic acid 20
Novenber 2003 -96 (2-{4- [1- (2-ethoxy-ethyl) -1H i ndo

-piperidin-1- yl}-ethoxy)-acetic acid 5- (4-{1- [2- (2?0§bﬁdﬁ%eﬁaoos XY)
-ethyl] -1H-indol-3-yl}- piperidin-1-yl-nethyl)-furan-2-carboxylic acid 5
5- [4- (1-pentyl-IHindol--3-yl) -plperldln | -yl -

nmet hyl ] - furan-2-carboxylic acid 5 {4-'?1- (2- et hoxy-ethyl)

--1H -i ndol eridin-1 - met hyl }-furan-2-carboxylic acid
5-{4-[ 1- (@#%%’i%}blg?%ﬂ’}c e ador o yl]-piperidin-l 10

yl met hyl ) -1 utan{2- ar DZ)xy:hrmetalu:m:dy hday) (ebHyil] {1H- {ud$) ibrol benzyl )

-1H i ndol tyl)-phenyl]-2-nethyl - -
prop:gn?c éég%lﬁaignggip %&%§x¥ é?%%gfﬁ%%‘Pu y g ppsggr}dlnne /

et hoxy} - behz62 ¢ (aci ¥- 22 (zzmwhom etlaoxek tetHu i b@ﬁzwgio ﬂﬂ%}m 3 yI] -

pi peridin-|ig ¥Hd§ﬁh9x%i)b§m@k 31‘3‘%1@?010 acid
1 NAO I n-

2-(2-{4-11-(4 th

1- §I}{etLo§§f ggﬁzi?c (4cfd ?% %be?ﬁY%h 1Ti?n%ﬁfbg oxy--benzyl)

élglegozlﬁlyéildiﬁkpeyl } déthdxy) } penhoky)achénzoi c ac;d b _ »
- i ndo -benzoi c aci

TN T Fg %‘ S gx}'pr éﬁ%}pﬁpgjgin%{bé’i{é%rﬁdgﬁhgw}- 25

plperldln &tybyyéthenyplbeﬁzbdc acid 2- (4--{2-- [4- (1Hindol-3-yl)

- pi perjpdi ns IFYkh Iﬁthﬁ'éth8ﬂﬁﬂ¥£h 2yﬂfﬁhYﬁd@i0PL pjc acid 2- (4--{4- [4-
(1H—|n ol - iperidin-1-yl % ryl)-. phenyl)-2-nethyl -propionic acid
30 2-[4- (1PPPﬁHéﬁlB-}rY1pr€PFH ﬁbFn§?h%tﬂ9} -benzoic acid 3- [4- ,

(1H-i ndol - 3-yb) (zpi{penkdi(p=-mbktlibRPt Byhoky} betipl t- 8B+ findol -
3-yl}-piperidin-1-yl) -ethoxy] -benzoic acid ‘
4-{2-[4-(1-pentyl-1H-indol-3-yl)-piperidin -1-yli-

15 ethoxy)}-benzoic acid '
2-[{3-(4-{1-1{2- (2-methoxy-ethoxy) -ethyl]
-1H-indol-3-yl}-piperidin-1-yl) -propoxy] -benzoic acid
2-(3-{4-[1-(4-fluoro-benzyl) -1H-indol-3-y1l] -
piperidin-1-yl}-propoxy)-benzoic acid

20 2-{3-[{4-{1-pentyl-1H-indol-3-y1l)-piperidin-1-
yll -propoxy}-benzoic acid
2-(3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-
1-y1l}-propoxy) -benzoic acid
3-[3-(4-{1-[2-(2-methoxy-ethoxy)-ethyl] -1H-indol-3-yl}-

25 piperidin-l—yl)—propoky]—benzoic acid
3-{3-[4- (1-pentyl-1H-indol-3-yl)-piperidin-1-y1]-
propoxy ) -benzoic acid
3-(3-{4-1[1-(2-ethoxy-ethyl) -1H-indol-3-yl] -piperidin-
1—y1}—pfopoxy)—ben201c acid

30  4-[3-(4-{1-{2-(2-methoxy-ethoxy)-ethyl]-1H-indol-3-yl}-
piperidin-1-yl) -propoxyl-benzoic acid
4-(3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-
1-yl}-propoxy) -benzoic acid
3-(4-{1-[2- (2-methoxy-ethoxy) -ethyl] -1H-indol-3-yl}-



4-[4-(1Hindol - 3-yl)-piperidin-1-yl nmethyl]-benzoic acid

(3-{2-[4-(1Hindol -3-yl)-piperidin-1-yl]-ethoxy} pheny cid 20
Novenber 2003 -97 (3-{3- [4- (1Hindol-3-yl) --p|perld%%Nf%&ﬁ?&hgpgpoxy}

phenyl )-acetic acid (4-{2- [4- (1Hindol-3--yl) -piperidin-1-yl] -ethoxy}-

phenyl)-acetic acid 5 (4-{3-[4-(1Hindol-3-yl)-piperidin-1-yl]-propoxy}--

phenyl) -acetic acid 3-(1-{3-[3-(1Htektazol -5-yl)-phenoxy]-propyl}-

pi peridin-4-yl)-1Hindol e

2- met hyl - 2pfidet2 i [11v(13-prbiMlondut WckidlH i ndol -3-yl] 10

pi peridin-1-y, t h e I§ p|0n| acid 2-.[4-_ (2.{4- [1-. .

