20 Novenber 2003 (54) Title: 1 NDOLYLPI PERI DI NE

DERI VATI VES AS ANTI H STAMENI C AND ANTI ALLERG C AGENTS h% %é Ang act:

| ndol yl pi pcri di ne conmpounds of formula (1) wherein: 9 ¥ %ﬁ

al kyl ene, al kyl eneoxy, al kyl enerhi o, al ka. noyl or hydroxyalkylene group;
A" represents a single bond, an al kyl ene or al kenyl ene group: Wrepresents
a single bond or a pbenylene 0 or furanyl eue group which is unsubstituted
or substituted by one or nore hal ogen atons, al koxy groups and/or al k-yJ
groups: Re >-1\TRANESENis: @ iydr ﬂrAsz\haé%%e 00 O r al koxy
oup_ and P.' represents a carbox T } t present
i nvention provides novel indol ds havi ng |nproved

ana. histarn.ne and antiallergic activity. 20 November 2003 -1

INDOLYLPIPERID&%E DERI VATI VES AS ANTI H STAM NI C AND
: present invention relates to novel indolylpiperidine

5 compounds and pharmacologically acceptable salts thereof
which have antihistaminic activity and antiallergic activity
and are useful as medicaments for the treatment of bronchial
asthma, allergic rhinitis, conjunctivitis, dermatosis,
urticaria and the like.

10 The present 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
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(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



ANTI ALLERG C ACENTS The present invention relates to novel

i ndol yl pi peridine 5 conpounds and pharmacol ogi cal |y ag¢ Btableziﬁbts

t her eof which have antihistamnic activity and anti all @ ¥eTahgT] and
are useful as nedicanents for the treatnment of bronchial asthma, aIIerglc
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, pharnmaceutli cal conpositions useful for the
treatnment of allergic diseases and bronchial asthma which conprises an
effective anount of the indolylpiperidine conpound. 15 Sever al

anti histam nics and antiallergic agents known whi ch have

i ndol yl pi peridine stru donIplperldlne conmpounds
represented by H

OR' and n = 2-
Furthernore, as co
di seases, EP 224919
follomnng formula 20 3 -2 RBR (wher =s0pt . subst. am no; R2
= H, |ower alkyl or aryI R3 NO2, opt. subst.am no, éH or | ower al koxy;
A = lower 5 alkyl ene; Q = H or, hal ogen) Most of these conpounds are
characterized as antiallergic &gents useful for treating allergic asthm,
rhinitis, conjunctivitis and urticaria. Current antihistam nes cannot be

Cons'derengQrQenglE%t.subst.amino; R, = H, lower alkyl or aryl; R

2

bed in
seful f treatnent o |l ergic

descr
ounds

3
= H, NO,, opt.subst.amino, OH or lower alkoxy; A = lower

5 alkylene; Q = H or halogén)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.



10 satisfactory froma safety point of view and problens remain wth
respect to adverse reactions such as sl eepi ness, sedaﬁSﬁn hgdkgﬁépsia,
nydriasis, palpitation and arrhythma mediated throug RYFP 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 0. i ndol yl pi peri di ne conmpounds havi ng i nproved
anti hi stam ne 5hd£u5ﬁ Fal | b?%tﬁﬁ¥i&ny?h?hépﬁ?%ggﬁt THVRRELOR BFsko

provi des nowetide rrdaleylhgich drardipre eaipourds icetpdirid .o their |ack of

| i pophilic properti al t.totally unable ta penetrate 25 into.the
brain and hencé '1ac %gggf[Sgggggéﬁﬁaﬂﬁer?egF?Yl%F TP ATE DR Lndtkr st ood
that the EOHPOFAIIS OB cPARTpEesenan ¢ hieeritison amvwentr efuseddcavdpovadsul ar

si de eff ects. 26, Naxenbesa003 wich fuiidieropLeati va dledhepregent
|nvent|on_|scﬁo provide a nmethod for preparing said conpounds. et “anot her
obj ect i ve FEAY LR EFTdE 18 REFRREBGS ERPTeEsRPES PYofiheohprisiagT anre

ef f ecti ve paeudiedof: sai d conpounds. | n accordance with the present

i nvention, novel indolylpiperidine conpounds represented by the fornula |
are provided A -WA2-R3 (I) wherein: A repre§ent? an al kyl ene,

al kyl eneoxy, al kyl enet hia, 10 al kanoyl Aor WydAOx\RAT kyl ene group; A2
represents a single bond, an alkylenﬁgbr al kenyl ene group; Wrepresents a
single bond or a phenylene or fura e

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



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

at ons, al koxy groups and/or al kyl groups; Rl represent at om or
an al kyl, al kenyl, al kenyl, al koxyal kyl, aIkenyloxyalggﬁpoéﬁé§ﬁ§#gxyalkyI
al koxy-al koxyal kyl , phenyl al kyl group wherein the phenyl ringis
unsubstituted or substituted by one or nore 20 hal ogen atons or al kyl,

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

cycl oal kyl gl kyl™ group wherein the cycloal kyl group is unsubstituted or
substitut €d by THE S hfore R¥fegefatsndialagefl rdupSr oRlalKdwy. xor
Novenber 2003 -AkgrQupsioud? drepresents a hydrogen or hal ogen atom or an

al kyl or | kox roup; and R3.represents a carboxyl groyp or a tetrazolyl

group; g?and %ﬁ?gfrensae%etust iacé:lali?oé"g'(}e&é’bllpe Zalft stet%@rzg’&fytil FHME ‘above

formul a (13nd lphaadriarisut iadadyllve meceralkdry s a lalk emdrend,. al kynyl ,

al kyl eneoxy, ,thyghgnetgbgve aI@@yaqﬂ?hxggoxy@ﬁgylggﬁqﬁndéﬂ (Y, Jr oups
re ) n

mentioned in ation to _the grougs , ‘Rl and L’n 't he ¢conpounds of
10 the inAEdtEOH, may <E8YBeaschedlsrngls ai ghky hadeaxe. prefier bprgthid oner

al kyl, al kendnon al kyayb=yi Ryl 8 hat ia§koﬁgntf1§4<£ﬂ;§gg HRntQoheBNdin
partlculan%y up to 5 c%%gons atons, The cycl oal kyl group nmentioned in

rel ation 6 REYY % “HordrStPpotyeyeri & 3Bteikr 4Bt o oMY @F ¢ and
most 1% prief enakhy imanooxgl be. bidvectoad |alskya igheupnpr &f-erpbd §e €5Mhai ns

carbon atons. I'n accorddnce W ano nt
i nventi on,Cari@ ipigsemt itev éntainsh pardvicdés rd ymetphda fSorcar2@nsr epgamisng t he

conpound repr eseft @4 AU Jup HRAREEALHANEE AhLR 18T caNRtheL, 1e
enbodi ment of the E%gsent invention, t present invention provides a

he C
phar maceuti®q O oRPO¥FYFoACecorRis § P lan BPREctIW ePafbtht C oRGhanetpound
15 preferably monocyclic. The c¢ycloalkyl group preferably

from3 to b4y, JI0r e ﬂ}g er abﬁ’k%rﬁ]yof” 3?%;% ?%%gg'ilrrmérsﬁoj“o ritee{%sgrg&g{aeg rolng; 3to 7

contains from 3 to 14, more preferably 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



represented by fornula | together with a pharmaceutically 25 acceptable
carrier or coating. In accordance with a further enbodmgﬁggemgépﬁqggesent
invention provides a method for treating an allergic drsease ronchi al
asthma conprising the step of adm nistering an effective anount of the
conmpound represented by fornmula I. 30 In accordance with a further

enbodi nent, the present invention provides a use of the conpound
represented by fornmula I or the pharnﬁééutical conposition descri bed above

for the na e of t for treat of allergic diseases
i ncl udi ng %jl’:l%%g%‘ll %1 A gah e, rhi ﬁ{&l SOXY@&%P'EﬁBﬁ VFd Yloeer?"?ﬁtjd%%§oélﬁd
urticaria. FurtHerP¥eieTred combodvantafeshofithenpres et rieptentner wil |
become appaiggte froma tdhe Qe@crlaplt]t Pr rrbodl nment which

fol | ows, vvheﬁ@r ad in_the Light of I"l?]rpé {galthte%fc-“‘ng’l&%rllzexn?1 s Sand FRef er ence
Exanpl es. In pr e?’f%]aejé%%o‘ﬁﬁﬂ@@élﬂdﬁ hefi hb@nth@ﬁnMOﬁeHr sspmeseans2@

Novenbeb 2ﬂ®6an}51mé<y§;ﬁdﬂﬁ?p atky! gn@ﬁyyenEygfeﬁgsatuﬁyhﬁngs%néhh\élc%@ﬁ&ﬁ' 0
A2 represents a single

group. %p gu rrledugé)crirp unds of t i nvention
bond or a AT kYT ehe” oPY 2 Q) ketr’lﬂﬂ NI Yrigtp. TRt pFERer PEdbEEmpBENdS of
t he i nventaomay m@mbeslelgtr@u@s B&xf meahykgngr@u@yp of @mh%yhgagrggggg whi ch

i's unsubstdyitued ; 0ro 3%!#3035 t one two fluorine, chlorjne or bromne
atons, met hyl 'grloups o(?(g groub%verll?l?\ﬁ-‘l‘T’h%’éeh?ld@ré?ofiﬁl‘e?hétlanl n

corrpounds of Stlﬁglian\)ﬂé?rﬂcifont%ﬁert@i&mtﬂl&rse obherfurteryl enesi ggbepbodnﬂg bhe

henyl eme gm:,g‘w de 0 10.s ti e Az in the
(F:)aseyt hat S %,HZI r!gygzx‘bolilﬁfthdm}l),IRSBgt grrtlylﬂ%% ft:\lr%t‘aat :1151%360 ﬁEl%sfll Fﬁpg%?e ring

posi ti ons PPl at vE&tt %‘Wa&?rﬁtlﬁ'éﬁ'thfbro%x%%ﬂi@quﬁbhe 3ring peditions
conpounds wHlathierd n‘?tl@nbla@h Vit N EBe @I&%‘%Il@nel or. fug anyjlren_le 41 ngla
/ or

[y Cher oubshidas for expal o,y bal poen Lo st Sl gioups andior

remai ni ng fté’\ﬁdm]@bd@errwgl i sofisrohet heubbsmiruted for example by halogen

15 atoms, alkyl groups and/or 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 RZ

may be attached at the 4, 5, 6 or 7 position of the indolyl
nucleus.



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

al kenyl or alkynyl group, a C2-, al koxyal kyl group, 2 )
al kenoxy-al kyl group, a C3_, al kynoxy-al kyl group, C§?®°&§n85r2003

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 mhereln t he
cycl oal kyl group is cyclopropyl, 25 cy@obutyl, cyclopentyl, cyclohexyl,

cycl oheptyl or decalin ich is unsu tuted or subs |tuted by one or
nor e hal ogen ypaﬁspr%¥errm$k9?m%?u%%?Hﬁifk§WBﬁﬁ§ Tafid et hBCSFKYT Wikl of the
cycloalkyhélkﬁprgseup8|§anmehhyéaag(Hénhﬁﬂﬁneprppmbgmener mudyleane., 30 In
preferred_g of th \§ |on resents a quorlne
chlorine & Q%BQh]H% atom%r}e})1 hyl or ﬁgFﬁ0xy}@roup ¥?P%§FP
understoo&YﬁﬁQﬁYbH@Y&@B@blt%@hﬂl$uﬂfaﬂmﬂ-b@ratbahhb@uhianhb 4pxﬁw>6 af 7
posi ti gn Qfao&agehagoéy&,m@wlt%aﬁi &Oamgewﬁénéooé’»chﬁé@ée ﬂ%&é

ene

conpounds of ose in whic rep-resents ‘a

et hyl ene, mﬁFBﬁ}PéhgleBmylP‘éwélen%é?ﬁ ﬁ%ﬂ@@%@ép eWhWEﬁ%@@@tS an

propyl eneanmbshydnewbut yEamany@telﬂsél sul f@mwuwtlmﬁaécsul fagﬂ'l/ényglré}w A2 5
represents.a S|n ? th et hyl ene, | en

et hyl ot hyRERECPAREYLERE o BCRERJFERE Y aHT, W Spne  or
unsubst i t needokyphayplénaee @nsm@stutUUQQHmh&nykene hyﬁt@@@ﬁph&ﬂmIQQEa.

di br onpph pheny, ﬁﬂg r yphepyl ene gr resents
a hydgggeﬁgx#gn1or ?%ipro&ﬁ Jﬂyl g%%% at'yl HX Y?r hgxé?y he ﬁﬁl, 2-
nethylproE?FhYéPﬁ@PHQLbuﬁymetéVﬂVMtYénop@ﬁﬂwl:pr@GwmﬁnyldnﬂﬂnngMnYWI,

net hoxypr aeYhox et bR¥Y et ¥t hoRYEPEXYE! hé/&hoﬁ@thﬂ ORPXNSE YAt hyl | iso-
prop- 2- yn | ox eggghﬁ% prop- 2- enyl oxyet hyl, . met hoxyet hoxyet hyl",
h

4-f1 uorob 599 x oxyﬁéﬁ?y Yﬂy@PéYﬁFhfé butiFFﬂm%ﬂﬁﬂyloxyethyl
4-benzyl omybhazyéthéxyrethpwmhcfmabebméhzquy@m@w@wmhbyl, 4- (tert-

CyCIquopglgyfylbe52§¥C|Oprog% ygg&ybenzyl 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



group; R 2 represents a hydrogen, fluorine, chlorine or bromne atomor a
nmet hoxy group, and Ri's a-carboxyl or a tetr%;@hygméggy6e? 20 The

nmet hyl or

phar macol ogi cal |y acceptable salts of the conpounds o

€ presen

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, d%

25 sulfate, nitrate, phosphate, and organic acid addition

mal eat e, fumar citrate, oxalate,

salts such.,as, for exanmple cetate, at e,

succi nat e “ar EPEYE” ﬁggﬁfg?gnaﬁﬁ@T%&%, “HetWﬁﬁéshp?iﬁgfe,e%ﬁﬁFlomers

p-tolreneSHtkmmhr@-Enanpbéslaéymﬂetaykatidﬁﬁﬁ&éfé@igaTéﬁsirm%%rkﬁﬂqméganic

30 salts . r LUMm .. Dbot assi cal cium an ammoni um

ol e g lorhed Al nEXBBLE SATLHE ofRLESEAtTluEBh ) RS oo B o

ethandlanﬁ#@,PNFNE@KaMWVﬁ@ﬁéPWanOIanine, triethanol ani ne and basic

ami noaqj ds sal b3 .chBhgrcomoupds et Lhe GRS LRISBLAN S &gt by 20
b I nclu

Novenber 2003 -7 the above-described fornul

may | enanti oners

dependi ng t6% HETeTHs yIRERM A Ot Hhakiee ebhgoferdowing siamplcandssonits and
mxtures efrckhetd serensibal kit hck bhei1saepedoto theskr esambiikedvention. 5
Al t hough the preferred indolyl pi peridi ne conpounds of the present
invention include the follow ng conpounds, the present invention will not
be limted.tto thdge {éxdiplesfluoro-benzyl) -1H-indol-3-yl] -piperidin-1-

2-(2-{ [1'(4'%ggq%QhQ§%3%EEh%Q&E”Q%EHS'yl]'piperidin'l" 10
& :

yl ) - et hoxy) - be

iCc aci

2- (2-[ 4- - Ex-peRrtyP-I[A-i(AdBEN8 YY1 HpiipdpildBnyl) yblirestiHoxyk-ydhzoi ¢ acid 3. -
4-{4-[1-(2-eth@%ﬁbg%hybgn%gigng@gaB-yI] -piperidin- 1-yl}-butyric acid 15

4. - 3-(3-{4-(1-(4-f
1-y|)-éro okg)ﬁgiﬁ

15

20

25

4.

10.

11.

12.

13.

uor,0- benzyl ) - 1Hi ndol - 3-yl ] - pi peri di n-
zépc(86p8h0¥ylethyl)—lH—inéo&—gfgl] -piperidin-

1-yl}-butyric acid

3-(3-{4-({1-(4-fluoro-benzyl) -1H-indol-3-yll -piperidin-
1-vyl}-propoxy) -benzoic acid
4-{3-[4-(l-pentyl-1H-indol-3-yl)-piperidin-1-y1] -
propoxy}-benzoic acid

2-[2-(4-{1-[2~ (2-methoxy-ethoxy) -ethyl] -1H-indol-3-y1}-
piperidin—l—yl)—ethoxy]—benzoic acid
3-{2-({4-{1-[2-{2-methoxy-ethoxy) -ethyl] -1H-indol-3-y1}-
piperidin-1-yl} -ethoxy] -benzoic acid
3-(2-{2-[1-(4-fluoro-benzyl}-1H-indol-3-y1l]-
piperidin~1l-yl}-ethoxy) -benzoic acid

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

3-(2-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-vy1] -
piperidin-1-yl-ethoxy) -benzoic acid
4-{2-(4-{1-[2-(2-methoxy-ethoxy) -ethyl) -1H-indol-
3-yl}-piperidin-1-yl) -ethoxy] -benzoic acid
4-{2-{4-(1-pentyl-1H-indol-3-yl) -piperidin -1-yl]-
ethoxy}-benzoic acid

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



5.- 4-{3-[4-(1-pentyl -1 Hindol-3-yl)-piperidin-1-yl]-- propoxy}-benzoic
acid 6.- 2- [2- (4-{1- [2-- (2-nmethoxy-ethoxy) -ethyl],s i 25yl }- 20
pi peridin-1-yl)-ethoxy]-benzoic acid 7.- 3- [2- (4-(1<2%é5hﬁﬂﬂ920§3
(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-IHindol-3-yl) -piperidin- 15¥I] - et hoxy}-benzoic acid 10. -
3-(2-{4- [1 (2 ethox et yI) 1FL|ndoI -- piperidin-1-yl-ethoxy)-benzoic
acid 11.- % [%- 3(4 (- (431 Uefonéﬁﬁéy})etlﬁow)iolét?’hw]] ~ 1 Hindol - 30
?| yl}-pi Pelrldl rzz(fjﬂpewl)dlei hoxy]}-berpoi ) gkt 252 c- ﬁh@z (4- Cia
penty i er| -1- 0X enz ic aci - 2-
[3- (4- Fﬁ_ E qi ﬁéthox%Pe HGXy?n Eéﬁ F%'Yl plp%%l 1-

-1H—|ndol 3- ylﬁdﬁlmmqgmwy}lbﬁmyOpcopuxﬁ] benzoi ¢ aci d 20 Novermber 2003 -8

i4.- 2- 5(%1i472[%3—(ﬁ W?QQQOeQ%B&ﬁlggh%gh Eﬁphnﬁoilh -yl] -piperidin-
pi peridin-1-yl}-pr poxy benzol c
2-{3- [4 ( 1- pentlylY IHELOBEPY3PEN2piigepicdidn- | - yl ] - propoxy}-benzoic acid 5

16. - 2- (32fA~[ B 2reatahgxy-( @thw—)ﬂe%hbkgdginéx ileﬂﬁipﬁlﬁ]{mndol 3y -
1-yl}- - propoxy) -.benzoj c aci 7 2- met hoxy- et'hoxy)

—ethyl] -1H i n@dPeFigdn- HﬂﬁePFﬁPHXY yPFnﬁPéﬁoﬁﬁdeen20|c acid 18. -
3-{3-[4- (1£penByH3IH4|ddebe&tyﬂ}lalnaabdlg Wylbipt@iprapaxyliibenzoi ¢ acid

19.- 3 3-{4- th 1Hi ndol - 3-yl] -pi i di n-
1-yl} g%gpoiy)F%kﬁ§%%ée%g%§%i§ a%ih [ 3- EZ-?l- [g-](ZPHESLLx;?ethoxy)

-et hyl ] ﬁﬁ-lnéol33{¢1}l -g2pethexy-etiy)l) pidpoxyplbénydi cpapedisn2l. -
4- (3-{4-[1-(2- ethaxypeihvb,) LHehodok- 3ey bl - pi peridin- :
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



-yl }-propoxy) -benzoic acid 22.- 3- (4-{1- [2- (2-nmethoxy-ethoxy) -ethyl]
1H i ndol -3-yl}- piperidin-1-yl)-propionic acid 23.- 3514-

1-pentyl -l H-indol-3-yl) -piperidin-1-yl] -propionic Z%HOXA%P%BFZ‘ZEQ?’