( 2- et hoxy- r&#)ﬁlﬂgf%%ﬁglgé f% qp:béf%dlgﬁperld£n"l"ylﬁ'pgéplonlc

%Byl}tﬁtrygp:@hfnylg_Z gg}hé’ propionic acid. 2-methyl-2- [4- (4-{4- [1-
met hy u [

plperldln 1- Jm} 1uﬁyry gﬁedgﬁ eﬁ?&%ﬁ3n?§ lf515d01 *; Yl [ 1- (3

-net hyl® - bBEpeEx }HfllﬁﬁdlbuUYI%FlaFlﬁplperldln- | - ylnethyl} benzoi c acid

2-{ 4- [ 1- ( 2qet{koxXy~etshy) olld-basioh-13--\iH--iRidea-izdiy11 l-p iWerB AW} - benzoi ¢ aci d
3-{4-[1-(2- et?g ngth t% 1FL|ndoI 3-yl]-piperidin-1- 20 yl nmethyl }-benzoic
acid 4-{4- 1Y GGHY - 1H i ndol - 3-yl ] - pi peridin-1- yl methyl }-benzoi c

acid [ 3- (Z—[&4(l[ben¢&ﬂﬁﬂmhykfhﬂtwlpl)Lbﬂ@ﬁdﬂbﬂ&~lhkl]p&m&w&dtn acxd

L2 T S (A RIS

[1 (3“hEtW§I-@G@FEFdJDHl|NddlE@hﬂﬂ]ﬂghqmmﬂldPWOPlonlc acid

1-yl}- pr0p@x>{)4 qaerw-lﬂgle% ‘l‘oe%%'y‘i)[ 31 (3ot 3l Jytu( @%@H&netlhy')

-1Hi ndol - eridin- 30 1-yl}-propoxy)-phenyl]-acetic acid
y proplonlc aci
3-{4-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]-
piperidin—l—yl}—ethyl)—phenyl]—propionic acid

15  3-{4-[2-(4-{1-[2-(2-methoxy-ethoxy) -ethyl]-1H-indol-3~
yl}-piperidin-1-yl)-ethyl] -phenyl}-acrylic acid
3-(4-{2-[4-(1-pentyl-1H-indol-3-yl) -piperidin-1-y1]-
ethyl}-phenyl)-acrylic acid
3-[4-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-y1]-

20  piperidin-1-yl}-ethyl)-phenyl]-acrylic acid
2-{4-[1-hydroxy-4- (4-{1-[2- (2-methoxy-ethoxy) -ethyl] -
1H-indol-3-yl}-piperidin-1-yl)-butyl]-phenyl)}-2-methyl-
propionic acid
2-{4-{1-hydroxy-4- [4- {(1-pentyl-1H-indol-3-y1) -

25 piperidin-1-y1]-butyl}-phenyl) -2-methyl-propionic acid
2-[4-(4-{4-[1- (2-ethoxy-ethyl) ~1H-indol-3-yl]-
piperidin-1-yl}-1-hydroxy-butyl) -phenyl}-2-methyl-
propionic acid
{2-(4-{1-[2- (2-methoxy-ethoxy) -ethyl] -1H-indol-3-y1}-

30 piperidin-1-yl) -ethoxy] -acetic acid
(2-{4-[1-(4-fluoro-benzyl)-1H-indol-3-yl]-piperidin-1-
yl}-ethoxy) -acetic acid
{2-[4-(1-pentyl-1H-indol-3-yl)-piperidin-1-y1l} -ethoxy}-

acetic acid



[4-- (2-{4- [1- (3-nethyl-butyl) -1Hindol-3-yl] -piperidin-
1--yl}-ethoxy)-phenyl]-acetic acid [4- (2- {4- [1- (2- gégﬁk%
-1Hindol -3-yl] -piperidin- 1-yl}-ethoxy)-phenyl]- acetlc ac”H enber
2003 -98 [4- (3-{4- [1- (3-nethyl-butyl) -1Hindol-3-yl] -piperidin-

1-yl }-propoxy)-phenyl]-acetic acid [4- (3-{4- [1- (2-ethoxy-ethyl)
-1Hindol-3-yl] -piperidin- 1-yl)- propgéy) phenyl]-acetic acid 5
2-{2-[4-(1-prop-2-ynyl -1 Hindol-3-yl)- plperldln 1-yl]- ethoxy}-benzoic acid