1-[ 2- (2- met hoxy- et hoxy) -et hyl ] - 1H-i ndol - 3-yl } -

idin--1-yl)-butyric acid 25. -

1- (4-fl uoro-benzyl)-1H i ndol - 3-y|e§l-pi peridin- 1-yl}-butyric acid 25
4-(1- pentyI-IH-lndoI 3-yl)- pip idin-1-yl]-butyric Nacid 27.-

4- (2-me X etho -ethl -1Hindol -3
T 1 AT oA B oG b “EAgerdin-1-y1] -
(4-f1 U(th}yﬁe}rrzgﬂe)nyﬂl-)l-mtdqlll& a)dl]d- pi peridin-1- 30 yl}-propionic
9. A2 thox I H-i ndol 1] -
i n- 312?‘yl }[~34e ‘§1yg2) 4%4}1e[n (f p?copl ni cthfcil) L},% ‘%q{l? y[]% (4-{1- [2-
hoxy- etmpégeﬁldﬁﬂnﬂﬂylhEMﬂnddlp&enyl]—acryllc acid
i perigi n- . t o@ﬁﬂ I YN qﬁgﬁr 931-
4 {F2)§[4ﬁ(1 s)géx{!tyl[fiIJI:PI-Wldr;C I-%yyl4) 6{Gll )[;[ézr::( e%k%qjg\l%\é:t ?e%%ﬁryll) acrylic
cid 32.- 3- [4FH-@ndofs3-yi I(’QP%lx?MJeﬂfﬂ/l')butMlmﬁbEnsl Fp-methyl-
i peri di n 1- yI }pﬁl;hwn)lcp@@md] acryl | c acid 5 33.- 2-{4- [|-hydroxy-4-
4-{I -
1H-i ndoI 4y|} (glerl d"%ﬁ’dofci%) 4bu[t4yl ]l pﬁﬁéﬁ)}r}lHZ%'IB Ydropi oni ¢ aci d
34.- 2-(4-{1- hyﬂ&ﬁxyiﬁjf4:ﬁﬂJp¢mkyﬂ}lbhb@@dl~&~ﬁhkhyl -propionic acid

S

pi peridin-1-yl Pﬂpﬁhfy@rl@cyi— tyut 1)~ hyyienoydy}- bRy t- ln:‘}nlenyriﬂorﬁ—ﬂrmtdlydcl d 36.- [2-
(4-{1- [2- (2- paihaxiet hexyw -ethyl] -1Hindol-3-yl}_ )

36.- {2-(4-{1-[2-(2-methoxy-ethoxy) -ethyl] -1H-indol-3-y1}-
piperidin-1-yl) -ethoxy] -acetic acid
I5 37.- (2-{4-([1-(4-fluoro-benzyl)-1H-indol-3-yl]-piperidin-1-

—_
_b|—|—f-"ﬁ3

- (4-
ip
-{4-

- 4
{4- [2
}- e
-{ 1-
Ci

prp
di

pi
- [
2-

ri

t

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] -



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- (I -pentyl - 1Hi ndol - 3-yl ) - pi peri di n-1-yl ] - et hoxy}%'a'?é‘%r{‘%eré?@‘)% 39. -

(2-(4--[1-(2-ethoxy-ethyl)-1Hindol -3-yl]-piperidin-1- 20

yl)-ethoxy)-acetic acid 40.- 5- (4-{l- [2- (2-nmethoxy-ethoxy) -ethyl]

-1Hindol -3-yl} - piperidin-I-yl-nethyl)-furan-2-carboxylic acid 41. -

5-14-(1-pentyl -1 Hindol-3-yl)-piperidi#s-l-yl- methyl]-furan-2-carboxylic

acid 25 42.- 5-{4- [1- (2-ethoxy- ethyl) -l Hindol -3-yl] -piperidin-21-yl-

net hyl } - f ur an- 2ieerBehiy-ilc Yadi-¢t4®xy) -benzoic acid

5-{4-[1- (4A. Luqm(ahe[razy[ll)- |4"‘mle'8ﬁ8ky3b¥h]z R} D@ﬁt@haoh 23-y}1-piperidin-

yl met hyl }-furan- ic acid % f -

(4-f1 uor o- benzyi )Y Iﬁ-t?‘r‘? ‘@eﬁz]ol%eﬂd

plperldln4b-ylp~ﬂ2hjdrqu Qubﬁhkypb&@ybhn%yqeLthin@prbogﬂq_acid 45. -

2-{2- [4 (1- hept |_H..nd di et hoxy}-benzoic acid 46. -

2-(2-{£[1- (4 Eéﬁ% BgtﬁlqbéﬁQyF)h%ﬁgs 58P2§1§|F 6 Novenber 2003 -10

pi peri di n4E-.yl R-dRhdy)(1bdmzobatadi-dH4Indol -3-yl) -piperidin-1-y11- '

(2-{4-[1-(4 isndol - 3-yl ] - pi peridin-

yl } - et hoxy) -%@%%%?ﬂ %%%%$i§ £@%d (2- {4- [1- (4-benzyl oxy- benzylf

1H i ndol 58-y| ]2~ 25(ﬁldérﬂélH4IHVFPOéVhEh?¥¥bén2©hﬁlhclﬂ #gdol-3-yl

{2- [4 (|-|so¥g yhﬁhﬁzunQQb %tﬁbk @Igghbgh@ Lbwylg - ethoxy)- ben20|c acid
(4 phenyl) -ethyl] - 1H i.ndol - 3-yl }-

perlg? Sf ylf hé%yﬂ béﬁ?bﬁ 8&|8 Y Plpefldéﬁ‘ﬂzy'ﬂ4Et@Wﬁ-|ndol 3--y1)

pi peridin--1- phhny&0h2|hethbeanbPZOﬁebhﬁb1ﬁrOplOnIC acid 52.- 2- (4-{4-

[4'_(1H'i%@QL'%Z%EL{@QHQQQH RS y? %rhdln 1-yll-butyryl}-
phenyl} -2-methyl-propionic ac1d

2-
1-
2-
50.
pi

'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



phenyl)-2-methyl -propionic acid 53 . - 2- [4- (1Hindol-3-yl)
-piperidin--1-ylnmethyl] -benzoic acid 15 54.- 3-[4-(1 §% pi pe
ridin-1-yl methyl]-benzoic acid 55.- 4- [4- (1H—indo|-- NBG Béﬂ%bb
-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-(1Hindol - 3- yI) pi peri dil-1- yI] et hoxy}- phenyl)-acetic acid
59.- (4-{3-]4- dol pi peridin-1-yl]-propoxy}- phenyl)-acetic acid
25 60.- 3°3(1- o ?_ ﬂ @Iﬁ¥h9éﬁr§£&wlé ﬁﬁylnéﬁénéxyﬁ% -Bresyifin-g -
plperldlr 4- ylylﬁch@dQ|®enﬁb1c 2ciet hyl -2- [4- (2-{4-- [1-

3-nmeth t I d hyl ).- ph I

boid 62 - 53 A (A2 R e Ryl ey ol i TadgR BB rper | di -

30 1-yl}- ethylylwhehyﬂﬂ bemzbhylapndplonlc acid 63.- 2-nmethyl-2- [4- (4-{4-
utryl . o

Llperléﬁe%hy 2 éﬁ s %@- e%ﬂ I]%u)é p|o%ﬁclggP&_aiyl]_plperldln -

2-{4-[1-(3- netﬁ9mﬂﬁﬁwﬁ ybfﬂzpﬁﬁoﬁﬂsdyl] pi peridin-1- ylnmethyl}-benzoic acid

20 Novenbek . 20q3 él @5 1= (3- ﬁéth&i bﬁ%y@th9ﬁ¥1ﬁhgilb i bagals3iny1)

- pi peridin-|- ﬁ g % enzo c acid
3-{4-[ 1- (2- et hoxy=ét Ry PXYH-P §oY13- ?FFtﬁFpéﬁﬂéln | - yl et hyl }-benzoi c acid
5 67.- 4-§4-[1-163- geqhynibunybxhbwyLadﬁyi3 ~yh] ipdperidiil-piperidin-

ol per il e 19Ty E RO bR BRGFY ACBEPE crd Bo. ot TR ol 2oy
[3 (2-(4-[8- 62{étﬁax&4eﬂhylﬁ - fhethgdebu8yy) | 1H-pedodi-a-y10 - plperldln—
1-yl'}-ethoxy) - phenyl L+ae8ki§ -8akly11 -acetic acid
71.- [3-(3-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin
-1-yl}-propoxy) -phenyll -acetic acid
15 72.- {4-(2-{4-[{1-(3-methyl-butyl)-1H-indol-3-yl}-piperidin-
1-yl}-ethoxy) -phenyl] -acetic acid
73.- [4-(2-{4-[1-(2-ethoxy-ethyl)-1H-indol-3-yl] -piperidin-
i-yl}-ethoxy) -phenyl]-acetic acid
74.- [4-(3-{4-[1-(3-methyl-butyl)-1H-indol-3-yl]-piperidin-
20 1-yl}-propoxy) -phenyl] -acetic acid
75.- [4-(3-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-y1) plperldln—
1-yl}-propoxy) -phenyl} -acetic acid
76.- 2-{2-[4-(1-prop-2-ynyl-1H-indol-3-yl) -piperidin-1-yl]-
ethoxy}-benzoic acid '
25 77.- 2-methyl-2-[4-(4-{4-[1-(3-methyl-butyl)-1H-indol-3-y1] -
- piperidin-1-yl}-butyryl)-phenyl] -propionic acid
78.~ 1-{2-ethoxy-ethyl)-3-(1-{3-[2-(2H-tetrazol-5-yl)-
phenoxy] -propyl }-piperidin-4-yl) -1H-indole
79.- 1-(3-methyl-butyl)-3-(1-{3-([2-(2H-tetrazol-5-yl1}-
30 phenoxy] -propyl}-piperidin-4-yl) -iH-indole
80.- 1-(3-methyl-butyl)-3-(1-{3-[4-(2H-tetrazol-5-y1)-
phenoxy] -propyl}-piperidin-4-vy1l) ~1H-indole
8l.- 2-{2-{4-[1-(2-ethoxy-ethyl) -5-methoxy-1H-indol-3-y1]-
piperidin-1-yl}-ethoxy)-6-fluoro-benzoic acid



70. - [3-(3-(4-[1-(3-nethy|-butyI)-lFLindoI-3-yI]-piperidin- ayl)
1-yl }-propoxy)-phenyl]-acetic acid 71-- [3- (3-{4- t hy
-1Hindol -3-yl] -piperidin -1-y1}- propoxy) phenyl ] - ac%éﬁ8w%£? §72 - [4-
(2-(4- [1- (3-nethyl-butyl) -1Hindol-3-yl] -piperidin-
1-yl)--ethoxy)-phenyl]-acetic acid 73.-- [4- (2-(4- [1- (2-ethoxy-ethyl)

-1Hindol -3-yl] -piperidin- 1l-yl}-ethoxy)-phenyl]-acetic acid 74.-
[4-(3-(4-[1-(3-nethyl-butyl)-1Hindol -32yl]-piperidin- 20 1-yl}-propoxy)
-phenyl] -acetic acid 75.
[ 4- (3= (4- [BR-(2-et ol e[tlrry(|2) ethorydeithgly |-p- gulp@lrpdulﬁ_—lndol 3-y1]-
1-yl}- prOPOXY)Tﬁ@%ﬂwdrﬁﬂyﬂyl J@EH&X —E f ro-benzoic aci
2-{2--[4--(1- prop ngl IH—|n%_ er|d|n 1-yl]- ethoxy - benzoi c
acid 25 7P% 2 SR E[tfyl(zfir?étlwfmb& yENdolmBi-bddl-3-yl] 4
plperldln 1--y@h yhy$ﬁr Qnykho&@opmomu@oaglBenzalc 3=i@2- et hoxy-et hyl)
-3- (1- |+tetra
phengxy propyﬁ}(% &ritd %?fﬁﬂ LR ERESr - o78YL) 1280 4L Rgr YRyl ) - 3-
(1-(3- [2- (ZFEﬂ@EﬂaﬁGm-ﬁrwﬂﬂ—et3©xy -6-fluoro-benzoic acid 1y -3
henoxy] - prsopy! I_gar.i e I} - y y - 3-
Fl (3- [4?5?2H?%egr§%olq %f%ﬁ& E(ahggﬁ%&% éghyf}plperl EE 2 %#5 1H i ndol e
81.- 2- (2- (4Plpfrl@2n-érhré>}yﬁé YY) ) 6 51#@ﬁ-’ﬁo$@?nlzpllpné§tld3 vyl
pi peri di nek-yl b- E(th>4¥)[56tﬁ1|1@>@‘boibqQz‘é'tﬁo§9' étaglwoygtr@ﬁao@@?eyl# 82.- 2-
(2-{4-,J1- (2-ethoxy-eth l%l uor IH-|ndo -
pi peridi n- 1- yIFIBFﬁﬁﬁﬁP é IJOFS F&2 of¢ §8P608§enz°l§ ggids -[1-
(2- et hoxy-86t.hy ) ( 26{4fHUGrG thbﬂgebtﬁinth-lndol 3-vl] -piperidin-
iperidin-1-yl} o] fI or; enzoi c_aci .
D o 4 (5 by ons 1 (PR Ly Sa e Ry P ST Rer A 3531 -
pi peri di n28- ylP~érﬁé%VPm@ ﬂkd@réébéﬁzdﬁeeaboﬁy85thy2; 62m§ﬂhok? bHenD- | -
(2-et-hoxy--et hyhhoq1hki '112 Fléehéhhm 1-yl}-e Hoxy) -benzoic acid
ofc’aci

plperl%ln & yI% etggé omo - Iuor?qbenz(2 -ethoxy-ethyl) -5-fluoro-1H-
indol-3-yl}-piperidin-1-yl}-ethoxy)-benzoic acid

90.- 3,5-dibromo-2-{2-{4-[1-(2-ethoxy-ethyl)-6-fluoro-1H-~
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



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 ) - 1F+i ndol - 3-yI ] - pi peri di n- 10 YR EORS)
-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)- beq§O|c acid 15 89--

3, 5-di bronp-2-(2-{4-[ 1- (2- et hoxy-et hyl Y=5-fl uoro-| H

i ndol - 3-yldg plgpr:pl Y. axy, 5-,di br.ono- 2-
{4- [1- (2 ethoxyéegﬁglg %%‘?f Q b %?%% e%% q %%‘ln%ol q

i ndol - 3-yl ] -pi FPHed Jibﬁlpﬂétﬁﬁ&y%%ﬁeﬁzoﬁchaawdbe@EOiCSaCdelbronD 2-
(2-{4- [5dy.amrd ({2 et-Rexys@-Ry! o -1 thyl) -1H-indol -3

i ndol - 3-yi ] - p.per.dﬁn 1-y1) - et hoxy) - benzgﬁgogcpg 43 H4ndgladevdds. 0.
(2 {4- [7- bronﬁuETIjGQJEth’ *@ﬂﬁ@ﬁy' -fHmethoxy-benzoic ac1d

i ndol - 35 yildx-.pi perizdi {m—-]uy—l (2--elhexy)-=ReRa9i-¢ - aek 8 oRF-1 K34 nSodi-BLYIY-2-

é?péfldfﬁ--(? %%ﬁéé éﬂgoﬁg ndoh %g%gklc acid
2- (2-{4-[1DA.2- et H@X-y{ilet ﬂi}"' (R @'tHOBF@T @'t-h|YEH-) i-8daludxypl-LH-indol -3-y1] -

(2-

pi peridin-1- yl#aikgqéﬁh 5- @qt %fh%§g§ob%nggag géﬁ? 2- (2-{4- [5-chloro-I-

(2- et hoxy- et hy

et hoxy) - 5- net hyl - benzoi ¢

I ndol
acid 96. 103 ~«( 2~+{2- T@rl1(22e@ﬁ@pyy @ﬁﬁyﬂy -65£fpploxyH-EndpdoB-31yi-] - 30

pi perih n-1-yl }riefeh@u -4~ @aéh@%moQ§nngﬁze§bda%Zd-
2-(2-{4- hl (2- et oxy et hyl) fluoro-1Hind g £
pi peri di FOfyl P-drhasty) C2TmerRoty - (BeRESPEY a8F YIS -1 H-indol -3-y1] -

2-(2-{4-[5- brO@ﬂpbrﬁalathG&y}EEBﬁbkyleéﬂd@hc3aEhh

plper|d|F?% yl ) ?Phqu%s bromo Y~ ? B%Hggkgyg?Tyﬁvengei %00§ -13 99. -

2-(2-~4 br oo et hoxy
pi peridin-1- ylpagﬁWGﬁyp:A Wéﬂh@XVOthzérmeabya b8Ozoic acid

2-(2- (ﬂ;h@schlgqul{@2[%Lﬁgﬁﬁretﬁy'b LERLROOLEAGY) L3k- indo1-3-y1] -
pi peridin-1-yl) -4-me benzoi c 5 5 1 Y
2-(2-(4-[1-(2- @ﬂﬁ&%&déph}lylg - FEDREXY - bﬂnﬁﬁaglaslﬁll-
plperldlnoﬂ-ylb @QhQ&¥)le@éQyQ -aeldndB2-3-v1) Ferldln 1-yl]-
2-(2-~4-[1-(2- e%%px& ehh%z01c gtggro IH-|ndoI 3 y
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



pi peridi n-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. - 20 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-brono-1-(2-ethoxy-ethyl)-IHindol-3-yl]-

pi peridin-1- yI) et hoxy) - 5 met hyI benzoI“c acid 15 106. -

2-(2-f4- -IFI dol - 3-yl]-

pi E)E‘I’I di £11 yI )= e{{'q'nOﬁgy) hél' ot IHn Indoi 3 ]Yl] -piperidin-1-
2-~2- [4 (I prop_,;ﬂ] }IgénummlfSawl)d p| peridin-1-ylj- et hoxyl benzoic acid
108. - 2- (24 4-[ ox I i.ndol. - ]

pi peri d| n- -yI )é e(%ih Q< een?lm aC| léoétﬂ- g %’“ ~giperidin-1-

2-(2-f4-[1-(3- W@Ih‘d’Wla)C-lldl-l-lndol 3-yll-

pi peri di nrals vl |7thoxy) N
2-(2- (4-[1-(2-et oy G By Rk h e ndo15 3500 ) -piperidin-1
pi peri di n-1 -yl ¥loth&ape q?éﬁzélcédam d 25 111.-

2-(2-f4- (119(2 est-h(@xmet[hyl (blétfh “ethbhiyndel. 1%@)61]3 yil-piperidin-
pi peri di n- ILQO% 3 enzoic acid .