2- net hyl I-- Ll 1
E)llg{ggl )qu Fz%fli}zﬁ( t—§(§y§ p#e{?ﬁ% pr op| oni cC%alch I-] _?g e%ﬁéi}%} ethyl) -3-
-- thepwyaz
phenoxy] - psopyl-}-pi [@er '2d1rrfé‘t4ro‘é<.|y) eklrkdx@dale%:lfl]( 3umehhsh - l@uwl Y -3 (1-{3-
[ 2- (2H-tetpr azol - S%I y_l{-gle[ti‘&’(léﬁ_ft % b - - p| [;_)Lerl di n-4-yl ) -1H-indol e
1- ( 3- met hy 1 e 2 ic acid
phenoxy - pﬁeﬁﬂlM1pmﬁmmym41H¢1ﬂdb&$ﬁ~yﬂdGtapé&ldln 1-y1-
2-(2-{4- [1fl%P§Ego§%u%§p 1) 5%box hoxy-J g ndol -3-yl ] -

pi peri di n- tor o-benzGi°¢ “aci d
2-(2-{4- [15(2{4e1 hox {2 eebybyy5ethyds o lHH-intiol - B-yl ] -piperidin-1-yl-

pi peridin- %éﬂh&-%LQQ&%%;@“UA%EH&yQQQ?%deaC'd 2- (2-{4- [1-
(2--ethoxy- ethyle -6-fl uoro-1| Hindol - 20 i o
pi peridin- P et Bordyh s |hw2alaeﬁ%|1@d&éu ¢ -21] (-pipgripgnpiono- - 1- -
(2- ethgxy @Qﬁﬁ?&yﬂ@Hﬂdﬂﬂﬂ'ﬁ&déﬂbcxyllc acid.
pi peridi n- y, oX uar o- benzoi
2-(2-{4-[7- br[éno‘ ?*2 [éLth(c?‘x;’:J ')% 1%3%!“3“’%1 3-y1l-
pi peri di n- pqﬂeﬁléhhnﬂyﬁdﬁ-ﬂkunmhxh@nh@mqlacp@e@&lz 2(ethd1-[ 5-chl oro--1-
2- et hox ol -3-yl] -
élperldlﬁ-?[ylj%ng%£2§€5 6-fl uor o- benzoic acid
2- (2-{4- [ 12(d2etHoxy-- SepAYL-1H-1imgiell -3yl ~piperidim-1-y1] -
Bt hoXhrchoy)f-Ieorsenzaic aci d

1-yl}-
2. h - - hvl hox |H
3, 5-di br orm 2(2( 4{ 4{1[ 1(4( teel"tt %@{;Yletbe%z)yl) r{%t 1% oL~ 3-yl]-

piperidin-1-yl}-ethoxy)-benzoic acid
2-(2-{4-[1- (4-methoxy-benzyl) -1H-indol-3-yl] -piperidin-
1-yl}-ethoxy) -benzoic acid

200 2-(2-{4-[1-(4-benzyloxy-benzyl)-1H-indol-3-yl]-
piperidin-1-yl}-ethoxy) -benzoic acid
2-{2-{4-{1-iso-butyl-1H-indol-3-yl) -piperidin-1-y1]-
ethoxy}-benzoic acid
2-[2-(4-{1-[2- (4-methoxy-phenyl) -ethyl] -1H-indol-3-y1}-

25 piperidin-1-yl)-ethoxy]-benzoic acid
2-(4-{2-[4- (1H-indol-3-yl) -piperidin-1-yl] -ethyl}-
phenyl) -2-methyl-propionic acid
2-(4-{4-[4-(1H-indol-3-yl) -piperidin-1-yl]-butyryl}-
phenyl) -2-methyl-propionic acid

30 2-{4-(1H-indol-3-yl) -piperidin-1-ylmethyl] -benzoic acid
3—[4—(1H¥indol—3—yl)~piperidin—l-ylmethyl]—benzoic acid
4-{4-(1H-indol-3-yl) -piperidin-1-ylmethyl] -benzoic acid
(3-{2-[4- (1H-indol-3-yl) -piperidin-1-yl] -ethoxy}-
phenyl}-acetic acid




30 indol -3-y1]--piperidin-1-yl}-ethoxy)-benzoic acid 3, 5-dibrono-2--
(2-{4- [1- (2-ethoxy-ethyl) -5-fluoro-IH

i ndol -3-yl]-piperidin-1-yl)-ethoxy)-benzoic acid 20 November 2003
3, 5-di bronmo- 2- (2-{4-[1-(2-et hoxy-ethyl)-6-fluoro-I|H
i ndol -3-yl]-piperidin-1-yl}-ethoxy)-benzoic acid 20 Novenber 2003 -99
3, 5-di brono-2-(2-{4-[5-brono-1-(2-ethoygy-ethyl)-1H

i ndol -3-yl]-piperidin-1-yl}-ethoxy)-benzoic acid

3, 5-di bronmp32{62144-(L¥-brhagn-b-{2) ephpxyii Ayl }yl ttpropo

ndol - 3-vyl n-1-yl t ho benzoic acid 5 3, ﬁyﬁronn 2- (2-{4-
EI-_(2-e¥hé§§n§ﬁhlFFEtiFgPﬁa§I-3X§?] - Elberld:n 1-yl }- ethoxy) benzglc{aC|d

2- (2-{4- [(a-{e2]{etHaxyiatby}F}-vb)fbipeniithi hdpl}3eyhdxy}-

D (o (. [sCLRPIE: ???ﬁketﬁgﬁéhﬁlhgf?ziLf.ﬁﬁb?