2-(2-(4- [| (2 et &PWIY) P&8P&CI ASHRdol - 3 yI]

pi peri di =20y R—e2hdxy) [14- meteh@)oytybemhgilc -acmethi3.1H- :Lndol—B—yl] -

2-(2- 4-f 1 t |..H- I I
plgerfdlL 1. yf%!@ira%ﬁfﬁﬁ R%§¥C%§CI 154 I@%%l %é%201c acid

2- (2- (4- [\¥H-lu@rd-2 ,{(42-[rfﬁeﬂolﬂr@m§u St-Hyl )EthHKIYHd!th-YQ yllE-indol-3-yl] -

i peridin-1-yl th n

r2)| (Iog“14I F4 f?lu)gr %te&qzs)zﬁrrgt xy)élg%lggﬁ Fg g ?Cu]:?d -

pi peri di f=2E-yl - e(tzh&?‘y)[ APFEFRGRy %eﬁi&Pe‘,Yaélt&Yé@ vémped -30031116. -

5-(4-[1-(2-et h@)ipe&thl)ihq)—ll Hirdehogyy-b-pepakildbenkoiyl khepant anoic acid
aci d 5191857 &1 % S RS e R PR R v L Beprataips
yl) - hept anoi c aeyd t&8hylsulfanyl) ~acetic acid
3-(3-(4‘hb@(z‘th?ﬁ¥1§thiLéthﬁk§099hy§7YEhZEhH%ﬁL i—E]/_l]—pipe:t:idin—
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



yl | - propoxy) - propi onic acid 120. -

(2-~4-[1-(2-ethoxy-ethyl)-7-nmethyl-1R-indol-3-yll- 1

peridin-1-yl)-ethoxy)-S-nmethyl -benzoic acid 121. - 90hbvember2003

-(2-(4-[6-brono-I1-(2-ethoxy-ethyl)-1Hindol-3-yll- pipe

i di n-1-yl)-ethoxy)-benzoic acid 122. -
(2-(4-[6-bronmo-1I-(2-ethoxy-ethyl)-IHindol-3-yl]-
peridin-1-yl)-ethoxy)-5.-nethyl-benzbi-c acid 15 123. -

-(2-ethoxy-eth -| H.i ndol - 3-yl | - pi peri din-

y h %U-I f?a—I’IEj/:I-) .a-y 'iCé’(“a-IaI{lefé.rr@%hYlpl%-indol—:i—yl) -piperidin-i-

-(2-et h@k}}ét&idﬁ&})*ﬂd‘:&ﬂd@%&dﬂ | - pi peridin-

| f
t%Iégyc o%ro yfﬁ%t Iy%oﬁﬂuﬁﬂhXIKHBH iglol-3-yl] -
n- 1- yl Ipimeopioidr ~ 1phéln}y-I©tl'm)qt)l-¢>earzdic EHGd
{15 cyc) opy S@/)I‘iet@yiﬁ% 'i‘g%erl%x@)etﬁ%) 1H-indol-3-y1] -
(

[
[
2-(4-]1
) - et
-(4-11
yl)-bu
3-[4
[ i di
4-
i in-1-yll-eth phen ace
4-
[

| - cy@G et thA -0l “tendgic acid
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piI per
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p1 per
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gIF r n-3le Y1 |2-ethopay) F 1ph@n. DoREELE 13461 125 1128513 y1] %leerl
5-[
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h
cid 1%
yr 38 —phenid {4 - B ~ fetditoxypreopiydni - aciro 1321 ] -piperidin-

4- (I -cycly lp_)Qt | it ol | ) - pi peridin-I-
be(rIZI?Ygl c acid )Ig’g éoﬁ%era % 03 -15 133.-

u

2
n
2
e
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I
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e
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e
4-
4-
4-
d
b
3-
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2-

i
(
(
et
[4-(
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cid 134.- 2- (12+(4- e[tlrox(y3 Aoy ac@ighy! ) -1H-indol -3-yl] -
I?EII inkyI} e%hgﬁyd§ %%fﬁ$%§dfﬁbﬁﬁg pHngQPl 3-vl1l] -piperidin-
}-ethoxy) -benzoic acid
141. - 2—{2—[4—(1~allyl—lH—1ndol—3-yl)epiperidin—l—yl]w
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

| - pentyl -| H.i.ndol peridin-1- ylnethyll 11 "ben aC|é1129 -
f1 uor o-4Ygert St %I/ IIIﬁﬂZO:}CyIa)ClﬁI peridin-1 - _

fl uoro-| nt IFLlndoI peridin- 30 1 yl met hyl | - benzoi c
% 2- (j.yﬂﬂ ffo»%Vclo 5B§y ﬁbl-lkklndol 3-yl)- piperidin- 1 -yl

pr opox Jc
4- (13y yclo NIW1WI3 ‘ﬂ%—tlhh’dolbﬂg-nll 1 -pedicdi 31y lyiHieehdxdin-benzoi ¢



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

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

yl } - et hoxy) - benzoi ¢ acid 138. -

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

yl }- et hoxy) -benzoic acid 139.- 2- (2%{4- [1- (3-nethyl-butyl)

1H i ndol,-3-yl ] -pi.peridin-_1-yl}-ethoxy)-benzoic acid 15 140. -
gz-{4-ﬁ55(2-%éﬂﬁaégfé%ﬁ?VfJ?H¥PEHgW?§hyﬁr5pﬁbéPFarHH*lndol-3-Y1)-

i 1} - et hoxy) - bépeoidiaciidyl4tethoxy}-benzoic acid

2-[4- (L-all yl 1L H+i,n -3-yl)-pi idin-1-yl]-_ethoxy}:benzoic acid 142. -

ERYREI R R SRR S R S TR

peri di n- 1-yl pesgRégypcidnet hyl - benzoi c aci d 143. -

2-(2-{4 br -4 - (12- et hays ~1H+ 3-yl.]+- ; - aa

pi g)er |{ gi EE %-'y%r?{edt hg)lxyfZE 5- met)ﬁ;yélad—lt)))elr%zgH c Qgﬁﬂ I%gl-] f—l(pZE-I{lAEl[nf-l‘Yl}_

br omo- 1- ( 2- et hBX§P&PRYF) 2¢1€i ndol - 3-yI ] - pi peri di n- 1-yl } - et hoxy) - benzoi ¢

acid 25 14%.~ 2-12(24{431-[(3-ctBoryhexMyel hyh) in8ofluoy0i L hadeki3=y!I] -
e320|c acid 146. -

i peridin-1-yl}- 5- et hyl -
5 (o (4-11- (. brROLy BRG] 5 FPEBY b PFAFAGGI 28551 |-
piperidim55=yl2-é&h@xyj4-41Hé2hexyehgnéahplaenﬂ-iﬂdéira—?1]Q2-{4- [ 1-
b1 per 19 1 1+ y SRy - bendor e 4ard) figeryt) -2-methyl -propionic acid
2--{2-[416%-butyl2reEhaupreBhyl) = pi per {8+ h¢ 1{yH} ceetrhory}S-pehzoi ¢ acid
%thb Zhéz-[gbg%eﬂﬁ%yaz%kbbpgpr§p¥;gaphpg[&ﬁ}mlg;y££élgthoxy}-benzoic acid

venber - -
2-(2-[4-%§7cyc?ab?agﬁrZ%fﬁyFl%P¥PaﬁiﬁeFF¥1na%ried9l)3-yl)-piperidin—
pi peridin-1-yl}-gl hoayhokghzbetizact dadbd. - o
2-(2- [/ (3R Ingolk; 3115 B BEELSV Mde iy d - BhPOXY A+ 3 PEPFOLEL8E din s

ylmethyl} -benzoic acid

p
2
1
4
1
2
1
2
1
2
2
p

159. - (4—{3—[4—(1—cyclopropylmethyl—lH—indol—3—y1)wpiperidin—
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 :

2 Ny ()



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]-pi i din-
1-yl)-ethoxy)-5-nmethyl -benzoic acid 155.- 2- [4- (4-{4?(5 Pﬁ{rénqﬁé} 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 peridin-4-yl)-1Hinddl e 157. -
2-{2-[4-(1-cycl opr | met hyl -1 H i ndol - 3-yl)-pi peridin-
1-§|][etgd%@%g%ﬁﬁfgﬁﬁSa@?d%fglfgé_§bovefngtg g reactive intermediate
3-[4- (1- cyaf oprropyd IveftidwrhulH-I1mod - 3-yl ) - pi peridin-1- ylnethyl]-benzoic
acid 159.- (4-{3-[4-(1-cyclopropyl nethyl-1Hi ndol-3-yl)-piperidin-
1-yl]-propoxy)-phenyl)-acetic achd 20 The novel indolyl piperidi ne conpounds
of the present invention repredented by Rbrmm’a | can be prepared
according to Schene 1 fromthe correspondi ng piperidine derivative of
formula Il : 4 20 Novenber 2003 -17 wherein R2 is as defined above, with a
reactive intermediate of general fdFila IIl : X- Al - W- A2 5 R4
wherein Al, A2 and Ware as defined above, R4 is a nitrile group or a -
COOR5group .where R5 is.a C-C4 al kyl group and X 10 is_a | eaving group such
as a chl or‘fkh?%]rngomine F06mY G Sa a5t APt e pit ot vehkrslefonat e
or benzeneymsulf anate - GOORP grbhue whaeki RA iksapref enakblyytagebeg Qud xn an
inert ;@rgani : | uene, .di oxane or .nethyl i1sobutyl 15
ketone,@a%'@aact%%p%lﬁg e e?%/\u/eéekg BOC acn}g{oﬁfd@ and I?EOT%%E p?eTBncer ot an
i nor gani ¢ IS uEVdenat el kadtolusrsd 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)



carbonate or bicarbonate. In the reaction, the corresponding alkylation
product of general fornmula IVis fornmed : AL-WA2-R4 t ound IS

al kylated on the indole nitrogen with a 20 reactive |%ﬁnpn%8?e{tég¥8

general formula V: R - x (V) 20 Novenber 2003 -18 wherein x is a |eaving
group such as chlorine or bromne atom or a nmethane sul fonate, p-tol uene
sul fonate or benzene sulfonate group and Rl as defined above. The reaction
is preferably carried out in an inert ! organi ¢ sol vent such as dine

t hyl f or mam,d et abydrofuran. or eth et her erature between 0C
and 80C i nhtehf pr)Eese%ce o eaa‘ﬁ”i’%o?ﬁ%ﬁ%c Bsle %%cﬁhggrérol ath T or

sodi um amademn,| w1t hemeghenieoapltheatcel r espohdéng ahkf/@aat@mr predimie of
general fo dhafle Q) B (3€8: 00EMRd) apdfe A - W A2 BRI N

Al ternatively, kyl'at1 on sequence g ing intermediate VI can be
reversed startlTr]?@ f FeRt Ehel corfponnaferabenaagirifast ok T @herimeXr is as
def i neds abgvgnikd (aMtLb)anaOsxh\@rv%@a&m%%?jrlfé%m%%@unée%!kéhyéréblﬁ‘éﬁt&d on

thelndole n| ro n with a reactive internedi ate of genera formula V: R1
- X 5 (VPO i 2l PedTRGIGoGS Srdvesdt chior#fRe 8° °br o fde . at om
or a net hms@mﬂcfeoncafe,anp tobogpmei subberateuc Benzem@ium hydride or

sodium amide. In the reaction, the corresponding alkylation

product_of general formula VI is formed (see Scheme 1).

10
,”‘1 _wW oA R
N
R? D
N
R‘i
(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

Iz

(Vi)



sul fonate group and Rl as defined above. This reaction |leads 10 to
conpound VIIIl (see Schene 1) , wherein RL and R2 are d ove.
(V111) 15 The reaction is preferably carried out in an% h@r%ﬂbee}?zgg?i C

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 sodium am de. Subsequent deprotection of conpound
VI1I (see Schenme 1), first by boiling- Pt in the presence of an excess of

sodi um or 20 pot assi um ‘}/dr oxide in a al coholic solvent such as ethanol,
i sopropanol or FRBRPEHOIVih i telpdradas erbétredndgde ar8Toz80CYaRH &hen

neutrali Seﬂewﬁm@mmmm&@%ﬂ s dwgliioehforic or sulfuric acid,
| eads to the general structure |1X (see Schene 1) , wherein RL and R2 are

defined as above. 20 Novenber 2003 -20 Further al kylation of compound | X
with a reactive inter nediate of getterak formula (I1l1) 5 X - A - W- A2 -
R4 wherein Al, A2 and Ware as deflneﬁ,above R4 is anitrite 10 group or
a -COOR5 group where R5 is a d I )) group and X is a |leaving group
such as chlorine or brom ne atom or a nethane sul fonate, p-toluene

sul f onat e yafeRenzere 13Ul f onaLSing" %‘f%ug-s”’gﬁloclﬁ?agé' Qg.l'o%ﬂi’lr el al?i*%mfﬁ‘é ried

out in an inert organltg’l sol vent stch uene, di oxane or
i sobut yl - 13-¥bt e, &° R AFEMTLECTHAE ShePREOAUSDE BHUTPRBES] ﬁrtih%nzm%sence

f];, an infrsgm?nhdraese;w aaaﬁ at abrsbfl?aaagboegr b?H@%er@éc@ilgﬁ][P@zE@%e v: n
e reagti.o e ondi ng roduct, of .general _fornula
is for%rrgd t(see pé)éﬁ%’ R&?? T e(ﬁﬁﬁ%ﬂ%d@ r}b%?f;eﬁrh% a®%F QRbiRe®Rs

represent aebatskyl ester are treated with sodi um or potassi um hydroxi de

CO,Et
/
N

(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.



and further treatnment with an inorganic acid such as hydrochloric or

sul furic acid provides the corresponding indole derivati foroul a |
where R3 is a carboxylic acid. 20 Novenber 2003 -21 Thgﬁb%g% &g&gpgu
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 cé#ried out in presence of sodium
azide in an organic solvent such as N, N-dinethyl formam de or N-nethyl
pyrrolidone, at a tenperature between 50G{and 180C for 10 to 20 hours, in
presence of an inorganic acid such as iy ochl oric acid. The correspondi ng
conpounds of general 10 forrmula X are/ forned: A2 Al. W/ 15 NeN| N N-- H
(x) wherein A1, A2, R, R2 and Ware as_defi ned above. On the other hand,
conpounds of general forrmula lv are ylated in the indol nitrogen with
2--(2--brono-ethoxy) -tetrahydro=g { to give conpounds of.general
structure XI, wherein A", 2 3 are as defined above (see schene
2). This reaction is prefera | { { out in an inert solvent such as
di et hyl f or mam de, tetrahydrofurar or hyl ether at a tenperature between
0C and-80C in the presence of a 20 inor@énic base such as sodi um hydri de or
sodi um am de. Subsequent deprotection of compound Xl -boiling it in the
presence of hydrogen chloride in a al coholic solvent such as ethanol,

met hanol or isopropanol |eads to a cong®yund of

Furthexr alkylation of compound IX with a reactive inter

mediate of general formula (III)
5 X -a-w-na - g
(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.



20 Novenber 2003 -22 general structure XI|I wherein Al, A2, R2, R4 and Ware
as defined above. Further alkylation of the conpound

internedi ate of general fornula R6-X (XII11) where R6 %%}\IO%'%Q%Q%IK |,

al kenyl or al kynyl group and Xis a IeaV|ng group 5 such a chloride or a
brom de atom or a nethane sulfonate, p- toluenesulfonate or

benzenesul fonate group, leads to a ound of general structure XV,
where A, A2, R2 R4, R6 and Ware as efined above. A WA2 R4 1 N (XLV)
10 This reﬁgtl i referabI%/ carried out én an j nert ol vent such as

di met hyl f orar e T 18t rahyRrs DICEPMAC Bthet?at SOt EmPerI Tt 2Det ween
0C and 80@1&trhatrtrel,pr€askmccel dfetmrdmehgshimarbase a&uc&qmmdhumxhhy@rd:ﬂe or
sodi um am de. Gonpau I re r.epresents an 15
al kyl ester are tre te Wltﬁ soéﬁlercrj: %:OW %é%i Lé%"\%% r(])%l(%l[’lL HD &0 furt her
treatment w t¥edn Rndrsgaﬁl éllée“ldeprmlue’s the mcr’felspbndong’ueddolme
derivat§ vefrd el s X¥revhersi§ AarA2a Ne Ry g@QsBﬁc@r%fassé’&ﬂr{?ed

above and R3 js .a carboxylic acid. 20 Novenber his reaction is
pr ef er abl POt 80SBUBTRRRAC s emic %haésNrfré’rﬁéﬁ’SFﬁYét harepmide or
t et rahydr af-uterhyar pyrraqueans, Btxd Ltreenpa‘ratﬂiﬁcealafé\t@e@lntslo@@egngoié/@*ﬁ S at

its boili i e products are purified by, chronatography or
crystallizati glnon -5% VeSS, lBePﬁEﬁﬁm?ﬁ%:’gnﬁ Qﬁ@orﬁ?ﬁlcnﬁ?ﬁgl Wf:}btﬁ%u ned

| f necessémdrcmhl@me:ssaoidt hé‘heea;gce:mesjmrefmig)yedmpmnds of general

10 formula X are formed:

=N
\
2N
N {N’N‘H
AW
f
N
(X)
R AN
N
R‘I

wherein A', A®, R', R® and W are as defined above.

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



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

pol ystyrene or/and 3-(3-mercapto-phenyl)-propan 10 am o

ystyrene

may be conveniently added to react w th the excess reageﬁ?&m%%éﬁﬁ i on of

products fromreactions

greatly sinplified, requiring only filtration under reduced pressure.
product fromthese reactions may be purified by solid 15 phase extraction,
using a suitable sorbent, such as Vari%h SCX, or Varian C18. The
pi peridine derivatives of fornula (11) can be, pregpargd fromthe
4- pi per i dGFESEE 1di YT HYSH § n*Lhe WHEFERS fte 3. Med X O Yogze 35
4813- 4822 = rThedr eBetreVerdbt hat e mBdiaties off geeecampbonguker (widh scan be

where a pol ymer bond reagent has been used is

The

prepared as_ discl.osed in the |literature. & er . 2003 24 5 10 15 20
D o X inegtn i aRR oot Een) | FORLE R TR R e B S 1O
(pKp 8dhene BlRenNdvembedk20Q3 g2buhl aWHAX- Rs Al 1WeAT-rRa Aol A R

Az- R

r

r N, gtMh a chioride or a bromide atom or a methane sulfonate, p-

toluenesulfonate or benzenesulfonate group, 1leads to a

compound of general structure XIV, where A', A%, ®*, R, R® and
W are as defined above.
fA1"W'A2‘R4
N
(XiV)
R N
N
R
10 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 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



0--X (XIlg AL-R 1 Al-WHydrolysis Schene 2 Also included within the scope

of the present invention are pharnaceuti cal COWpOSitL?d‘ﬁo '&Q%%ngri se,
as the active ingredient, at |east one indolylpiperidin erivative 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 nmade up in a formsuitable for oral, or
parenteral admi nistration. The pharmac#atical | y-acceptable carriers or

diluents which are mxed . with the acti conpound. or conpounds,_or salts
theroof . to forFiither RONpbET fn RHE HHHAE VARt 1T aPBC el 12 KRGHRe ber se”
and the actwdal excig@tdrrlusedtdepehd tdutadrydaldfalraon dhe amt eqdesusret hod

of adm ni stration of e itions.Comosi.tians.of L$.lnvention are
pr ef er abl yélaxgtaup eeé)%lgkfh‘ O;bé?%ﬁ?%%%cg?% rEécfan“benlj?égl (r‘lflr}t ﬁ"i%s?’ %gléz,lh?hggmt'
conposi tion forTher grogdudts serat | bar rhyed akey t nbxooahagrapdhl eps, kwapsul es
or effervescant; granul&s. o;ldrauldepreparali sy SUrdy as Rl | ¥bkS, a5yrups
or suspensions,_ a cont ai ni ng one or nore conpounds 20 Novenber 2003 -26
of the i nRSHi%RY SRR igehar ati ons may be made by nmethods well known in

the art. The diduendseydueh, nay becuseddzn dhe ﬁ@@@:ﬁ@ti@némﬁio thero
conpositions include those |i gui.d and FOl id diluents whi ¢ t%
.%

| ngr edi entSPYBget RAFPAFLR &6 (7 aPURTIRG agiitd. OFf MeBSTRl
Tabl et s orisapsitase Myl ycoywvent ent f ynd olt &8 nmbetapen - Ph@npahl- bOOpan;
prEferﬂ?|¥m{f&HUmethy1 polystyrene may be conveniently added to react
with the excess reagent. Isolation of products from reactions
where a polymer bond reagent has been used is greatly
simplified, requiring only filtration under reduced pressure.
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.