pi peri di n- {4y p-dBhdifyi6dmdt Byylbeniperidindl - Y{] PrOPOXY}~

2-(2-{4- [1Fﬁ%n ﬁmoéﬁe%EBYEhlé met hoxy- | H-i ndol - 3- y|]
pi peri di n- - 4- et hoxg ben20|c acid 2- i}_- -
o)

(2- et hoxy- éfﬁ}rﬁ3 é3rﬂ Br 6eFKHRPRAGP - 8Ly rphenoxy] PrOPY

pi peri di n- pipbkaehhgnyyi4 meEt hagyibenzoic acid 15

2-(2-{4- 5 br o X l,)-1Hjndo] - 3- CON

pléerfd|% I- ?Fgggﬁh J?-anit 6Ey(éew%8hgf %ngx ]1H indol-3-yl]-

2-(2- ﬂ@-[7pbpammdhn(2rgﬂﬂekyhgﬁhyphemyﬂiﬁpnbpsoyh¢ acid

pi peri di n- 4} -8t hgx Cc-aC 2: o-1-

P e o b=l et 190tk 4;@%@@ benge) caacifladl-§2y1 f=pl Ba bk

pi peridin-1- ﬂ‘@Fﬁ@%})?@ﬁﬁﬁﬂ%o%ymﬁéhYérﬁr@§F§n20 goida- [1-

(2- et hoxy- Qtaﬁthyi52ﬂqth&y1hEHuDQQLmétM -butyl) -1H- 1nd01 3-y1]- .
pi peridin-i % t. hoxy & ?eg20|c f 4-- [ 1-- thoxy ethyl)
PSPE ] Uor o- PIPFRAGHAS 1o 1B ey R AFny Y FTbtaphbR)§ SBifizorc mci 0’ 25 2-
(2-{4-19] 1- 263 4et[hoxp~eakhil)l bﬁtyumGnH—hhHomdeLyBJypiperldln 1-

pi peridin I tho zQi acid
2-(2-{4- [5§%%ehh%1q Heheps Sy 25 A) < 1k i ndol - 3-y1 ] -
pi peri di n- R- ﬁHr[étH@xyﬁhDGHzﬁthéér&H indol-3-yl]-piperidin-1-

ylmethyl}-benzoic acid
3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-1-

20  vylwmethyl)}-benzoic acid
4-{4-[1-(3-methyl-butyl)-1H-indol-3-y1l] -piperidin-1-
ylmethyl}-benzoic acid
{3-(2-{4-[1-(3-methyl-butyl)-1H-indol-3-yl] -piperidin-
1-yl}-ethoxy) -phenyl]} -acetic acid

25 [3-(2-{4-[1- (2-ethoxy-ethyl) -1H-indol-3-yl] -piperidin-
1-v1}-ethoxy) -phenyl] -acetic acid
[3-(3-{4-[1-(3-methyl-butyl)-1H-indol-3-yl}-piperidin-
1-yl}-propoxy) -phenyl] -acetic acid
[3-(3-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-yl] -piperidin-

30  1-yl}-propoxy)-phenyl]-acetic acid
[4-(2-{4-[1-(3-methyl-butyl)-1H-indol-3-yl] -piperidin-
1-yl}-ethoxy)-phenyl] -acetic acid
[4-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-
1-yl}-ethoxy) -phenyl] -acetic acid




2-(2-{4-[5-brono-1-(2-ethoxy-ethyl)-1Hindol-3-yl] 30
pi peridi n-1-yl }-ethoxy)-5-nethyl -benzoic acid
2-(2-{4-[5-chloro-i-(2-ethoxy-ethyl)-1Hindol -3-yl]-
pi peridin-1--yl}-ethoxy)-benzoic acid
2-{2-[4-(1-propyl-iHindol -3-yl)-piperidin-l-yl]- ethoxy}-benzoic acid 20
Novenber 2003 -100 2-(2-i4-[1-(2-iso-pgPpoxy-eth¥l)-IlHindol-3-yll-

pi peridin-1-yl)-ethoxy)-benzoic acid
27(2'{4f[|IQ3T§EqHO¥¥1Qﬁoﬂ¥£hyitbhEQPL:§H¥iﬁdol-3—yl]—piperidin—
plperldln-l-yli-ethoxy)-ben20|c acid & .

2- (2-{4-[ 1 L{LerRERYOSY hyPRenvi | udfet L PRUSI - 3-yI | -

pi peridin-L4yl(b~¢uhoxyX2bennek¢-aehdl) -1H-indol-3-y1] -piperidin-
2-(2-{4-[1:(25 [hOXébetpyl%%4-Ehgoroilg+£ndgl-3-y|I-

i per i di n- 1- 1) - BeRBRyY! 5PhEEHRYI S BEREST c2atTd

2-(2-{4-[] 2¢22etlhoxy-ptrhptP-dnpludHeihdbl ndeylB-pipetddin-1-vy1] -

pi peri di n- et = 4- ppt Roxy- benzoi c acid
2-(2-{4-[4%F¥E%¥2-Pg§%§ﬁétﬁgig-eth I)-1Hindol-3-ylj-

pi peri di n- 2-PRFNELhéxy - Kén érélaégdmethyl-butyl) -1H-indol-3-yl]-
2-(2-t4-[4phpueraih-62 igtng rﬁlgybhehtﬁ!HQQb SoMhk- acid

20 November 2003

D (o . [ 4P e PRy S e RS g L ing ) P i PRcibpt Bagpa-5-vL) -

pi peril@i n- phghpxel hpxypyd]rptibexydbanzeyt) atidindole _ _

S L1 SO e 0 LSO kPSS pers anote aciS,

' 7-{4-[ | - (Rhenhsyy-prhyy)Feibadatis-¢+vipr pEriddale- yl)- heptanoic acid

3-(3-{4-[|1C%3ehﬁeﬁylebh¥&i)thg@d?h:§4¥kaD£E€£EQBT:5—y1)—
1-yl)-propoxy)-propionic_acid 25 : )

2-(2-(4-[I Pklzn@f%x?r@wﬁyP?Pﬁﬁﬁw:14FwhdbﬁrgnWﬂe

pi periidi n- 2-ybl{ethoxyp-brABkiyeth9N?0ECmathdxy-1H-indol-3-y1] -

2-(2-(4- 160000077, (2- et Roxyn gLy b= kithadoha ¥t b acia
2-(2-{4-[1-(2-ethoxy-ethyl)-5-fluoro-1H-indol-3-y1]-
piperidin—l—yl}—ethoky)—G—fluoro—benzoic acid
2-(2-{4-[1- (2~ethoxy-ethyl) -6-fluoro-1H-indol-3-y1] -

20 piperidin-1-yl}-ethoxy) -6-fluoro-benzoic acid
2-(2-{4- [5-bromo~1~ (2-ethoxy-ethyl) -1H-indol-3-y1]-
piperidin-1-yl}-ethoxy)-6-fluoro-benzoic acid
2-(2-{4-[7-bromo-1-(2-ethoxy-ethyl) -1H-indol-3-y1] -
piperidin-1-yl}-ethoxy) -6-fluoro-benzoic acid

25 2-{2-{4- [5-chloro-1- {2-ethoxy-ethyl)-1H-indol-3-y1]-
piperidin-1-yl}-ethoxy) -6-fluoro-benzoic acid
2-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-
1-yl}-ethoxy)-6-fluoro-benzoic acid
3,5-dibromo-2-~ (2-{4-[1- (2-ethoxy-ethyl) -5-methoxy-1H-

30  indol-3-yl]-piperidin-1-yl}-ethoxy) -benzoic acid
3,5-dibromo-2-~(2-{4-[1- (2-ethoxy-ethyl) -5-fluorc-1H-
indol-3-yl] -piperidin-1-yl}-ethoxy) -benzoic acid
3,5-dibromo-2-(2-{4- [1- (2-ethoxy-ethyl) -6-fluoro-1H-
indol-3-yl}-piperidin-1-yl}-ethoxy) -benzoic acid




pi peridin-1-yl)-ethoxy)-benzoic acid
2-(2-(4-[6-brono-1-(2-ethoxy-ethyl)-IHindol-3-yll 30
pi peri di n-1-yl)-ethoxy)-5-nmnmethyl -benzoic acid
(2-(4-[1-(2-ethoxy-ethyl)-IHindol -3-yll-piperidin-
1-yl)-ethyl sul fanyl)-acetic acid
(4-{4-[1-(2-ethoxy-ethyl)-IHindol-3- ygé pi peri di.n-
1-yl)-butyl sul fanyl)7acetic acid 20 Novenber 2003 -101

3-{3-[4-( Lmethyl 3y x 1H.
élpérldln T §%fipro§§¥y”qﬁﬁﬁﬁ ﬂg:gggﬁk ac FLEthO y-ethyl)-1H

(4-{2-[4- (:EJ’(%I <=§|crr}'édylpﬁta@tewld>i ddI-e3hgrgy) -benzoic acid

pi peridin- % w-hl@ﬂw&}z e nl-)[fr-a%trdoclacazdeir&y{ &thyh4--18-
(1- cycloprop qpt yl-1 H-1ndo] - &b

plperldln %ﬁ 3QYF”§W§HFPP'&C Jc%&EQTY -benzoic acid

--[4-(51- pentsyldﬂ}dﬁdmdm @\{l4)-[pi-pler-etinwxd ettt - ibelAeize yagi-d

54 (6 el ien U 00N il el n-1 - 10

yl et hyl ] - PaFsA-S i earnody IS e

3-[4-(6-TI @or(@ﬂ{%e[rﬁ-}/ﬂz-laﬂhqxdfolet@yyll y-6piferdndi-AH-iaddglretvill]- - benzoi c

acid 2- (4i¥erildin-(ls y}C-le‘%@logﬂMl tn@ﬁlhy:hH‘He@%lé i -

plperldln--l y1] but --phe nyI) nmet hyl - proplonlc acid 15

D 4 ( 12y e oy ISR L A oGP p B Gl 2 -y 11

gl{szgp?iﬁhpé%ﬂﬁﬂﬂ414ym e§ﬁ3#Y) -5- methyl -benzoic acid ’ )-b _
C ex th in [ et hoxy) - benzoi c

acid 2- (2- (Z ﬁ% [(12@1 |1)) %tﬁ‘djgﬁﬁ’“éq{ﬂﬁnh"lz‘@]‘ytﬂ‘ Y

pi peri di n- pq@éﬁuﬁﬂnn@ﬂyﬂﬁﬁﬁmhamyacMdnethoxy -benzoic acid .