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

phar macol ogi cal | y-acceptabl e salt thereof. The conpoun

incorporated into pellets coated with an appropriate %fwuvapm%égg§nthetlc
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 form of solution or suspension. Thelsol utions nmay be aqueous sol ution
of an acid addition salt of the indolylpiperidine derivative in
association wth, for exanple, sucrose or sorbitol to forma syrup. The
suspensi on 20 may conprise an insoluble or mcro encapsul ated formof an
active compound of the invention in association with water of other
pharmaceutical | y-acceptable liquid mediumtogether with a suspendi ng agent
or flavouring agent. Conposition for parenteral injection nayfﬁ@‘prepared
25 fromgsol ubl e salts @f the indolylpiperidine derivative,
may not be freeze-drigdyand which may be dissolved in water
appropriate parenteral ¥njectable_fluid. In human therapr e doses of the
conpound of genera ormula (1) depend on the ‘desiredfeffg aivd) duration
of 30 treat meni’;u‘t\t {loses are generally between 0.2 ng ahd 500 ng per
day and preferably¥b& ween 1 ng and 100 ng per day. In general, the
physician will decide the dosing reginme taking into account thg-@g@,and
wei ght @f the patient being treated. 20 Novenber 2003 -27 Phar macol ogi cal
Action The foll owi hg exanpl es denonstrate the excellent pharna(%loglcal
activities of the jconmpounds of the present invention. The resul’ts of (1)
Hi stam ne--Hl recgptor, blqdlng 5 assay, (2) histam ne-induced gkin vascul ar

an

permeability in rat%A] thThe nonitoring of antiallergic acdhivity, (3) HL
ex Vvivo binding dtudies in mce with the nonitoring of iy
15 R
- 1. KOH
Al-w-al g I 2. HCI
N .
H
N
R Ny, (m
20 o R® Y
N
Rl
X-R'
) ;q'-w-A’-R‘
N /
X-A'-w-aT-R
25 ()
. R? 3 (Vi)
N
Rl
Hydrolysis
.;Al-W-Az-RJ
30 N
R? >
N
RI

Scheme 1



penetration into brain and (4) neasurenent of blood pressure and heart
rate in conscious unrestrai ned hypertensive rats 10 w he ring of
cardi ovascul ar effects, were obtained as described b %ﬁuﬁw?ﬂ§ngﬁé$anine-Hl
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- mepyranmi ne and d?tferent 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 waSAdetéﬂﬁ1ned The speci fifcvBi-Adi ng was measur ed! " the
presence of 10 | of promethazine. The™ ffinity of each test Conmpound to
t he receptor wasy-determ ned by using a quﬁt six different c en%{atlons
run 25 in dupkichte. (Cs, varues we tai ned by non-Tin y egr'®dsi on

by use of a DEC AXP conputer 20 venber 2003 - 10 15 20 25
COVPOUNDSBI NDI N& TO RECEPTOR H ( I GCs, MV CETIPRI ZI NE226 FEXOFENADI NE214
Exanpl e1310 Exanpl e257 Exanpl e3347 Exanple10145

RL-x

e

Al.w.a’ort

Hydrolysis . (XHV)

R \L‘/o—.Ru

z

xu
&

Scheme 2

Also included within the scope of the present invention
are pharhaceutical 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 excipien;s 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



Exanpl e1588 Exanpl e1989 Exanpl e3259 Exanpl e34127 Exanpl e38174 Exanpl e40210
Exanpl e41111 Exanpl e54106 Exanpl e66248 Exanpl e85152 EXx | 10827

Exanpl e13486 Exanpl e137150 Exanpl €13886 Exanpl €139205 %ggﬁﬁ?aﬁﬁéé§3

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.-i nduced skin vascul ar
perneabilfﬁi {hﬁréfggntlon; gugh preparations may be madesEy methods

well known in the art.
The diluents which may be used in the preparations of
the compositions include those liquid and solid diluents

5 which the active ingredient, together with colouring or
flavouring agents, if desired. Tablets or capsules may
conveniently contain between 0.2 and 500 mg, preferably from
1 to 100 mg, of active ingredient or the equivalent amount of
a pharmacologically—écceptable salt thereof. The compounds

10 may be incorporated into pellets coated with an appropriate
natural or synthetic polymers known in the art to produce
‘'sustained release characteristics or incorporated with
polymers into 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
agueous 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 Male Wstar rats (180-210 g) were treated orally with the test conpound
or vehicle. One, 4, 8 and 24 hours later, the rats wek e 8@5%%m03

anaest hetized with ether. The cutaneous reaction was I hduce

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
cervical dislocation and the back ski ni ssected free. The di ameter (in
mllinetres) of,the wheal ,was neasured in two directions and the area was
cal cul ated. Re % of inhibition at a given dose
conpared with Thee vehltpeingearedmgrlowp. dasouenpeards tdiesdxased dnt

exanples %ma%hacgq 1%%& ackAQrididly Jé2-1,d4 oa%éngé5Qﬁ 15/ gﬂg %SQ:Sh/Kg

an i nhi bi t he hi stam ne-i nduce at the
30 4 hour §“é[ﬁ@érl°§dm'1%hest1fea%43d%1s (?h {hb BamptaskperHperaeabt o eind ons,

cetiriz n@s@raejr fequf amﬁﬁtaelﬁ@%cﬁﬁbé@hsmﬁl QRs0l1236%ant A Wiy in |
respecti ve\}%é th Fﬁ&nber ex vi,vo binding st udl es in mce
0

The assay dmé’?%éﬁﬁlé?ﬁl 9fa§n8é§&|119586Cb?CtEé%%éfm d8’)al, &% th
the foll owinvg nsmddﬁngastodses Qrermm ghtwi t3i aheetonmkerSwyssraldinge e (212

t I d f th d 10
o /Ko, p. Bopeedafily AnEorbidif ah8l EFL RFRTLREhThe Whar Lot diF SR
di ssect eda@@t r@asg thomgeni zedohnacioual uofreisceradokd @l&@&ﬂweri‘daﬁel(-quﬂmsphat e
bUfferufpwlzh4kheAménﬂto§hh ugk QéréD§an8HP9Pﬂ§%f$M@§ i poubated, ; |

triplicate, th 3H -nepyramne (2 n i nal concent raltl on, 27
Ci / mol , aﬂnﬁ@§ﬁ§ﬁfe§upﬁﬁ&“’40 m nutes at 30C. The [3H -nepyrani ne bound
to the rrerrbranes was determ ned by imediate filtration of . the honpbgenates

under vacuum o he ass ibre filters What ran GF/ B) followed by three
rapi d rinses Qﬁﬁ g o8 L receptor blnélng assay ) y

Binding 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.



15 col d buffer containing 10'tM cold nepyram ne.
inthe filters was determ ned by liquid
determ ned by treating the

non- speci fi ¢ bi ndi ng was
p. O.

D- chl or pheni ram ne nual eat e.
(et hyl cel lul ose 0.50 and tween 0.1% were used to determ ne
bi nding. Results are expressed as the % of specific

The
scintillatio

Mce treated w th vehi

radi oactivity bound

el bl s A
cle 20
t he total

bi nding at a given

dose of the test conpound. The conpound& of the present invention display

little or
bl ood pressure and heart

no penetration of the blood brain barrier.

rate in

25 (4) Measurenent of

consci ous unrestrai ned hypertensive rats
Adult mal e spontaneously hypertensive rats (SHR) were operated upon in

order to inplant bl ped—pressure—sepsors—in—30-theabdoyi nal aorta just
above the iliac bifuCcCHPOUNDSAft er BENDVHGyTérEEtapaeEtHesia, rats were
housed individuallyfin cages placed og T qﬂ -frﬁqyency receivers.
Amoxycilline (15 ngikgr—ir—m—aftpr °u?g§L§§_mas_adnLn.stered to prevent
infection. The rats mETERaEENEBd to recover 2bagr at |east 2 20 Novenber 2003
-31 weeks after trapsmittrer | npfantation. Arterrat btoofd pressure and
heart rate were recpfBSHFENAPANEI vised by Da?éﬁuest V__system (Data Sci ence,
St. Paul, MN). The pRiQE §em§re kept on %i 12 hours |ight-dark cycle
during the entire rpeerarrg—b—period-After 8 hours of{fasting with water
"ad libitum, the aﬂkanb$erece|ved drugs orstly and then given food.
Henodynam ¢ recordings WETr € L aken every 15 mnutes, stafting 4 hours
before drug adm ni stEXEPBA®afd continui ng ug4fo 24 houts after. Each
recording |asted 10 ﬁggﬂﬂgg lgnd the 10 hemggynam c val bes of all cycles
within this period pwere—averaged—t+AH—the an.na!s rece{ ved all the
treatnEhts, betweenEzdmphesliBations in the smne rat, there was a seven
day wash-out periodl _and 2 conpl et recovery_to base-Tipe
Example 19 g9
Example 32 59
Example 34 127
Example 38 174
15 Example 40 210
Example 41 111
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




val ues was ascertain. The effects of treatnents on nmean 15 arterial blood
pressure and heart rate were determned with one-way l.ysi ari ance
(ANOVA). A P value < 0.05 was consi dered statisticall%ngéﬁbeyg%R . The
conpounds of the present invention have little or no effects on bl ood
pressure and heart rate at doses from3 to 20 30 ng/kg. Fromthe above
described results one of ordinary skill. in the art can readily understand
that the conpounds of the present inve#tion have excellent antihistam ne
and antiallergic activities. Canpounds_of the present invention 25 have
reduced cardi ovascul|atxaish €endd al [nervous sygtemside jeffects and are

t hus useful for the ftreatment—of—var+ous—atHtergte—eisoeriders, for instance,
bronchi al asthma, rhiftatsle kbhjurjctivitis,142rmatitis jand urticaria. The
present invention wll e further ifl Tustrated py the 3Q follow ng

Exanpl es. The Exarrp|_g]j'l'gjia§,n;%legi]i/§;ﬁ by way of tftustration only and are not
to be construed as |limfdngdig: Fxanplle 1 Prepagation of 2-| (2--{4- [1-
(4-fluoro-benzyl) -IFTTOor=3=yr—20Noverber—26063—3z—
- pi peri din-1-yl } - et hB&ATDeh AT adid A Prepddati on of
3-(1, 2, 3, 6-tetrahydnospyri-di n-4; yl)l-1H 1 ndo I'ndole (30 g, 0.26 nol) was
di gso| ved in a so|yth :L%égf%ngle E"Sggntyaz':i um hydl’] @’T‘ de (77 ((:5 g, gl. 38 nol) i)n

met hanol (692 m). |4-pipard d®e nonohydrat eglyydr ochl orijde (102.3 g, 0.66
nmol) was added in one portion and g aixture was treated to ref lux for 5
h. Potassium chl oride precipitated upon cooling at room tenperature and
the salt was filtered. The liquid phase was 10 concentrated until only one
third ab the |icu dreemmicredshow tdhtr opRd- holimddaskes The sghibdefer med
during thein&oqgentration g%.the.liqgid Ehase was filtered.and washed

t hor oughl y* W Th- 5 hahdr € afti- LPEhafFPyLO% theeflnyFSEEREPTS3YEqY similar

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).



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%%k§¥%§%%é¥@a 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) - ben20|c acid neth?P ester 25 To 25g (0.16 not) of

met hyl sallcyl%teﬁ n_250. g geth yl ethyl ketone 34 g (0.25 nol) of

pot assi um car bonate merelvgd &894 studkedr E2w@s<®ef | uxed for 1 h and 27.3

nm (0.35 nol Fhef asbayrrmabcplemfmetdalan@s@@ﬁelamq!?da@n@ets%&%écp py ef I ux

again. F urs later g m)re 30 pot assi um car bonat e and
16.3 ?’%ﬁ’fgﬁol 2 o‘f’§§hb}:{3%0%5ﬂgﬁ)l %Fdﬁ@ ad QRN R s

oper at i o \R&Y SFepedte$vims lalbime miawt |(c2r1+Wag conpteettatka tieroidia v

i nor gani wisal bs rwekentf |dotﬁse%@%et oqnﬁfﬁ ut ed VMth the
same vol uge 5 hexane. Thi's organi crkeehase vr\r/gjs washed tw c}k‘-:{/\nt
Novenber 23503%2 33" 4Rt S artd tedr KEET8p }aklh%@lal ThEhewhidked pnathi swasi ep was

quant i t atiiseeanddt hﬁltprml:mhomage@yﬁ@de@gug@ foor é@elé‘}@x&oléy'&t het it step.
D. Prepaygat 4- i nd | ).- pi peridin-1-ylI-

et hoxyl - ggr/zlgrc&té %I{l % ﬁ(‘lge_é-set er?ﬁHzfyé (Og o} @fllquOt of the

2- (2-chl b@momeneky:) Weﬁzonmcatbmtenmt hy Q&tl@ll\&%rt@ addgaH o ga 1m xfure of
0.1 go(0 &y pi IH-|ndoIe 0089(06 I)of

pot assi ur% ]car b%%lg%néllgend (%1“%2/El LG G umd odidd TP, 5 nL 10
of i sobubPrraBeERy|d %@%é%ﬁﬁ@ﬁltﬁﬁt abgfe(h (at PSP i & le- reaoly t 181 ne @aRindON

m xture vas thef kexed frevs |v§&ho&'ét§elzr€{rt1§c§ 590k hRgadhc e’ QML LEIRGLALYre 1.5

mL. of di QI oLorret hane and 0O
omogenates under vacuum onte the glass fibre filters

(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



mmol ) of pol ystyrene nethyl isocyanate were added and the m xture was
stirred at this tenperature for 3 hours. After 15 filt l ution
was placed directly on a 500 ng Varian SCX ion exchang{gNgg?mB&%@ﬁ
colums were washed with 5 nlL of nethanol and the product was eluted with
5 nL of nmethanol /ammonia 20:1 affording, after renoval of the solvent at
reduced pressure, 0. 113 g (60 %yi el d) of 2- (2- 1[4 - (1H indol 20
-3-yl)-piperidin-1-yll-ethoxyl -benzoic *4cid methyl ester as a yellowoil.

E P 4-f] uor 0- b I | -
yl :)leggil%} eﬁpslgf/flt c(a%ﬁox §" Beﬁ%o%rﬁpog fbaetglz%rﬁ) gAr(t(?Irn %mt?gp)D doPrgs@rsper si on
of 60% NarIich hemer akasiel wes wereoadded 4@l aasal wsédnbef Mk tng«t0-15

| f | 1-yl 1 - et. h yl-h d
mol ) o s%/sit%rr[ A(D(at'aL s@qghcé yls;\. p’igﬁ{ %\fﬂ M| &t ﬁ%ﬁg' %C%F?%gen

met hyl ester]ﬁé) ared i n_st anhy r Sus
at nospher & Wftlet RRVFSi %59130 ﬁﬁﬁht eycae doerhng dnperemiures 0r626rding0. 21

mol) oo e odangy |1 braside 30 wete;added anddie M U £ Yeg, sl 1 Xed
for 18 hours. After_ addition of 09 g (O

3- (3- mer c&p¥o- BREAGES- T oparat didf%e‘?t h?lfalﬂ)bfl y%lfliifr éﬁt?ri ngiven ofo®iF the
m xture wasmclyrantd aeeoriddhigsatvete@onukerperatyr &5 @idudbs of s@N-HGlg wer e

dded to th t ] d.th d filt d.. The 20 Novenb
2003 - 34 SoER e YooV At JAOEH T BHEEBUCR: COCUFE R ERE Giuce it ur o

was puri f ihegussi nétar50096n<gh Varsicary G1§y chaen&ﬁograpmecoamimrmaaﬁf ot gk Ng

0. 059 2ok Of+ 4-_{-1-
- benzylg)) ( %ﬁrﬁlb)ﬁ % gmgﬁléﬁ);ér F{gl nal[1 yi:§,él oxy ennz%ll'l%:sa(?eglOdS ESTVB mi e
2

= 473 | (We)rage =) @743]“1 ebd13rhe=2t Vla @Bt ¢ m  4H)
, 2.45-2. %t@@enZld)dml%J.%r%tg_Lbr(énerFQhe §a141§ §a%2 (t@ler%H)wa’ %%Qe&e 0
(brm 1H) ., 5.23 H) -, 7. 42-7 7 (t 9-7.61
(d, 2H), ?laé’g w?a%b ctu?}: Q%l(ig E?Eﬁplae %omplete I‘ECOVerY to base llne
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 2-{2- [4- (l-pentyl-lHindol-3-yl) -piperidin -1-

yl ]--ethoxy}-benzoic acid The procedure described in Eg(?ﬁg 1 \(/)&§3
performed using 0.1 15 g (0.5 nmmol) of 3-piperidin-4- tﬁ%[ 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 --pd-peridin-1-yl]-ethoxy}-benzoic acid
Mel ting point= 113C ESI/ ¥5 me = 435 [ (M1)+, C27 H34 N2 03) NWR (CDC13) d.
0. 86- 0. 90 ~P-Pe3fiing 15517 -s6howy) gRpnzoicyacidga (m 2H), 2.05-2.14 (m
4H), 2.55a2. PReplralbn 02532.(9423312-€BkraH) dr3- §gr§d2§ 4dy12H i-3. 99- 4. 06
(t, 2H, 4 4450 (m 2H), 4.70-5.20 (bs, 1H), 6.89-7.31 (m-5H),
7.38-7.43% 7.55-7.58 (d, 1H), 7.84-7.86 (d, 1H) Exanple 3 30

Preparat | @ndoﬂe4 {m[:g(ze ethioyiol)y-esdyldi-skilivedol i3- ]solutlon of

ket s S U Rt e L b W e g B S
(0.5 mmﬁypépeméiﬁn@r @wmsnfsmr@t@cﬁw@mlcw@ (D7 99(002262®1d910vénber

2003 - 35 gl Jaebat e &ﬁé’%rtﬁ@rﬁ'a@ﬁd cae fnmx%@e Pas W £ ddany, lkylated
vmth004rrL 0-31 nmol ) of brompet hyl ethyl ether afordlng0061 (77%

yi el d) of f@r{a-1 1-RFE3RHIKY ChdOgydr EHﬁFﬁBéFaBEQyPHJOBl Peel Hrp-at yflo}i’ﬂbut yric
acid. 5 ESbﬁﬁgrﬁkare 358 khbFEptTcCahsHIQ IN2 Q4. MR (1GRGES) aselw%% 1.18

Eél 2:30 chnggntrgae %inhn%%‘ °§1§80§e4ghﬁﬁ1d &'.3% tﬁeﬁ?&“ﬁ??}“ﬁlnﬁﬂ) w260
4.22-4.26the, 2dunds5be0tEos, fllsk 6. 9The. 2doltal 3Eprmed0 Auldndg. 3Thed, 1H),
7.57-7. 59 LHced )2 EXBRPIE 4 he ligquid phase was filtered 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



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

pi peridin-1--yl}--propoxy)-benzoic acid 15 The procedug§ descr|3ﬁ%

Exanple 1 was perforned using 0.2 g (1 mml) of 3-pip N fH—lndoIe
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%yvyield) of -33-
3-(3-{4-[1-(4-fluor,o0-benz -1H i ndol - [F/%Lplperldlnl}/1
pr opoxy) - BEHZUT c*3&i {OESFPVEPM —“%1837 [( %) 'vi&3¢ FONS FFEePNVERS CDCL3)

= NMR (3:ﬁ£hrl\ﬂﬂzl;at6@(‘e13@,lndi th2. pFcdu? (Was qbt)re 2hodgR0-f3xr7 T HaM nH) |

3023074t e -3.60 (m 2H), 4.11-4.15 (t, 2H), 5.23 (s, 2H),
6.93-7.25 ('m f -7.65 (m b5H) Exarrple 5 30 Preparation of

4-{3-[ 4- (P-peﬁrstparﬁltmuolafi% %{2pi‘pet11ﬂ+mdc11y$+yb)r€qugx}:=dham—zb+}el]a0| d The

procedus e dagaiihed {0,k rf.qr med u5| ng O g (1 mol) of
3- pi peri di n- yl}l}b_ 1H |ér?13dlol Za{%rﬁ n%et\zéga %%t cly ? of

4- (2- chl or%p%@o&-béﬁ@&u o4cid ! %e@hypr@s@@hoxm Beeaomv@qb@rmem@a 36 g

(0.20 nmmlgstafr t herer ugeie@btil ngd @sxid-st e Do . wer ther  ahky) ated W'th
0.04 nL (Q. 30 mml). of p ntlﬂ 1 odi de af f or di 6% yi el d) of

2
4- (3- [ 4- ( - PFERSALR T hdol~ TR 38A9LS) fbri i B- ngﬁ] ”‘B‘P&g : AR Bt e d.
ESI / M5 ml eaxrbbitq Mat) ©,. C28gHB6. Nanf3ll) Wp@@ﬁ@ﬂ)mdﬂ:oalaé Qn95 £ mL 3H) ,

1 26 1,89 2 2

S1G " ziLoSAd(ﬂn%ty]1 Ef)‘%t]hﬁos}“‘%% ﬁﬂd%mtfcﬁerglrgﬁ“ Hﬁ)ph SR b s,
(m 6H) TRAEEIPE R UrEHpasT reflnxed fdy ZB-I)hQ@rExaM)%I:er&cmenag att on of
2- [2- (4YHdm[é%mﬁé%aﬂﬁ¥4m¥YSe&ﬂ05f)alghTXkLmeEHane and 0.08 g (0.1

mmol) of polystyrene methyl isocyanate were added 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



-indol -3-yl }-piperidin-1-yl)-ethoxy]--benzoic acid The procedure descri bed
in Exanple 1 was perfornmed using 0.2 15 g (1 nmol) of
3-piperidin-4-yl-1Hindole and 0.17 g (1.1 nmmol) of 20 November2003
2- (2-chl or o- et hoxy) - benzoic acid nmethyl 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-nethoxy-ethoxy)- eBhyI) 1Hi ndol - 3- yI} pi peridin,-1-

yl ) - et hoxy] - benzoic acid. ESI/MS W = 467 [(M+)*, C27 H34 N2 05] NVR (300
MHz, CDClFoWent ¥es2 meqvad 41H)d832 §0dRced (pmeHre 2nd2-he20cume 3H)

3. 24- 3. 35 {imt AR wa% %ﬂ%leéH)ls:ﬁig_% 5?005%9 %gr(i?h %cﬁré@%g’%é%%é%

3.78-3. 82
1H), 6.98- éf-"ls’éﬂr( rﬁff%‘i%lnw 09(9%9799 6adyl:¢_i-51) EREnpt €2 71 801 Pr ébaf badem of 3-

[2- (4- {1-—1:{6212}(12)-—%1 -Hoxiyr1eBhReXY) pigéhydiin-1H1) -ethoxy) -benzoic acid.

-i ndol - yElE}fmSo%( din 4373yl e;‘s‘“?t goxg] Benﬁl ;ﬁﬁﬁl d The "procedure descri bed

in Exanpl e ormed 0-2 ¢ ) of
3- pi peri diNMR4- @BIOOlMHz,ndIﬂCé. and=2. 47-3. ¢4. im, nzm)) pfas-2_46 (m, 2H),

3(2 chl or t Y) 1= be i c.ackd h e 6 enber 003 -37
g (0.19 mrzgljoeo?@t(l er%rugép 0 tanE‘egE%s)(d 5?—!2 5‘ 2\%/er5<23%t02b at ed
with 0.04 323 0. medl)) of6 - PAbrloRB- 2{12- né@bey 7etRoXy}7- e(haneuﬁffordlng
0.053 g (60%9deldd) ©f, IH)2- (Aed-7.92 (4, 21

[.2- ( - met hoxy- et hoxy) ethyl - 1H | ndol - 3-yl } piperidin-1- 5
yl ) - et hoxy] - benzoic acid. ESI/M5s me = 467 [(M+1)+ C27 H34 N2 05] NWR (300
MHz, CDCl3x ad1p=1e2221239(m 4H) , 284307 (m 4H), 332(s 3H)

e e G e il i S
3 (2 {4- [WﬂG4ﬁﬁ remanic Bedidndol - 3-yl ]
7 The procedure described in Example 1 was performed using 0.1
15 g (0.5 mmel) of 3—piperidin~4—yl—lH—indolerand 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)
20 -piperidin-1-yl]-ethoxy}-benzoic acid.
Melting point= 113°C
ESI/MS m/e = 435 [(M+1)",C27 H34 N2 03}
NME (CDC13) 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),
25 2.%4-3.12 (m, G5H), 3.24-3.28 (d, 2H), 3.9%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 _

30 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



-pi peridin-I-yl}-ethoxy)-benzoic acid 15 The procedure described in Exanple
1 was perforned using 0.2 g (1 mmol) of 3-piperidin-4;yle: I and
0.17 g (1.1 rmol) of 3-(2-chloro-ethoxy)-benzoic aci dz%f)%éﬁﬁé}gaé? 0. 06

g (0-19 mml) of the crude, obtained as in step D, were then alkyl ated
with 0.03 nL (0.28 nmmol) of 4-fluorobenzyl brom de 20 affording 0.047 g
(52% vyield) of 3- (2-{4- [1- (4-fluoro

-benzyl)-1H i ndol - 3-yl ] - pi peri din-1| -yl }35%t hoxy)-benzoic acid. ESI/M5S me =
473 [(Mrl)', C29 H29 F N2 031 NWR (300 MHz, CDC13) d = 2.10-2.45 (m 4H ,
2.83-2.89 WRPLRH)OL 3.9 3¢389em Bpfainedl.ap 5i nSten), D4, 3 4then  2H),
|53- 26 25 (§lk$t&te(g-&[9ﬂtﬂi@.804 m11|,9d|-®#3 17an6t|301§- Q>|9f) (H”ﬁ_onﬂﬂétd@qaraﬂlrsflﬁ ether
reparation -{2-14- (| ~pentyl - Hindal -3-yl)-piperidi -1-y
—ethoxy}--ﬁgg‘%gbéﬁcié'%élThegpréggauré”tfééjc]rib‘é it a'zLdfe(%-e\E%?XY'
performed ashpgy) 01R-igddl-smey)] opiBepipent dint -yl Hitndoié.and 0. 17 g
(1.1 I f.3-(2-chl - ) -henzoj c.,acid ,methyl ester. 0.06 g (0.19
nmol ) (r)Tth %‘u%?ébrq%dé,;eobt gléﬁeghggfrd Cls%teleégﬁ, 1\l’t/]\‘zleréejﬁl]t hen al kylated with 0.035
mL (0.28 niMR) GIQPent yd Fodi de 120 INGwenber 2003 - 3899 -3f-0dr dimg @HO37 ¢

(450 yield) gf_3-48- [(ﬂr,(lqﬂ??“t%'.a%'jz.ss (m, 4H), 2.84-2.86 (&, 2H),

i i d‘l
i ndol -3-y|$-gi@peri din--1-yl]-ethoxy}-benzoic aC|)d. ESI/M5 me = 435
- 32

[ (MF1)', 02 3 N0 03 NVREY 306 - BBz 2 - €BC18Y d4B) 0. 86-1 90 14, (BH) 2H) .
1.30-1. 41 grp24k)261. 60; 1. 85(m 2H)o@. 002, 206m AHs 260 280(m,2Hsx) ,

2- 95- 3.,05( H),3.19-3.2 , 2 .44-3.47(d : _

4. 05-4.189(?];% 743%4-(‘35 3%‘%% JZ?)FE:?%%% ?‘Zmlém 9H) Exanple 10 10
Preparation of 3- (2-{4- [1- (2-ethoxy-ethyl) -1H i ndol-3-yl]

- pi peridi nﬂ}%;ﬁ% 1€t hoxy) - benzoic acid The procedure described in Exanple 1

was perforne sing 0.2 g ?1 mol ) of 3-piperidin-4-yl-1Hindole and 0.17
g (1.1 Preparation of 3-(3-{4-[1-(4-fluoro-benzyl)-1H-indol-3-yl]-

piperidin-1-yl}-propoxy)-benzoic 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



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 gL&%§g¢%f§h 0. 028
m. (0.28 nmol) of bronoethyl ethyl ether affording O. yreld) of
3- (2-{4- [1- (2-ethoxy
-ethyl)-1Hindol-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),
210 30(m4H) 275290(m oH),3%. 95-3.15 (m 1H), 3.20-3.30 (m

3.40-3,4 3. 69- , 4.21-4,24 (t, 2H), 4.40- 4.55
(m " 2H) . SB 30 %WW@EDUQ% %&3 feo}iﬁaW%%aﬁ*%lt}%rﬁ%?P@F?%r%&T{eﬁ [ 2-
(2- nethoxylkyhaxyﬁ -eityl J0-04HmI. (0.30 mmol of pentyl iodide
-i ndol - 3- g%% RLRELI g|925 él) gthoxg%d?en%0|c [Q Tgepg gc?durelg O(jrlbed

in Exa was perfor e sin
3- plperldrﬁ &lyrpﬂpﬁrhdénelaﬁélepISPQXQi menzﬁlnnab)dof 4-

(2-chl groggthaxyh/=benzebe, (ach g etqyl t £, 06 g (0.19 rnnol) of the
crude, ob talﬂed aé in ! mgre t Hf@ ﬁ{ ?aied with 0-04 nL (0.28 mmmol)

ste

of 1- br ont¥B- (%D%at)héxy g?h%x% | Gnaeg raﬂféﬁdllné90(l9244@ (28%Arilel6d) of
4- [ 2- (4{@1 2{12 1299e.1;hpsym; hoxy) zeidwyilas 1&Im€iﬂ|-3zy4§ 320;d\'0(¥;{3”ber
2003 -39 - ﬁé -gh“hs xy] - ben20|c cid, MS me =

(M+1)+,0 % bs] 0 Ml -épebs)td 2, 8@ 2)03% n{mrzﬁ)ﬁ
2.05-2. 207¢AL-2Hp3, (2. 363 2. 458¢4RT . 8B (d2. 8832.99 (m BFD 3.19-3. 23 (m
2H), 3043 5 (s, 3H), 3.47-3.54 (m 4H), 3.77-3.82 (t, 2H), 4.24- 4.30 (m
4H), 6.94-7.65 (m 9H); 8.00-8.02 (d, 2H) Exanple 12 Preparation of
4-{2- [4 (Exﬁ@ﬂi?l5lH—|ndol 3-yl)-piperidin 10 _1--yl] -ethoxy}-benzoic

aci d The pregedutodesei! bad (N d@xamle X2 w@fet@wyorer%){w.&hqfﬁ 1% (1
mmol ) of 3: : Pl gﬁrldlf % =1H- | ndol e and g (1

4- (2 chl of 5282 hoxyy beR BPELdinalevhyrethesy] -bepgoig 99149 mmol ) of the
crude, obThengfoasdite siepcBibd@r Entiednple 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), 3.38 (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 (v, 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



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%0 [“8?@’1‘5’%-‘?8?% H34 N2
031 NMR (300 MHz, DVMsSO) d = 0.81-0-912 (m 3H), 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), 7547563Zd 1H), 7.83-7.86 (m 2H 25
Exanpl e 13 Preparatl n of 2- [3- (4-{1- 192 met hoxy- et hoxy) -ethyl] -1H
-i ndol - - 3%y 1P g% 8FPdi n °f- ffiﬂ)f EFB%xbeB%hE% caaictd THP pf ocERitR R8s cr i bed

i n Exanpl elkmsememwmd agsmng @ 219 o 17 5 pfbromo 2-(2-methoxy-
3- pi peri din-4- 1H i ndol

2- (2-chl ore&hﬁ)?%’ﬁofﬁhaﬁgn? i€ réi&r’@ rsgr\é%t%?l 9es(ts§)r Yoledléjﬁ d’f(o 3ty (ot the

crude, obt-di2ne(® @setnosyeptBoxyer-et e B kyhdaded3wylh -@i@e mild i(D-131 ol )

of 1-br t h et hane affording 0.056 g (56% vyield) of
2- [3- 50”9% %1%)&1(37/3 I%%%Ogtc- %;&ﬁ)gxy -ethyl] -1Hindol-3-yl} 20 Novenber

2003 40 Eﬁulwﬁ /8- - HSy- pEr Hposty] ChenZdt CN%.C(I)@] ESI/MS me = 481

[(M:1) C&&R"@@OWM@%] d?ﬁ@()?’go M'izzl@fé]@)(nﬂ 4}12 29- 8428 (M ér@"béH)
275292(”]?4? % g 2%3 3H),
3. 45-3. 543-8% 4?4}‘ 3363253363(9?} ?ﬁ)’ §7§§7 (e 14421%442275,(m
4H), 5.20-(%.,6QH(bs4 .5bl-4.6394m7. 38) (n%.F&) 7. 3554m 7. &) (A7 . 5dH) .69 . G- 8. 00
(dd, {? npl e 14 10 Preparation- of 2- (3-{4- [|I- (4-fluoro-benzyl)
-1Hindol -"3©-yl] -piperidin-1-yl}-propoxy)-benzoic acid The procedure
described in Exanple 1 was performed using 0.2 g (1 mol) of

3-pi peri digQz4z¥l.- 3Hindole and 0.25 g (1.1 mml) of

2-(2-chl oro- propoxy) benzoic acid neth | ester. 15 0.082 g (0 21 mmol ) of
t he CrudePr@gﬁﬁpﬁéenasoﬁn %ngﬁrﬁj Wer e -fluoro-benzyl) ~-1H-indol-3-y1]

-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



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-f1 uoro-benzyl )-1H i ndol - 3-yl | -pi peridin-1-yl) - pr oPbRPEBREANE 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 |[OH
, 7.59- 7.61 (d, 1H), 7.85-7.88 (dd, 1B§- 25t Exarrple 15 Preparation of

2-{3-[4-(|-pentyl -1 Hindol - 3-yl iperidin -1-y ]-propoxy} benzoic acid
The pr oce&ﬁf i Bed-=i"n Exar%ﬁg 1Y i@sdberdbr rﬁad{'%;si‘hg o-persw iy Y- ol )

gf(g pLPemnmdlJ%Q#E)LMmp@&QHﬂnaﬂng ZQt%o&% lbe&&%hg8%Eld(o - ) of th
chl or, oi.Cc_aci ester mmol ) of the
crude, F%I%rg%o %)n r% [[SMa\kérecz?h%%‘lan%y(P%l ed with 0.04 nL (0.33 mMmmol)
of pentyl NMydi(de o Mﬂfzor@lﬁm]g, 040570 p4EY%yilel d)3Hof 1.30-1.41 (m, 4H),

2-{3-[ 4 ( 1ty gl Hr L ndglyy 20 2

- 3- yl)%;)l []%eﬁél%nl o HH‘ pr%gpéxy Og%goc cfd‘ﬁI ESI%IV%Dr% 8¢ A{H@ [Q(I'f\}l#l)' , C28
H36 N2 03]2 -MVR D13 - P = .@B4{0, 8QH)t,, BH4-3 142748, 3LH)m 4H)

1.71-2. 10 4( @5_&H)09 2(1—_80-231 324(@]4 EH)B"? 80+ 10 4 7.95 (m
9H) Exanple 16 Preparation of 2-(3-{4 3“1“ (éﬁl[et hgﬁghet %Iﬂ) (1H- Pﬁgol 3-yl]

- pi peridin-1-yl}-propoxy)-benzoic acid 10 The procedure described in
Exanpl e lmm%rfmrrred using 0.2 g (1 nmol) of 3-piperidin-4-yl-1Hindole

960 B GxshabaT® o] 20 FoohL e BLORSINL bt o 0P1 4 I Ty ot er
al kyl at ed —Wllphar@d@@ H-y(L0 e3Bomyd-penko2cbraddet hyl
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

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}



15 ethyl ether affording 0.078 g (78%yield) of 2- (3-{4-
[1-(2-ethoxy-ethyl) --l1Hindol-3-yl] -piperidin-1-yl }éw‘%)x %@gzoi C
acid. ESI/M5 mle = 451 [(M+1l)+, C27 H34 N2 04] NWR (300 , 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 SH), 7.55-7.57 (d, 1H), 7.93-7.96 (dd, 1H) Exanple
17 25 Preparation of 3-[3- (4 {I-]2-(2-1#2t hoxy- et hoxy) - et hyl ]

-1Hindol - 3-yl } - pj per|d|n | ) - propoxy] - benzoi c acid The procedure

descri bed i8¢ e 11 Xilds Himegnisiivg agiz. g (1 mol) of

g E)lzpem diss¥md 'ﬂﬂﬂﬂ'|=Bdm'7e_[3(mﬂ-19d252ghﬁliélN2n@9h)OOB 080 0 - N of
- (2-chl org-pr.apoxy).- be ci d. met e mol) o
t he crude, t(gmeﬁﬁés ?’é&sﬁe *D,lm%(?éﬁ/'?{?] ¢¥“fal2 ’a?e85v\n2tﬁ {94 #) (0. 30
nmol ) of Aaﬁmsz ((2- a8Y hoxyset hoxy) afi hanp ,afxf.ardizng 30.( 652g (68%3vyiel d)

f - h h d
E)3 §I }-pi perl 3%?1 [ -%y 4(7?5’?%%03yy %g22§¥2:7g1§5 XE]Zét hg%/%ﬂbolf'%ﬂﬂb@?-’glz(@sl / M5

me = 481 4H)M+B-84CT3 GBET™L SBB]; RVRO(-3002VH, @BC13) d = 2.10-2.60 (m
6H), 2.50-2.65 (m 2H), 2.92-3.10 (m 3H), 333(5 3H), 3.38-3.53 (m
6H), 3.77-3.80. (t, 2H), 4.11-4.15 (t, 2H), 4.25-4.29 (t, 2H), 6.99-7.56
(m 5 7H)Exa’7‘Pé'f 7263 (d, 1H) Exanple 18 Preparation of