2-(2- {41 1L, Zqz;)r{%p BY PRS0l Wi ndo1 -3-y1) -

pi peri di n- et hoxy Denz

2-(2-{4- [1H121943?3<§3§6k>ﬂ—"é{1ﬂy18)t1@1-1/ ndoimedhepy-Fesedig meid
1-yl}- EﬂhOKN)QhQWUWSLB¥BM$J¥i 2-ethoxy-ethyl) -1H-indol-3-yl] -

4- |(§ (4-1 1p(12 e%:tlréiol)g q i )etjhlgxly dof met¥101xyp e%rzlo(ilcn a]bj}g ) ) Et hoxy) - benzoi ¢
2-(2-{4-[7-bromo-1- (2-ethoxy-ethyl) -1H-indol-3-yl] -
piperidin—l—yl}—ethoxy)—4—methoky—benzoic acid
2-(2-{4-[5-chloro-1- (2-ethoxy-ethyl) -1H-indol-3-y1] -

20 piperidin-1-yl}-ethoxy)-4-methoxy-benzoic acid
2- (2-{4-[1- (2-ethoxy-ethyl) -5-methoxy-1H-indol-3-y1] -
piperidin-1-yl}-ethoxy)-benzoic acid
2-(2-{4-[1-(2-ethoxy-ethyl)-5-fluoro-1H-indol-3-y1] -
piperidin-1-yl}-ethoxy)-benzoic acid

25 2-(2-{4-[1-{(2-ethoxy-ethyl)-6-fluoro-1H-indol-3-y1]-
piperidin-1-yl}-ethoxy) -benzoic acid
2-(2-{4-[5-bromo-1-{2-ethoxy-ethyl)-1H-indol-3-y1]-
piperidin-1-yl}-ethoxy}-benzoic acid
2-(2-{4- (5-bromo-1- (2-ethoxy-ethyl)-1H-indol-3-yl]-

30 piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid
2-(2-{4-[5-chloro-1-(2-ethoxy-ethyl) -1H-indol-3-yl]-
piperidin-1-yl}-ethoxy) -benzoic acid
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2-{2-{4- (1-propyl-1H-indol-3-yl) -piperidin-1-yl]}-

ethoxy}-benzoic acid



2-(2-{4-[1--(2-ethoxy-ethyl)-1Hindol-3-yl]-piperidin-1-yl}-
et hoxy) -benzoic acid 2-(2-{4-[1-(3-nethyl-butyl)-1Hin - 3- vyl 1-pi-peridi n-
30 1-yl)-ethoxy)-benzoic acid %Nover%bcl,r 208
2-(2-(4-[1-(2-nmethoxy-ethyl)-1Hindol -3-yl]-piperidin--
1-yl)-ethoxy)-benzoic acid 2-{2-[4-(1- aI I yl -I H i ndol -3-yl)-piperidin-1-yl]
et hoxy) - benzoi ¢ acid 20 Novenber 2003 -3p2 2- (2-{4- [1- (2-ethoxy-ethyl)
-5-- et hoxy | H i ndol - 3 yl'] - piperidin-1-yl}-ethoxy)-5-nethyl-benzoic acid
2- (2-{4- BP (%2 h??g 8ty bt nylkindohddiyblyi] -

}- et hox yP

pi peri din- 1-- benzoic acid 5 2-(2-14-[7- brono-I-
(2-ethoxy-e 151H=un@0l ~3thbky) -bphpeiicdkaid- yl } - et hoxy) - benzoi ¢ acid 2-
(2-{4- [1- yet y ! bodaho3-yli1s -

pi peri di n- 1- (@ “étpﬁx& g }éH%CI ° ¥

2-(2-(4-]1- (pZ—p@Ih@iﬁyl-éI M )~£5IIDPCN@F§BF1FI9|1ﬁd6P1§ yl] 10

pi peridin-1-yl th O4)L) A-JPRINRPOELPENZ 0l4C faibito21 H( 2ndbd-3F ¥ ] -
(2- ethoxé; et2h )2) -7 matﬁﬁﬂl-ll—l-ln res

d | - 3-yl di n- 1-yl th b
acid 2-{2- [Mpgridim -}41#: %E)TP/CJ& pérlﬁl%I i LI 1 E]yl ] y-}etehogi(/{) beﬁ%lolcc
acid 15 2-{Z. (A 4(JflheeglJedebxyt1@ﬂhya)yl4)—flpuop@r-llélli Angoy-p-y1] -
oi por ; (i EGQZri’Aiqcea‘ch&%- AR BB el 07| 1 Tndol =371 -
2-{2- 4- (1Hmdm{43-m)eamqoﬁm>m-mtmw)] ~detfoyepr- 130 ipeRZoRc Yadid 3-{4- [1-
2- th id
o Bl e ooy L oo o
1-yl } - et hoxyd= 62 nft ol ad d“eé?i}“?cy‘[ Y(4- 1{}er‘fif “Cs¥&tRoxy- et hyl )
-1H-i ndol - 3- ﬁiﬂexldln 1-yl}-ethoxy) -benzoic ac1d