3-{3-[ 4- ( Papeninpltilodt i repl 4&154195@4 perpdlity1 - ﬂnyirldcmnpﬂm} 0 & aci d
The prﬂfedtirelqes |be<1_ 5;” zo %Zwas performed using O 10 g (1 mmol)
of 3- pi periditn= 4-yT-TH- l&n&cé 59 (1.1 mml) of

3-(2-chl oE@Epmp@)eyl)lrberizscmaeddmeEhy&anstErwaﬁ @érfcgrr(léliaﬂs lg.of the

i ST o Bt e, IR T 0.0 (050
(1- penty|mmo -(2-chloro-ethoxy) -benzoic acid ethyl ester 0.06
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), 6.93-7.15 (m, SH), 7.38-7.43 (m, 1iH),
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}



1.5 -1Hindol - 3-yl) - pi peri di n-l-yl]-propoxy)-benzoic acid. ESI/M5 nmle = 449
[(M+1)', C28 H36 N2 03] NWR (300 MHz, CDC13) d = 0.85-0. 1.26-1
39 (m 4H) , 1.69-1.85 (m 2H) 2.10-2.25 (m 6H), %@ﬂ%&%@?%oﬁ
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) Exarrple 19 Preparation of
3-(3-{4-(1-(2-ethoxy-ethyl)-1H i ndol -

-piperidin-1-yl}- propoxy)-benzoi c aci d43£5 The procedure described in

Exarrple 1 was erforrred sin 1 nmol) of 3-piperidin-4-yl-1Hindole
and 0 p(lfe% TR @r?’ﬁ’oécﬁl’l og’Sgﬁpbﬁoﬁff)ldbenzm c acid nethyl ester.
0. 08 g ((B:SZOMmml/)e ef 4i8he [dMude,, Obs alipedvAasos N step D, were then

gl- IC%ISa;e((j (’:I)gl gP%% %éq gm) (235 %)hgd;r;;(%th hyet 9y|75e5h85 %0 affordl ng

- 1H i ndol 330QI-B- piOpémi dim} 1- 23141)9101 omx(;t) B&nzoBc3acid, 3ES /mfmraam 451

M -1 N250 0
[2(17 2)525% Hzﬁ g éb nggg%‘?m gD% 3¢%8% 19%)1 1453 41t ?_%Gant ,

20 NoverrbéS‘”ZOé% 204? §°531138571{{Pn BHP43 77883, (T, (t?H)2H)7 54471374 &b (t

2H) 4.2214)267(t7-2Hpo, (Ba964K)55 (m 8H) , 7.61-7.63 (d, 1H) Exanple 20 5
Preparation of 4-- [3- (4-{I- [ 2- (2-net hoxy-ethoxy) -ethyl]

-1Hindol - 3-yl }-pi peridin-1-yl)-propoxy]-benzoic acid The procedure

descri bedExamptanpke 1 was perfornmed using 0.2 g (1 mol) of

3- pi pery d i ndol 2 of. 4- choro opox
- bgngglldc g%ﬁéﬁgt%g‘ﬁ e(gtgef2 a@do% %L 9(4( élﬂ? m%ﬂzﬁl)t hle}gcr uc{] 'Bﬁzil Ir[:edyc?as
in step D P&é?élﬁhénl ARy parpdxw t'he@ZGZﬂCrTBC@G 30 mmol ) of

1- br ono- 2Tﬁg FEBB@EMreeEQQEHbeSt bﬁ“@x%ﬁpédi g 0. Q@?ﬁ%&@t@%é’iﬁ@ of )

4-13-(4 - t hoxy- et hoxy) - et hyl] - 1H i ndol y eri
- pr opoxy] 9- b(elnz‘Bé“Blgg PG ME 1 7 = 281 Ipdeg ' aegs Ng 06]-1

mmol)} of 2- (2 chloro-propoxy) -benzoic 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



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

NMVR (

(m 3H) 3.29-3.57 (m 6H) , 3.73-3.77 (t, 2H), 4.15-4 t
4.21-4.25 (t, 2H), 6-71-6.74 (m 2H), 6.94 (s, 1H), 72%9 ‘(?erﬂtke%mm)
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#indol-3-y|]
- pi peridin-1-yl}-propoxy)-benzoic acid 25 The procedure described in
Exanple 1 was performed using 0.2 g (4t-nmol) of 3-piperidin-4-yl-1Hindole

and O. (1.1 mol) of 4- (2-chloro-propoxy) -benzoic acid nethyl ester.

0.08 g (032(319n’7BF~Pe6detlﬁé1cV&&iePr@l§PaV|iegea§Oﬂﬁ scép-D, were then

al kyl at edppirt/Rs0m@38 ol 460. QQMmk)cgj }lpg @yj ethyl ether 30 affording

0.029 g ( 3%¥i eIﬁ% of 4- ? -ethoxg ethyl)7

-1 Hi ndol Y8Ry {$99 Jiier i&‘ﬂ% 9|=} Opr%lpd&W HénzéFe -aéi 47 - LESR/ VB M = 451

(M+1) " 0277&{34 N2 Odd, NBR) (3GQ alHz,. 3GDCL3) duF,1.978d-42:4t ,(m3H)ay) ,

2112 o, 6HY §4§§9B(m 5H), 3.35-3.42 (g, 2H), 3.50-3.54 (m
25 Noverrber 3008 - 4473, 66-3.70 (t, 2H), 4.16-4.22 (m 4H), 6.71-6.74

(d '2H), 6.92 (s, 1H), 7.02-7.07 (t, 1H), 7.14-7.20 (t, 1H), 7.27-7.33 (m

1H), 7. 59g£af216Me3H) 5 Exarrpl e 22 Pr epar ation of

3-(4-{1-[2-(2- rrethox-ethox oﬂrﬁ

-i ndol - 3- ?F?PBFBEFP& net- yI ‘dJS{ ! Zacsi tdhoRYe iracledulE aedak i bed i n
Example 1- ys@geaeaiﬁtmegllgspﬂepexﬁ) -BehdommoL)i@f 3-piperidin-4-yl-1Hindole

d 0. 1 [ d et hyl ter- 0.08
C0 20 o Bt b ore Tl B et oot Br ot HoTE Lt b 'fr e v B IR S A8 AL it h

0.05 niL (6.38 nmod)) ofofl-brmime2id 21 /et IDXYH - BhdOXY) anel hanes atf ofding

0.078 g ( i eld) of

- (2- net ho@ég% hoJ;(]Ei ‘e C‘(hﬁfﬁo %&&poécy))l PR aPFE yFFEYE S5 oni ¢

acid. ESI PNBBFH@ 32% Trch#l)cnf Oxe H30AR2 OWyained as ln step D, were
then alkylated with 0.03 wmlL (0.33 mmol) 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 = 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 Es, 3t|)|), 3. 50- 3. 81 Em 4t|)|), S 0.5 81 %0 (tkﬁazuﬁé”erﬁb §0§§32 (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 pé#formed using 0.2 g (1 mmol ) of

3- pi peridi n&g/ﬂ"é H-|ndole |) of 3-chloro-propionic
r.

acid ethyl? m/6 544§y d Ylltl())mr%?g Ig%tlﬁ% ©@?lide, obtained as in step D,
wer e t henNB® aBbylrmﬁed (mmn )0d03 :m.:Lc(Q 2510 w0l kuof pesbybk . kedide 2m1af fording
0.022 g (47%yield) e I

“3-yl)-pi éeré?d.-”nl? 3519‘] pr op.%h% Q g /ﬂ,% it &3= (343 | M) ?7 B %BoNe
02] NVR (360 RH), €DC13%-a5=(0, 87HD, 9«4(2@ BHPS 1t 212H) ACE (79-BH6 @0
Novenbey 2093 74@1177§31 @& (@ 3H , 1.99-2.04 (m 2H) 2.19-2.24.(m 2H)
2 64268 &N 2t 9-5°02°(d 2H) 3.43-3.53 (m 4H) 4.03-4.08 (t, 2H),
6.89 (s, EMpmpiep?87. 34 (m 3H), 7.57-7.59 (d, 1H) Exanple 24 Preparation

of 4- (4 {’i'eph%atﬁ.an' nEImOX:y—{ﬁI!”@XM) é{ayl-]l}[-lll_liidm-oj- (B -piperidin
3-yl}-piperti ric acid The procedure described in Exanple 1 was

t
per f or med &sVr]rE i Poféfli %(Eilzf?ﬁﬁl PCof 3-piperidin-4-yl-1Hindole and 0.17 g
(1.1 mmfrheobréeetlhmeodbatyibedaﬁ:ndEﬁarhyleestxe&s P OFo B d. Qﬁlnquolzz) of

L critieg obk gt a5 4 mstepeDiasyee hep eliylaLed Wik 0,00 (0
y|eId) of maolf40f 13- {Zrc“kpqupropoxy) -benzecic acid methyl ester. 0.08
- g:s; flclgxxrfd gt g@xyb ﬁ&BYch%ch@dekuée}"élftPéPﬁédidéé‘ 5 -¥ddp pPulyd Gipg d-
alky lated 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 4.10-4.14 (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),



NMR (300 MHz, CDC13) 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
3.78-3.82 (t, 2H) , 4.26-4.30 (t, 2H , 7.02 (s, 1H) 7Z%§ %é%%Fr

7.19-7.24 (t, 1H), 7.35-7.38 (d, 1H) 7.55-7.58 (d, 1H) Exanple 25 25
Preparation of 4-{4-[1-(4-fluoro-benzyl)-I|Hindol-3-yl]
-piperidin-1-yl}-butyric acid The procedure described in Exanple 1 was

per f or med u5|ng 0. 2 g (1 nmmol) of 3- pﬂperldln 4- yI 1Hindole and 0.17 g
(1.1 nnnl) ro yric acid eth est 07 (0.22 30 nmmol ) of
the crude’ 3gt3| Eﬁite& Bl ﬁbre-tz%n 2§Ikyl%t%%‘§n%% dtea 3! (0. 33
mol ) of 4- EEu@resbenzyQH br emocde 7akEor(ehi, g0 ., 07469 -(85% yiael dyyof 4-{4-
[ 1- (4-fluoro-benzyl) -1Hindol-3-yl] -piperidin -1-yl}-butyric acid. 20
Novenber 2003 -46 ESI/M5s me = 395 [(M+l)',C24 H27 F N2 02] NWR (300 MHz,
CDC13) d Examgde1295 (m 2H), 2.00-2.14 (m 4H), 2.48-2.60 (m 4H),

2. 74- 2578P(:Epa..2.|5|):.n.o% 94- §f00 (4’73 ?FDQZ § [?%((32 %‘lﬁal{}g@éqzl@tho 3?)1 e(fﬁial];l%l_b

6. 90-7. 27 g 59-7.62 5 Prepar dt’i on
4-[4- (- FyPnﬂﬂlrﬁdgﬂ}BpﬁPFrﬁﬁﬁérﬁdVﬁ) PIOQPFYbuP?PF@lﬁcﬁGl@O The

procedureTﬁespfbb@dura Eé@aﬁhgeé MQSEﬁsﬁﬁpénﬁdw&§lﬁékﬁb£%eé3dé& )2 of
3-pi peridin- %0 and 0, -chloro-butyric acid

ethyl esté&r." B%%$5l%?nfﬁey%rh%eln%%} RO &8-3% Step B were
t hen al kylh‘laﬂ.écbﬂ\ll‘lt-h(?.ﬂ-ﬂﬂ.qﬂo{ﬁcgﬂ)mmberﬂzfolpfl&tﬁld m@dh?e docaf f ar.disng

] ey Fr o Laf el %E[%éle"-’ﬁ%%y'm{‘ w087 155 TR R Fo e
CDC13) d albygatgdgylph ngﬁ mL1{@73Q QMDXrnoﬂH® bromo-2-{2- methoxy-
ethoxy) -ethane affording 0.033 g (36% vield) of 4-[3-(4
-{1-[2- (2-methoxy-ethoxy) -ethyl] -1H-indol-3-yl}-piperidin-1
-y1l) -propoxy] -benzoic acid.
15 ESI/MS m/e = 481 [(M+1)',C28 H36 N2 0O5]
NMR (300 MHz, CDCl1,} 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),



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 ( Ng %‘P@%
. 7.07-7.09 (t, 1H) , 7.19-7.34 (m 2H) . 7.57-7.60 (€0 NQy§mMipss e 27 25

Preparation of 3-{4- [2- (4-1- [2- (2-nethoxy-ethoxy) -et hyl ]
-1.Hindol-3-yl}-piperidin-l-yl) -ethyl] -phenyl}-propionic acid The
procedure described in Exanple 1 was perfornmed using 0.2 g (1 mmol) of

3- pi peri di n- 4- yI-IH-indoIe and 0.31 g ¢4.1 mmol) of 3 - [4 - (2
- br ono- et hyg - phenyl g) EI onic acid et hyI 30 ester. 0.08 g (0.20 nmol)
of the crddés -Sbt74) ﬁéd a8 stept- 2 or éHhel - dlkyl- aﬁeddwum 0.9

(0.33 mml(k, ole)l br @qn720(72 get haxy- et b@xy)zoe(@anm)aff-prﬁ?ﬂg 0,086 9 (72%

yi el d) of { (2 met hoxy- et hoxy) -et hy ]
~i ndol - ?‘} pi’ p%’% ~di- r?z ]‘w) 38hy1 ] - phenyl } - propi oni ¢ acid. 20 Novenber
2003 47 ESI/MS mle = 479 [(M1l)+, C29 H38 N2 041 NWR (300 MHz, CDC13) d =

2. 00- 2%2%&@% no2.61-2.74 (m6H), 2.88-3.10 (m 5H), 3.62 (s, 3H),
3.48-3 3.79-3.83 (t, 2H), 4.27-4.31 (t, 2H), 6.93-7.40 (m
8H), 7.58FFeprriadions 1H§>fExan§3+é42-Bl-Pibp©2‘auetim:q;f ethoxy) ~ethyl] -1H
3-{4-[1-(4 I 5 i;ndaql A 1-yl}-propionic acid 10
The procedl}yg%gegc??%e%%ﬁ;g?éﬂ e an § grm% qﬁlm ng 0.2 g (1 mmol) of
3- pi peri lelli’=e4P'y‘”PCFﬁ-uP-'ﬁd§P§C§hHeé 15 EXFTP hmer§ RRTBOERR@rwpremi i ¢ aci d
ethyl ester. (0. 88od)( G253 -pipkrigint heyerydeingbiai ned ag. 19 step O, were

o Tor dithg P60087 & (TERVIT G Bioniq A1 tart| G6FeBerbyRp & (0.25
1H-i ndol - 8wpll] - poﬁeruhﬂm n-ctude},- ppbpedned assd.irESlstMp nbe :wéﬁé [t(l—Mld)+ Cc23
e e gl 5 O il B RGH ( 2
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
200 (v, 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 (d, 1H), 7.56-7.59 (3, 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),



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

25 Exanpl e 29 Preparation of 3-[4-(2-{4-[1-(2-ethoxy- e(g | - 3-
yl']-piperidin-I-yl}--ethyl)-phenyl]-propionic acid The &8%ééﬁ?@aﬂgscribed

in Exanple 1 was perfornmed using 0.2 g (1 mTD|) of

3-piperidin-4-yl-1Hindole and 0.31 g (1.1 ‘nnol) of 3- [4-

(2-bromp-ethyl) -phenyl] -propionic acid et hyI ester. 0.08 g (0.20 mmol)

of the crude, obtained as in step 30 Bi-were then alkylated with 0.03. nL

(0.33 mmol ) of brom)ethX ethyl ether affording 0.054 g (64% yi el d) of 3-

[4- (2-(4%-3-1¢8%etHoxy2%t hyll) 991 PAdofn3- Y - A petididt (m, 2H)

b%i-xzfi)} Ngtzhxshlzphegydrd 4pmpl, 0@'3%3&%:4?2 E@i/I\@Hme}Asfl% [s(:-ig/ﬂl(%# @28 HB6 N2
ve -

2.00-2. 15%( : g gg Gm FrHFD 3. 2100% %zﬁ’%rn(“‘zu?bH 3 77(537377E9(t

2H), 4.2244. Zﬁ(t, 2H), 6.87-7.26 (m 7H), 7.33-7.36 (d,  1H), 7.57-7.60

(dd, 1K) 5 Exanple 30 Preparation of 3-{4- [2- (4-{1- [ 2-.

(2- met hoxy- et hoxy) -ethyl]

- 1Hi ndol E8aypleprperidin-1-yl)-ethyl]-phenyl}-acrylic acid The procedure

descri bedpkagﬁééﬁ%ﬁ ds ws(@e{rlf-qrzrm@ t(:t@t@lgz& %tan)x%)( Jeen}qh)- 1@J.mdol

3- pi peri di i( | H i ndol e_and br ono-
ethyl) --pRedyrrPiReryA-g- écY&l’ePH?Yrégt%‘Fld 0.04 g (O. 10 mml) of the

crude, obtrabnpeloaadmesa@@cﬁlbwrﬁn 25375 TN 2" kylﬁ@tb@mﬂdkn%cﬂ&sﬁng(@ 35 mTD')
of 1- brorm y32ethox - et han f ord rﬁlg 0. %Oncg (41% 15 yi el d)
( T el

of 3- (UP f2- ](4r{‘1t“_’Lmat 7 39yt 2

- pi peri di madiyl ofet dychlphenyhyace ylaicddaoatchyl ESbth’B ma®. 67 497 ([o(.lel) +, C29
H36 N2 04), AMR (3P0 M&. COGL3) Spfafnd@- %L2 M 8k ' p2 2 Gelm 2H
, "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
200 (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. '



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 1 1
Preparation of 3- (4-{2- [4- (1l-pentyl-IHindol-3-yl) %ovemggrfooé
-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 mmol) of 3-[4-(2-brono- gthyl) -phenyl ]-acrylic acid ethyl
ester. 0.03 g (0.08 mml ) of the crude obtained as in step D, were 30

then al kylzd r%}EQ.%gn_ [ (Rel®, co0mBb), of ypepty! iodide affording 0.013
g (36%yi eI d of E
(| - pent yI1 ¥ (3@ M 34yF§J bilpér rdi n8 0= M?Setr‘h,yIZ}H ph@m@m)—-z aerytni C4HEj d.

ESI / VB nl e = agh4b. eid Mréh) ,4@2;9 I-B874\12 ag N%nbeg gg MVR %E&? MHz,
CDC13) d = 0,85-0 % -2 20 (m 8--

2.96-3.04 {1° 33H)33 ?%H 48- %Fn s pgH) '4603904 087 t(m, 28f1) 672396726’2(d
1H), 6.89-{f.62H)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 procedure described in Exanpled was performed using 0.2 10 g (1
mrol ) of F§ammebd dF-4-yl-1Hindole and 0.2 g (1.1 mmol) of

3-[4- (2- brigngysstdilog phepyl | - a@rﬁl[)&%%gte%hﬂ es(&ﬁ'a%e’dle\n ﬁP%P (g? nmol )

of the crude obtalned as in ste heh a
(o 15 ol o GRSty Rcéchyl  ether affording 0.018 g (51% yiel d) of

3-[ 4- (H}[QE@lp&%cb@ure described in Example 1 was erforme? uib
ethoxy- ety - i gdol 331 1o pLpgt i E-yL) s ethyTy- pREYT) 30 acric
mmol) of 4-chloro-butyric acid ethyl ester. 0.06 g (0.20
mmol) of the crude, obtained as in step D, were then
alkylated with 0.04 mL (0.33 mmol) of 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 E32 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) ,
200 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.