2- (2-{a- {4-fluoro-1- (2-methoxy-ethyl) - 1H—1nd01—3—y1]—
piperidin-1-yl}-ethoxy) -5-methyl-benzoic acid
15 2—(2—{4—{4—f1uoro—1-(2-methoxy-ethyl)—1H—ind01—3—y1]-
piperidin-l—yl}—ethoxy)—4~methoxy—benzoic acid
5—{4~[1—(2—ethoxy—ethyl)—1H—indol—3—y11—piperidin—l—
yl}-pentanocic acid '
6—{4—[1—(2—ethoxy—ethyl)—1H—indol—3—yl]—piperidin—l—
20  yl}-hexanoic acid
7—{4—[1—(2—ethoxy—ethyl)—1H—indol—3—y1]-piperidin—l«
y1l}-heptanoic acid
3~(3—{4—[1—(2—ethoxy-ethyl)—1H—indol-3—yl]—piperidin—
1-yl)}-propoxy) -propionic acid
25 2-(2-{4-[1-(2-ethoxy-ethyl) -7-methyl-1H-indol-3-yl}-
piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid
2-(2-{4- [6-bromo-1- (2-ethoxy-ethyl) -1H-indol-3-yl]-
piperidin-1-yl}-ethoxy) -benzoic acid
2—(2—{4—[6—brom0w1—(2—ethoxy—ethy1)—lH—indol—B—yl]—
30 piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid
' (2—{4—[1—(2—ethoxy—ethyl)—1H—indol—3—yl]—piperidin—
1-yl}-ethylsulfanyl) -acetic acid
(4-{4- [1- (2-ethoxy-ethyl) -1H-indol~3-yl]-piperidin-
1-y1l}-butylsulfanyl)-acetic acid



pi peridin-1-yl}-butyryl)-phenyl]-2-methyl-propionic acid 1-
(2-ethoxy-ethyl) -3-- (1-{3- [4- (2Htetrazol-5-yl) -

phenoxy] - propyl } - pi peridi n-4-yl)-1H1i ndol e 20 November 2003
2-{2-[4-(1-cycl opropyl net hyl -1 Hindol -3-yl)-piperidin 30
1-yl]-ethoxy}-benzoic acid
3-[4-(1--cyc|opropy|nethyl-lFLindoI--%hxl)-piperidin-I- yl net hyl ] - - benzoi c
acid (4-{3-[4-(1-cycl opropyl net hyl -1 H’i'ndol - 3-yl ) - pi peri di n-
1-yl]-propoxyk=phenyl) - ' [ oygn 003,,7103 14. A process for
prepari ng gécgﬁpggng5ag?ﬁ%%?%g@??ﬂeggx$b¥ﬁgP§§O§hg ﬁ%gceding cl ai ms, which
process coRpPEE&§ineayYRydPEPpoKrrd-RheBrpduadebictaehdl a (V) At-W- A2- R4
1 NOS Wher(@'—@:zal[é—@rp%loé%o%ﬁ}@m@ﬁﬁ&@—@ﬁ—ﬂﬁﬁb@eg—ymC| aimland R is a
- COCRS groug where RS |% a Ik%I gig;g, or (b%_reactlng with an azide
a compoundPdPEFSAATr & ¥V y et iREY ér REERY L RpacREIc p3Cidd Ware as defined in
claim® and3R{2-i[g-d1Rcytlbergpglpethl -18-i4d62-8h{DJ o- et hoxy) - benzoi c
acid tert-butyl . .ester,2+-(2:chleroseth -benzoic.gcid methyl ester, or
13- (5 et RORSEaER S Ty S r P ey T BB A RE e e oosi 1 on' conphi o1 ng
a conpound3adéordirpgntyl-aHyiodeloB -glairpmsperidin3lnikedthyih-a

phar maceut p,ealLY -~ 1a;gcceptable diluent or carrier. 17. A conpound
according to any one of clainms 1 to 13 or a conposition according to claim
16 for useSii4a (fefhyaroof -Peakthent-éhdehe3hikhinPéPeradiar Lbody. 20
Novermhgr 2QQ@eth@4]18urbne20tazpesipoundcagcording to any one of clains 1

to 13 or a,cqqpqgl thon,acGording, te,uclahm 18 Loy Lhe. iain-
1-ylmethyl] -benzoic acid _
2-(4-{4-[4- (1-cyclopropylmethyl-1H-indol-3-yl) -
piperidin~1-y1]-butyryl}—phenyl)—2—methyl—propidnic acid

15 3-{3-[4-(1-cyclopropylmethyl-1H-indol-3-yl) -piperidin-1-
yv1l] -propoxy}-benzoic acid
2-{2-[4- (1-cyclohexylmethyl-1H-indol-3-vl)-piperidin-1i-
yllethoxy}-benzoic acid
2-(2-{4-{1-(2-allyloxy-ethyl) -1H-indol-3-y1] -

20 piperidin-1-yl}-ethoxy)-benzoic acid
2-(2-{4-[1-(2-prop-2-ynyloxy-ethyl) -1H-indol-3-yl]-
piperidin-1-yl}-ethoxy) -benzoic acid
2-(2-{4-[1- (2-propoxy-ethyl) -1H-indol-3-yl] -piperidin-
1-yl}-ethoxy) -benzoic acid

25  4-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-1-y1}-
ethoxy) -benzoic acid
2-(2-{4-{1- (2-ethoxy-ethyl) -1H-indol-3-y1] -piperidin-1-yl}-
ethoxy) ~benzoic acid
2-(2-{4-[1- (3-methyl-butyl)-1H-indol-3-yl] -piperidin-

30 1-yl}-ethoxy)-benzoic acid
2-(2~{4-11- (2-methoxy-ethyl)-1H-indol-3-yl] -piperidin-
1-yl}-ethoxy)-benzoic acid
2-{2-[4-{(1-allyl-1H-indol-3-y1) -piperidin-1-y1]-
ethoxy}-benzoic acid |
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2-(2-{4-{1-(2-ethoxy-ethyl) -5-methoxy-1H-indol-3-yl]} -
piperidin-1-yl}-ethoxy) -5-methyl-benzoic acid
2—(2—{4—[7—bromo:l—(2—ethoxy-ethyl)—1H—indol-3—y1]—
piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid

5 2-(2-{4-17- bromo-1- (2-ethoxy-ethyl) -1H-indol-3-y1] -
piperidin-1-yl}-ethoxy) -benzoic acid
2-(2-{4-{1- (2-ethoxy-ethyl)-5-fluoro-1H-indol-3-yl]-
piperidin-1-yl}-ethoxy)-5-methyl-benzoic acid.
2-(2-{4-[1- (2-ethoxy-ethyl) -5-fluoro-1H-indol-3-y1] -

10 piperidin-1-yl}-ethoxy) -4-methoxy-benzoic acid
2-(2-{4-[1- (2-ethoxy-ethyl) -7-methyl-1H-indol-3~yl]-
piperidin-1-yl}-ethoxy) -benzoic acid ,
2-{2-[4- (1-butyl-1H-indol-3-yl) -piperidin-1-yl]-
ethoxy}-benzoic acid

15 2-{2-[4-(1-hexyl-1H-indol-3-yl)-piperidin-1-yl]-
ethoxy}-benzoic acid
2-{2-[4- (1-cyclopropylmethyl-6-fluoro-1H-indol-3-yl) -
piperidin-1-yl}-ethoxy}-benzoic acid
2-{2-[4- (1H-indol-3-y1l) -piperidin-1-yl] -ethoxy}-

20 benzoic acid
3-{4-[1-(2-ethoxyethyl)-1H-indol-3-yl]-piperidin-1-yl}-
propionic acid
2-{(2-{4-{1-(2-ethoxy-ethyl) -1H-indol-3-yl] -piperidin-
1-yl}-ethoxy)-5-methyl-benzoic acid

25 2-[4-(4-{4-[1-(2-ethoxy-ethyl)}-1H-indol-3-yl]-
piperidin-1-yl}-butyryl) -phenyl] -2-methyl-propionic acid
1- (2-ethoxy-ethyl) -3-(1-{3-[4-(2H-tetrazol-5-yl) -
phenoxy] -propyl }-piperidin-4-yl)-1H-indole
2-{2-14- (1-cyclopropylmethyl-1H-indol-3-yl) -piperidin-

30 1-yl]-ethoxy}-benzoic acid
3-{4- (1-cyclopropylmethyl-1H-indol-3-yl}-piperidin-1-
yvimethyl] -benzoic acid
(4-{3-[4- (1-cyclopropylmethyl-1H-indol-3-yl) -piperidin-
1-y1]-propoxy}-phenyl)-acetic acid
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14. A process for preparing a compound as defined in

any one of the preceding claims, which process comprises

(a} hydrolysing a compound of formula (VI)

| f‘1"W'A2'R4
N

wherein R', R?, A!, A% and W are as defined in claim 1 and R*
is a -COOR® group where R’ is a C,., alkyl group, or

(b} reacting with an azide a compound of formula (VI)

wherein R}, R?, A!, A? and W are as defined in claim 1 and R*
is a nitrile group. _
.15. 4-{2-chloro-ethoxy)-benzoic acid tert-butyl

ester, 2~ (2-chloro-ethoxy) -benzoic acid methyl estert‘of“
4-[1-(2-ethoxy-ethyl)-indol-3-yl] -piperidine.

16. A composition comprising a compound according to
any one of claims 1 to 13 mixed with a pharmaceutically
acceptable diluent or carrier.

17. A compound according to any one of claims 1 to 13
or a composition according to claim 16 for use in a method

of treatment of the human or animal body.
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18. Use of a compound according to any one of claims
1 to 13 or a composition according to claim 16 for the
manufacture of a medicament for the treatment of allergic
diseases inciuding bronchial asthma, rhinitis,

conjunctivitis, dermatosis and urticaria.