ESI/M5 mle = 447 [(Mr1)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, 2H) %& Devaner 3903 |
6.96-7.44(m9H), 7.50-7. 62(d, 1H) Exanple 33 Preparation of 2-{4-
[ 1- hydroxy-4- (4-{1- [2- (2-nethoxy 25
-ethoxy)--ethyl]-lkkindoI-3-yI}-pipexig;n-l-yl)-butyl]-
phenyl } - 2- met hyl - propi oni ¢ aci d The procedure described in Exanple 1 was
per f or med i g2 _0 4k | ) of .3 piperidin-4-yl-1Hindole and 0.31 g
(1.1 HHDF%%JEQZ%/%4- fzﬁcﬁﬁg?é)li%%%ﬁ%i@-%%t@?f -phenyl] -2-nethyl 30
- pr opi oni &MEci{dORely!l Etler. d0= U (@ -Rmiol,) 480 .t Re6trAda@4 (wobtgHned as
in step Dy were hhenmal kyj atedsidh Q92 Al,4(Q. '% f3t-promoe2-
( 2- met hoxy- et hoxy) ?gthanL affordqng Hgfo 738é§9$?y?ng Hgf %f?%?ﬁgy;
[ 1- hydr oxy-t4- 2HAS 1 #2724 -3 (et Pdky 6.93-7.40 (m, "8H), '7.58-7.61 (4,
- et hoxy) - ethyl ] - 1Hi ndol - 3-yl } - pi peridin-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&2a8pleme82H), 2.90-3.07 (m 2H), 3.36 5 (s, 3H), 3.40-3.56 (m
4H), 3. 78+: 2 ), 24027430 2H), 4.55:4.62. 1H) .01-7.41
(m gy | ripieabipg®th sHEIE S, Eygfll nels o) Safts b1 )y §
2- - (4-{1- Bjeeoifin-l4vll-peapyrnis raddl 10 o _
-3-yl ) rni pekl giroRzduyk] abutyibeahenyts)s -f@tfyvba@rﬁ@fmrﬁe@%&nﬂ. 2
procedure described in Exaqg!e 1 was perforned using 0.2 ¢ él 1) of
3- pi peri dfn- 4 yFOPH i wdol 2 %EF?&%HP@JRH%jiHh%%@?l%fand 0.15 g (1.1
2-[4-(46Ch11'nOELG)E l)crmmmwol) :bc?{i:yctlﬁicﬂhﬂﬁ' dyé&i%- @Elhliy)ll edstpé'nﬂ._pi onbg @Ei@bm@t hylh
ester. O. of the ¢ e obtained as ip ste ) re then
al kyl at.ed%\?‘m"?% 09%2’9% F&.“fﬁ'mw%%?ab‘?e ety 4bdiP&&Paf \Bord‘i’%@eo. (41%
yi el d) of alRylated-uydnoxyC4al4-(0.3entybl} Hof ndof hdsydhenzyl bromide

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, CDCl,) d = 2.06-2.14 (m, 2H), 2.30-2.34 (m, 2H),

2.55-2.60 (t, 2H), 2.90-2.98 (t, 2H), 3.10-3.22 (m, 3H),
20 3.59-3.63 (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]




Mt1) ', C32 H44 N2 03] 20 NMR (300 MHz, CDC13) d = 0.86:Q.92 (t, :
[1.(27-)1.36 (m 4H 1.57 (s, 6H) , 2.05-2.60 (m 9H |, %@@‘-’%“.‘%?ﬁ??k{) ,
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 43 o -
-3-y|]-piperldln-.1;y|}-;-hydroxy-butyl%-phenyl]-2-nephy| - propionic ac:
The procedwie descumsedcbolBxampl e 1;vas, er“tlprﬁ?)d L?Idw_fol(% 3{%94&} nmol )
of 3-piper%d n- 4- -%H—lgd%fe and 0.31 g (1. nnD1)_of_ - (8-

(4-chl or o- '-%Jy"d%o%- Uty phelyAq-2 24e Ry | 4H) pr piTéhic i tt mephy|
ester. 0.056.22{0.2s mtel ) 20f) the.gyuders ot aiped ag kR_step Dqweig) then

al kyl'ated wth 0. (9;,15 mmol ) of bronoethyl ethyl ether af fordi ng
0.046 ¢ (9%%20p'&e%dér ]3803 -51 5 10 yield) of 2- [4- (4-{4- [1-

2- et hoxy-ethyl) -1H -indol - 3-yl ] o .
Epi peri di nglayl e dydroxy-butyl)-phenyl]-2-nmethyl -propionic acid. ESI/M
me = 507 [ (MFI)+ C31 H42 N2041 NMR (300 MHz, CDC13) d = 1.12-1.17(t,3H) |,
1. 57(s, 6HF PRI mBH) | 27 8%- 82004 n{ 5HI 2 3(21m8tBdtm 6thoxy) -ethy1]
3. 65- 3. 72(11:2Hndb 12541251 52491, 844, 1A LB - phenyl ) - i i
7 00. 7. 574 %%7.%9-? 2 e e P phe ) ST VAL [2-
(2-nEthOX&ﬁkiE§%fF UZieh Crijged in Example 1 was performed using 0.2
-i ndol 10 3-gy 1}L- pinp@ ) | dfrB—]pyﬂ:e)r:BcimXQ’-]yﬂﬁﬁiifn@@iéi a;lfﬂf Progedur e descyi bed
i n Exanpl as, pesf _Uusing, 0. i _mopl) of_ .
3- pi pemjd?)nf-l- %la?}i T?—L ?%gﬁfqeegh gb. @éeag%i icrig}ﬁnﬁ‘ﬁl%f SEhvehl ®¥er%t hoxy)
-acetic adi-d4ethyl0.88t amol). 06 gheOctB8damobbtaintheasr udescopt@j neghas in
step D, weled heBikylated with 0.02 mL  (0.15 ‘mmol)  of

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]



al kylated with 0.03 nL (0.27mrol) of 1-brono-2-(2-nmethoxy- ethoxy)-ethane
affording 0.056 g (770 yield) of [2- (4- (1- [2- (2- - )
-ethyl} -1-Hindol 20 -3-yl}-piperidin-1-yl)-ethoxy] [Tg(?:g??%mtg%i .¥ESI/|\/B
me = 405 [ (M+1)+, C22 H32 N2 05] NMR (300 MHz, CDCl13) 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-(4:FI -benzyl ) 1H- i ndol - 3-yl] = -piperidin--21-yl}-ethoxy)-acetic
acid 30 Tr@%rggéguggztﬂes&&%édr&i n Eia%f%'?gmgg"péﬁ)or n]edz%'s% P 0l g (1
mol ) of 33F)per2 did-2-4%- 1k, i ddl.e angs @ 18 g (fil. BH)MA )aDf3.49 (m,
(2- chl or o-gt)ho -aceld g.acihd,ethyl ester. 0. g Qo1 ) o e
crude, obtzgf)ﬁeﬁx)gs} iqri%tsslt gB’D‘,lzg\)N’er%'% e%'fgl ﬁf& g?@d ve\;/i'gﬁ gggor(r%\(%oég ol )
of 4-fluorobenzyl brom de 20 Novenber 2003 -52 affording 0.059 g (80%
yield) of (2-{4- [1- (4-fluoro benzyl)-1H i ndol

-3-yl]-piperidi n-%%l }-ethoxy)-acetic acid. ESI/MsS me = 411 [ (M1)+, C24
H27 F N2 GS7°T8MR (3300 MHz, CDC13) d = 2.25-2.40 (m 4H) , 2 - 96-3.10 (m
5H 5 3. Srchaidtlimn 2H) p£3. 8733191 (£1{4 2, (4- Shésy- 2ty b Pd- {8401 - 2H) ,

(22 (4. (1 pom H R s P ery U AR PAdeh S aceti ¢ aci d The
pr ocedur e es pridveduire Eearplibed vas Egempdenedwasi pgrbolmed (4ingod )2 of
o’ '(g?goh?'gp é%%“ﬁ%%? J?gggi‘?%ﬁé;%?‘gi%?%%iélﬁ%&%%?%d O6. 8 HirbI T t he
crude, obtef nédlas &nbg%ﬁ-ath%?epbﬁénl 1sagrkyiat b t Btbyd3 este0. 27
mol ) of pentylk Hde@emm@ﬂﬁOb@ieﬁchQé&eg bBdYavikel s of ste D, were
{2-[4-(1-peptyls fEtndal o3yl daPiper | diy oyl et hoxyl acell e agl g
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, CDC1,) 4 = 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 (t, 2H), 4.20-4.24 (t, 2H), 6.26-6.31 {(d, 1H),
€.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]



ESI/MB me = 373 [(M+1)+ C22 H32 N2 03] NMR (300 MHz, CDC13) d = 0.87-0.91

t, 3H), 1.28-1.36 (m 4H), 20 1.79-1-84 (m 2H), 2.2 ,
(2.89-|2_|?96 (m 2H), (3.04-H)3.o7 (m 3H), 3-55(3-3.550(d, 2%8%(’%‘?2'3%&32.(@?“,

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)-1Hindol -3-yl} -piperidin-1-yl}-ethoxy)-acetic
acid The procedure described in Exanple 1 was performed using 0.2 g (1

mol ) of 3-pidgri din-dsotlyl -dHdgdelie apd 0. 18 g (1.1 30 nmmol ) of

(2-chl oro-etvé@) -acetic a@d t+h%l ester. 0,06 g (0.18 mmol ) of the
crude, obtEd d%'§ 1t step DMuldr eCehefi4alkyPated with 0.03 ni (0. 27mol)
of bronoetimt ethyl makhercpcal f oading Gd48sg 6% yi.glodp .ofs  (m,

2H) ,
2-{4-[1- (2- -ethyl)-1Hj -3, yl =pi peridi n- -yl - -aceti
i 0 50 Nt uos B eér 7 hidves Syl et o b lusb kg o Wk ( 300
MHz, CDE13)sd 331, I3-40-T8 & ,(mBHEH) 2. 2078-308041HF, 28) 80432084(d#P 6H),

4 23.2 27 {1 0757 08 7% i Tty 77 36 a8l I 778 T 1
Exanpl e 40 Preparation of 5- (4-{l- [2- (2-methoxy-ethoxy) -ethyl]
-1 H i . ndolgdsmpyld -34i peridin-1-yl-nmethyl)-furan-2-carboxylic 10 acid The
DO Rtk SXATP! oo (YR8, B SOTIDd, uok g, 0 2 (FTRA), O
5- br omog et 3wy f Ay igreA-diar-hexy i Fbueel H-shdrytl lest ate thyll -G qpildhiz2aoiml ) of
(0. 35mml )78 L 2 St ol ey TorRanE 2r P araing=0rdsd’s (6%
yi el d) of &- (l4fdel)] 20f( 2-pereeidiatboyy) LHetiglof.e- 1a0d nfePl3g (1.1
yl)-piperighry - yhe mebhyk) 14 UEANs 25 CRLRQAMLG -BGE YL ) -phenyl] -2-methyl
-propionic acid methyl ester. 0.05 g (0.1 mmol) of the crude,
15 obtained as in'step D, were then alkylated with 0.02 wL
(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]
20 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)

25 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

30 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%



Mel ting point= 159C 20 ESI/M5S mle = 427 [(Ma-1)',C24 H30 N2 051 NWR (300
MHz, CDC13) d = 2.05-2.90 (m 9H) , 3.32 (s, 3H 3.3Qa$ :
3.67-3.75 (m 2H), 4.00-4.25 (m 4H), 6.35-6.40 (m 1 Né%¥®§¥f£§% (
5H), 7.53-7.56 (d, 1H) 25 Exanple 41 Preparation of

5-(4-(l-pentyl -1 Hindol-3-yl)-piperidin--I-yl-

acid The
nmol ) of

t he crude ‘o

m

met hyl ] - furan-2-carboxylic

procedure described in Exanple 1 was perforned using 0.2 g (1

3-pi peridin-4-yl-1Hi ndol e and'0. 19 g (1.1 30 mmol) of

5- br om- meghyl 1f ur ar 2- i id.ethyl ester. 0 08 g (0.22 mpl) of
oo TS nea T <t ap D vhr 6L ntS SR o B Lh 01 D] {5 BBl

of pentyl
(1-pentyl

20 Novenber 2003 -54 Meltin

tai'ned 1'h step
Rodiegd ddff-ar-ail g 1 -Dy0Bdxg- HTOYA )+ mhel)y 0f - 5-md @yl -propionic

-2tH4 ndol -3-yl) -piperidin-1-yl--nethyl]-furan-2-carboxylic acid
oint = 163-165C ESI/M5 me = 395 [(M+l)', C24

pol 1
H30 N2 03ESNVEES 5Y6 mHAO7CDCY3))d €3 D. W2 NB404t, 3H) 1.20-2-29 (m
2.50-2.90MMR (390 2ui89; 2cB61 ()M g 2H) 1313613149 gﬂm 3®) 2H), 53. 8Q: 4. 49 (
2H), 5.80-6.00 (. 1&, gHgo-rzs (m_5H), 7.50-7.53 (d, "1H) Exanpl’e
i 'of 5-*¢a- [ (2t :

Prepar at i

- pi peri di 3-.B5y3-.met hid } - £ an-422qardhoey| (€, achd , The, pr ocedur g xdesgr bed in

EhaP TR - Uik | 3L 531413 161 (m. 6E)

Exanpl e 1 tored Lusi 2 f
> pi pert A P LK ndl 6 3007182 (6L 1 vl ) of

5- br ono- net hyl - furan-2-carboxylic acid ethyl ester. 0.08 g (0.22 mmol) of

the crudegx@bialned as in step D, were 15 then alkylated with 0.04 nL

(0. 33mol
5-{4- [1-

% of bronoethyl ethyl ether affording 0.069 g (750-. yield)
EEPAZERIRY- - eyl ) - B (4rddi~ fslwz]-nfﬁtg‘mmiqthmw)-mm -~3H)

- 2- car boxylin@oacBdy1EShAMBrifien=1397) [ EMidX+1 C33H28 M2:Q41

15

20

25

30

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
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 wmL (0.27mmol) of l-bromo-2- (2-methoxy-

12H)
m
42

of

ran

ethoxy) -ethane affording 0.056 g (77% yield) of

[2—(4—{1—[2—(2—methoxy-ethoxy)—ethyl]—LH—indol

~-3-yl}-piperidin-1-yl)-ethoxy] -acetic acid.

ESI/MS m/e = 405 [(M+1)",C22 H32 N2 05]

NMR (300 MHz, 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),
7.35-7.37 {(d, 1H), 7.56-7.58 (4, iH)

Example 37

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



20 NMR (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 6. 00-

1H), 6.81-7.20 (m 5H), 7.50-7.53 (d. 1H Exanple 43 ;%U?-*P ?‘%{?Pﬁg
5-{4--[1-(4-fluorobenzyl)-1Hindol-3-yl] 11

pi peridin-1-yl net hyl }-furan-2-carboxylic acid. The procedure described in
Exanple 1 was performed using 0.2 g (1 mmol) of 3-piperidin-4-yl-1Hindole
and 0.19 g (1.1 mol) of 5- bronnnethy? furan-2- carboxylic acid ethyl ester

30 0.08 I t he,cr g O d as-in st
aIkyIatega&??ﬁabﬁgg %9 8 3 nngﬁe ofq&%%qﬁoro enzy? 6{l%rgr%i %ﬁﬁo I ng
0.031g (32@7@9%16)1%1‘1 FU-BI- ylé4plpemdmbénz§l[})ethppcyhdaq:etgcaa;m]d

- pi per i di Qsi/Mb”ﬁFQyL)41iUf[@1@+1I*2‘c02%r9@(7)’E'(Nzacdﬂ- 20 Novenber 2003 -55
ESI/MB me = 43 1) H25 'F N2 03] 300 M, DVBO) d = 1.65-1.72

(m 2H), Wﬁzi%"%’&ﬁn %ﬁz D =16-2523 (0, (TH) 48) 602 294303(}1‘? )
2.92-25963(BE-2H53, (8, 45H)(53 2H)3 . o1 3% (H)2H)4 .0H. 49- -B1) 505((24 J(lé)
6. 95-7. 27 5.7,38- d, 1H) Exanpl es 44-133
The folloﬁﬁﬂg gg%%ounﬁg &Efe éht%eggz%dsg ﬁ%y.ﬁ% the general procedure
described in Exanple 1 using the corresponding 10 reactants. The ESI/ M
data and ﬁkgﬁﬁ o g sunnarlzed |n table 2. 15 Exanpl eESI/ M5 nf eMbl ecul ar
For mul aYi e 0) (M) +] 2- (4-(4- [1- (4-fluoro-benzyl) -1Hindol
-3-yl ] - pi Beeparationy| ) of. hyo{ﬁZm&yL Hl}r;pleprrxﬂeﬁﬂ -t L-3-yde) hplipgrdgiioni ¢
aci d 943 C34yIBO%eEndRyP346etic 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)7%,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 (&, 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 (4, 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.



2-(2-[4-(1-heptyl -1 Hindol -3-yl)-piperidin-1-yl] 45-ethoxy}-benzoic acid
463C29 H38 N2 0352 2-(2-{4-[1-(4-tert-butyl-benzyl)-1Hy Ng%rﬁt?e‘ryﬂ{ogp

46pi peri din-1-yl)-et hoxy)-benzoic acid 511C33 H38 N2 0344 2- (2-{4- [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) - 1H-|nd§)I- -yl ] -

48pi peri di n-1-yl } - et hoxy) - benzoi ¢ aci d: 561 7C36 H36 N2 04T 61 7 20

Novermber 0 2472 [ S@
2430 Gy l’ 305 [4“"13,]1?, 1 2} HE WS benzoic acid 421026 H32 N2

49but yl - | H-1 ndol - eri
0438 502- MR (3L 1&2[2@2? 3|}ref3h6x} Qﬁeﬁyll)e é;t,hy“qh]),- 1HIhddl40 (4H),
- 3- yl} pi Qer8|0d|3n'039 Ytr}l eshoxyls h@l})lsﬁv a%d 43313 Hd- N27945($_ S51Zn (4-{2-
[ 4- 1H-|nd% % B i din g pheny I -neth roplonlc
acid 391025 %43 ?% §&2 %40?4 ?[r42(Hi++| na |432>7|) %Téhd an 7438
but yryl$ - plenygl) - 27rretshyf| 39 di, 0NnHe ,aci.6¢s433627 (k32 1&12 0367 532- [4-
(1H i ndol - 3-yl) -piperidin-1--ylnet hyI] - benzoic acid 335C21 H22 N2 0258
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.



543-[4- (1Hindol - 3-yl ) - pi peridin-1-yl met hyl ] - benzoic acid 335021 H22 N2
0285 554--[4-(1Hindol-3-yl)-piperidin-1-ylnethyl]- %i 5C21 H22
N2 0274 56(3-{2-[4-(1Hindol-3-yl)-piperidin-1-yl]-eth 8 -acetic
acid 379C23 H26 N2 0335 57(3-{3- [4- (1Hindol-3-yl) -plperldln 1-yl] -
propoxy}-phenyl)-acetic acid 393 C24 H28 N2 0329

58(4-{2-[4-(1Hindol -3-yl)-piperidin-1-yl]-ethoxy} -phenyl)-acetic acid
379C23 H26 N2 0331 20 Novenber 2003 -57*(4-{3- [4- (1Hindol-3-yl)

- eridi ro | )-acetic acid 393C24 H28 N2 03 52
3E)I(g-{l3-l[§M ﬁii%%ti?%lz 3 %/% lp%:e%xil]-pr opyl }- 60pi peri din-4-yl)-1Hi ndol e
403223 H2EN/ MB6n/2 n%tm P4+1)4- Ce2- 40 N2- 0(33 rret hylj- butyl) -1Hi ndol

- 3-vyl i enyl opi ppi ¢ i 46 0 N2 02 14
2 1) (o, Spod- vk Sy RN REPRLEE) Ty 6L £65E 4850,

pi peri di n- 112P§/)|} et Pyt 3 - phenyl | LH-.med 83 =2 626 pr(mpl @rh!i)c ati3b 463029 (138 N2
0349 2-gretdwy) - 2 [edr-(e400A-(hl- éﬁgnE%V@@ énﬁd'%nlfhnnd%'vo 7.23 (m, SH),

-3-yl]- plpFrg&h4153 ygl q%%yryl phenyl |

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.



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

-1Hindol -3--yl] - 64piperidin-I-ylnmethyl}-benzoic aC| @ rﬁngk@ N2 0268
2-{4-[1-(2-ethoxy-ethyl)-lHindol-3-yl]- 65piperidin-1-y et 7} nzoi c
acid 407C25 H30 N2 0322 3-{4-[1-(2-ethoxy-ethyl)-1Hindol-3-yl]-

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

4-{4-[1-(3-nethyl -butyl)-1Hi ndol - 3- ylg 67pi peridin-1-yl net hyl }-benzoic
acid 405C26 H32 N2 0238 5 20 Novenmber>2003 -58 5 10 [3- (2-{4- [1-

(3-met hyl t H-i I I]

68pi per i de%Lifws) m/%th 3%% [ﬁg%ll]-g%%e 1t B'a Yabcos H3s N2 0336 [3-
(2-{4- [1NMR2- épﬁoWZetWW -A K ilnd¢I-13-72y|(Jn, - 2H) , 1.92-1.96 (m, 2H

69pi peri dizn1k-yl bsetpoxyy h@nydjz t d 5 4 N2

(3-{4-- [1- (3- nethgl but§ é -?ﬁﬁ $§ %%i ? %gﬁﬁpg?ld%L €@§1} propoxy)
-phenyl ] -&cetfid raci-d3468¢2 HH386|\&90§3§0 d, 1H), 6.95-7.27 {(m, ,

[ 3- (3- {#4- [713E27e4hoxXyt, etilmy|,) 71 85i-ndak- 3ay! hu)

71pi peridin-1-yl}-propoxy)-phenyl]-acetic acid 465C28 H36 N2 04 70 [ 4--
(2-{4- [1-- (3-nmethyl-butyl) -IHindol- 3 -yl] -piperidin--1--yl } -ethoxy)
-phenyl] +Feespiles 44-133

The following compounds were synthesized 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




72 acid 449C28 H36 N2 0325 [4- (2-{4- [1- (2-ethoxy-ethyl) -1Hindol-3-yl]
- 73piperidin-1-yl}-ethoxy)-phenyl]--acetic acid 451 4 N2

[ 4- (3-{4-[1-(3-nethyl -butyl)-1Hi ndol - 3-yl] - o Bieriber 2063
74pi peridin-1-yl}-propoxy)-phenyl]-acetic acid 463C29 H38 N2 0319 [ 4-

(3-{4- [1

- (2-ethoxy-ethyl)

-1Hindol -3-yl] -

75pi peri di n-1-yl }-propoxy)-phenyl]-acetic acid 465C28 H36 N2 0446

2-{2-[4-(1-prop-2-yny|-|FFindoI-S-yI)fﬁTperidin-

aci d 403G25—H26N26326—2—rethy—2—4—A4{4—1—3—rethyl—butyH)

-1Hindolj 77 -3-yl]-piperidin-1-yl}-RBut{gryk){pheéayl]- propionic acid
Novenber [2003 -59 § 5 _H2 . 3321y _p; L din-1-v1l] - 3
1-(2-ethcxy-e¢¢y|)-3-?%$?§-F%-6§é9$e?r %&IpﬁPﬁfféln 1-yll-ethoxy}

78- phenoxy] - pr opyl }- pi peri di n-4-yl) - 1Hr¢nrivle 7827 H34 N6 02F 38 1-
3-nmet hyll-butyl) -3- (1-(35,[2- (Z2Hte |,-,5+

(79_ phengyivl} plz/e?gy! ] pl( pe!('l d]!'![\. 4 \E/I )_1th’2%ﬁ%|3§ E&Q}Jég H348 N6 ﬂ&ﬁ 1-
(3-met hyl|-butyl) " -3-2412{ Be- { #- (4 2t I t1aa) ~refiy)l) -ethyl] - 1H-indol
80- phenoAxy] - propyl }-pi p FIQIH-4-él£;lH-Ind Be 473 8, H36 N6 021 2-

[ 1-- (2-at hoxd/ et hyl) - :Xﬁ&gg&?_r dansirys) -ethoxy]-benzoic acid

-yl ]-piperidin-1-yl

}-ethaxyg - 6-fl yoro- kenzeha & o4 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-y1] -
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¢

€23 H26 N2 03 31

761-yl]-et hoxy}-benzoic

20

2-{ 4-



acid 485C27 H33 F N2 0525 2-(2-{4-[1-(2-ethoxy-ethyl)-5-fluoro-IHindol -3-
yl ]-piperidin-i-yl}-ethoxy)-6-fluoro-benzoic 82 acid 4 0 N2 0433
2-(2-{4-[1- (2- et hoxy-et hyl )-6-fl uoro-1 Hi ndol - 3- 30/ K6 Verhber 563

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-

yI]-piperidin-l-yl}-ethoxy)-6-fluoro-pg_zoic 84 acid 534C26 H30 Br F N2
0440 2-(2-{4-[7-brono-1-(2-e.thoxy-ethyl)-1H i ndol - 3-
yl ] - pi perjdim=—t=yt}ethoxy)y=6-ftuoro-benzote85—acte-534C26—H30-—B—F N2
0440 20 Novenber 2003 -8@'33'{4-(1H-ind0}-3-yl)-Piperidin-l~yl]—
1P petl di 1° 4. y1 -ethaxy)-b-Erobesy baber b Serif A5ide rao oo
0451 2- (j2-{4- [1-- (2-ethBXy-ethy|) - DT mdel w2308] - 52 |
0 5 40 LT I RS T TR LT 0
met hoxy- | |H i ngé®l - 3-lyl ] - pi peri di pibeylipiethoxy)~1H-indole
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-1-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—y1]—piperidin-l—yl}—butyryl)—phényl]—
" propionic acid
503 C32 H43 N2 03 35
2-{4-[1- (3-methyl-butyl)-1H-indol-3-y1l]-
64 piperidin-1-ylmethyl}-benzoic acid
405 C26 H32 N2 02 &8
2-{4-[1-(2-ethoxy-ethyl) -1H-indol-3-y1l] -
\ 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




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
0433 3, 5-dibrono-2-

-1 Hi ndol

-1Hi ndo

o BRI DS e

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

2 N2

-3-yl]-piperidin--1-yl}-ethoxy)-benzoic 90acid 613C26 H29 Br2 F N2
04 36 3, 5-di brono-2-(2-{4-[5-brono- I-(2 et hoxy- et hyl ) -
1Hi ndol - 3-yl ] - pi peridin-1-yl }-ethoxy)™ 2%enzoi ¢ 9lacid 674C26 H29 Br3 N2

20
0433
0447

0423 3, 5- gir-brero-—2-(2-{4-t7+bromo—t+—(2ethoxy—ethyb
1H-i ndol -[3-yl ] - pi pgri diih-12y(4- et hxyg eibehzni cy DRami di 626 H29- Br 3 N2
o125's) 5 b gy 4 (g el sy sl s o,
Novenber {2003 -61 2- (2-{449]1- (2-ethmmw efzlgy e -08- f | udr o- | Haigndol - 3-
yl ] - pi perfidin-I-yT)[- T hOXY) - b- MeL Nyl -benzoi ¢ 94 acid 469C27 FBS FN2
2. (2-14-| [5-chlorg-1-1 %ZYétﬁ”oﬂ/lé hygyhogyrre et L glH-indol-3-y1] -
y1] - pi perji di ngd-yl }i- et haxel-isimeuhylljbenreikg) 9phaaid)486e27cH33i @l N2
2- (2- {4 [1- (2- Tnoxy--EInyl) =5=mret-hoxy=-tH1ndot=3
451 . C27 H34 N2 04 413
{3- (3-{4- [1- (3-methyl-butyl) -1H-indol-3-y1] -
70 piperidin-1-yl}-propoxy) -phenyl] -acetic acid
463 C29 H38 N2 03 35
[(3-(3-{4-{1-(2-ethoxy-ethyl)-1H-indol-3-y1]-
71 piperidin-1-yl}-propoxy) -phenyl] -acetic acid
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 €27 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-1-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




-yl ]-piperidin-1-yl)-ethoxy)-4-nmethoxy-benzoic 96 aci d 498C28 H36 N2 0463
2- (2-(4- [1- (2-ethoxy-ethyl) -6-fluoro-IHindol -
yl]-piperidin-1.-yl)-ethoxy)-4-methoxy-benzoic 97 aC| d2 §g€ﬁbﬁ-&90i§ N2 0546
2- (2-{4- [5-brono-I- (2-ethoxy-ethyl) -1Hindol -3-

yl]-pi peridin-1-yl}-ethoxy)-4-methoxy-benzoic 98 acid 546C27 H33 Br N2 0524
2-(2-{4-[7-brono-1-(2-ethoxy-ethyl)-1Hindol - 3-

yl ] - pi peridin-1-yl}-ethoxy)-4-nmethoxy-#enzoic 99 acid 546C27 H33 Br N2 0571
2-(2-{4-[R chl oro- I_(7 et hm(\/ et th \-1H—i ndol -
yl]=pi perfi di n-1-yl }-et hox51034 met hoxy l@g@chg.;@ moo@m d 502C275H33 O N2

0524 2- ( Z#TT=(2gethoxy=ethyl)=5-methoxy=ttrindot=3

101-yl ] - pi peri di n- 1- 3/+}2e¢¢mw =7l 3 all of %62 R H%e N2 DBIL- B 20
Novenber [2003,462 3 K l%h%no&%ﬂQﬁrob%l}£§1§§??éx QtpilllH indole

-5-f|UQrO-|H—|ndO| —o=  1UZyT Tt et-—a+Hh-—3T VA il CLIIUXy) —bBenrzetec—actd
475 C27 H34 N& 02 38

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

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




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 56
2-(2-{4-[5-brono-1|-(2-ethoxy-ethyl)-1Hindol - 20 Novdmibl 2385

104yl ] - pi peri din-1-yl }-et hoxy)-benzoic acid 516L C26 H31 Br
2-(2-(4-[5-brono-1-(2-ethoxy-ethyl)-1Hindo
yl ]-pi peridin-1-yl}-ethoxy)-5-nethyl-

N2 0425
- 3-
benzoi ¢ 105 acid 530C27 H33 Br

2-(2-(4-[5-chloro-1-(2-ethoxy-ethyl)- I?@lndol 3-

%0?¥|%4pkl-propyl-lFﬁ+nﬁe 43{5+¢hb¢m@¢1dtm—étbd#y et Inpkly} iveizadd - 3 ad
10811 -- bl por o6l -1 v1 T BORIBST - BEhsh T bt e (o7 B R ThaD S,
[1- (3-nethoxy-progyl) -1Hindol-3-yl] - rﬂgpﬁperldln 1-yl}-ethoxy)-
1 tor o Lev ol oaeroiagy o L 6P AE0 T g SRy :
H31 F N2 {0424 2- (2|(4- [pl-(G2- {%LWQXXQEEfﬁﬁbMeEhWU0-1|Ir1|=l—_LLr1l’cB@Q| 33y1311
yI]-piperidiné%-yl}-ethox 1d1n t@%"be é%& %CEQuoro benzoic acid
455 C26 H31 F N2 04 22
3,5-dibromo-2- 2—{4—(1-(2—ethoxy—ethyl)— -
methoxy-1H- 1ndol 3-yl] -piperidin-1-yl}-ethoxy) -
8% 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
82 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-yl}-ethoxy) -benzoic
> 20 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
21 acid '
674 C26 H29 Br3 N2 04 23
t 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 H29 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

N2 0447

i d

| - 3-
2-{4-
benzoi c

)5C26




20 Novenber 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 d24§g\&t}bel‘-§goﬁ N2 0520
2-(2-(4-[4-fluoro-I-(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-in 1oI -3
yl]-piperidin-1- yI} et hoxy) 5- met hyl - bénzoi ¢ 114 acid 455C26 H31 F N2 0525

2- (2- {4—{#fttugro-t=—12-—=nethoxy=—ethy)—iH+ndotr—3
-yl ]-pipgridin-1-yl }2e€?10k<‘$/) [ 4= Rt hidxypebesizdui L) 16L5fhmnd34m1{ﬁﬁddrﬂbF N2
s UL L thonelynt el ol gy g amorr
117pi perijdi n-1-yl } 1hexanoi ¢ _acid 387C23 H3ZE 0346 7- 4 [1--
géle}_lggxy}éewzll) | -?I—l-l\gd?aggs yl] 2 11%%1,8%21 EH]%\]JZ ﬁf pt an0| C-"| aci d|401
119pi perildi n- 1-yl }{pzopox{) - b’iﬁﬁlhﬁ@—]&dﬂ—e@ﬁﬁ@&éﬁﬂyﬂ&%ﬁudd 3-
2-(2-(4-[1-(i;fth0'y ?}fylﬂlﬁéf?ﬁiﬁdl-Jf ~c¥hoxy ) -5-methyl-benzoic
acid
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 C27 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




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

-benzoic acid 20 Novenber

2-(2-{4-[6-brono-1-(2-ethoxy-ethyl)-1Hindol - 3-

122yl ] - pi peridin-1-yl)-ethoxy)-5-net hyl

-benzoic acid 530 C27 H33 Br

2003 - 64
¥ byl Hiosndol -3

N2 0429

123(2-{4- [1- (2-ethoxy-ethyl) -1Hindol-3-yl] -
plper|d|n 1 yI} ethylsulfanyl) acetic Btid 391C21 H30 N2 03 S72 124(4-{4-
plperldln-l yl) - butytsuhfémy[) azeétmOﬁ@+@kM@£K§EL&fﬂbf&i1ﬁlﬁﬁﬁbl 3-
125(3-{3-][ 4- cycliopropy{ I n
o AL 1 Sy ops OO b I s b MO Pt s %&ZW@&&
126(4-{2-[4 (1- cyclopropyiﬁgthyl-lH-|m¢@lﬂ§1y@)ﬂg 04
pi peri di .-l-yi]-etnoxy} p enﬁl) acetTTactd—433C27 H32-1\2 Uooo
127(3-{2-[[4- (1-cycljo Yt (3 et erey - ))-- 6 - fluoro-1H-1indol -
pi peri din-1- yloh- etfOXY)3QPPP¥¢§QQE§&1§-?gyﬂ}4§@K§Q§*fﬁéﬂ§%f5yg%ld
1283-[ 4-(1 pentyl - T ITdot—=13= =Pt petroar=—r=—yr—fetny ] DEenRZotE€—_attt
405C26 H32 N2 0235|1295-[4°36-f | ugr o- ICse i3yl F1 M2 ©dol - 3-yl ) - picper i di
-1-y|nethyl]-furan-Zéqq@Qqﬁychb%%%g 1-(2-ethoxy-ethyl)-1E-indol-3-
104 yl] -piperidin-1-yl}-ethoxy) -benzoic acid
516 C26 H31 Br N2 04 25
2—(2—{4~{S—bromo—l-(2—ethoxy—ethyl)-lH—indol—3—
Los yl] -piperidin-1-yl}-ethoxy) -5-methyl-benzoic
acid
530 C27 H33 Br N2 04 477
2-(2-{4-[5-chloro-1-(2-ethoxy-ethyl)-1H-indol-3-
5 106 yl] -piperidin-1-yl}-ethoxy) -benzoic acid
471 C26 H31 Cl1 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




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 -1 Hindol -3-yl)- W&Ovem%er%ég

pi peridin-1-yl]-butyryl}-phenyl)-2-nmethyl- 131 propionic acid 487C31 H38 N2
03 38 3-{3- [4- (1l-cyclopropylmethyl-IHindol-3-yl) -

132pi peridin-1-yl]-propoxy}-benzoic acid 433C27 H32 N2 0345

2-(2-[4-(1-cycl ohexyl met hyl -1 Hi ndol - 35y ) -

133p| per' din-| \II'I +hnvy\ henzoic—aci-d.461C29 ' H36 N2 0343 Tabhle .2 5
Exanpl e 134 Pr epar gtion oie@- (2-{{4- [012-7 (1{2:,3al1_:1 yi20xm- et hyI) - 35 i ndolj- 3-yl ]
- piperidin-T-yI}- etnox%() benzoic acrd—A——Pr epdrdn o of
2-[ 2- (4-{|1- [ 2- (t et fahydf of pykan{ 2=y -etiy]) -4- fluoro-1H-indol -3-
ethyl]-1Hi ndo"3'&|}yﬂ']p@fllpélrﬂﬁ]_m)ﬁ'l)—g@t}h@%ﬁbx??“loh@tﬁ@k -bBRLBYL ester To
a suspengionldf 0.49 g (7 mol spers; n of 60% Na in 10 niL {of
anhydr ous DVF under—inert at rmqnhpr(-‘- AT on of 1.5 g (4 mol) of
2-{2- [4-] (1Hi ndol|- 3- ylz)85 pi perl di nC12—7y1.;]33 et I@@xy) . benzgiyc aci g
nmet hyl ester; prepar ed—n I:)(olllpl et \}Ja‘l t u —t+—5—+t of-—DbBM—was—adged.
After 30 |minutes at| 206 {4 ehpefrore;lal %ﬂmétlihcu'ryfﬁtfﬂylﬂglgi-(fncblmm) of
2- (2- bronoet haxy) t gt rahydng-2hpRirian 4R 21 YL 0h VT - digdsgThe
reaction |m xture S otlgrcu%af f uu.ubni TE “rngg_§§ ?g hours e
sol vent was renoved under44keduced [pres26r &2 %ald Nzhe4cr ude mxtztare was;
extracted between Water_a h
‘ 5-(Z—Pg—ﬁi—giuoro—l-(2—methoxy-ethyl)—1H—indol—3
114 -yl] -piperidin-1-yl}-ethoxy) -5-methyl-benzoic
acid ‘
455 ~ C26 H31 F N2 05 25
2-(2-{4-[4~fluoro-1- (2-methoxy-ethyl) -1E-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 C22 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—indolf3—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-
yll-piperidin-1-yl}-ethoxy)-5-methyl-benzoic
acid




acetate. The organic phase was separated, dried and after filtering, the
sol vent was renoved under reduced pressure. The crude tur purified
by flash chromat ography over 25 silica affording 1.3 g gg/ergﬁerv%@pd) of
the desired product. 20 Novenber 2003 -66 MS = 507 [(M+l)+, C30H38N205] B.
Preparation of 2-(2-{4-[1-(2-hydroxy-ethyl)-1Hindol - 3-

yl ]-piperidin-Il-yl}-ethoxy)-benzoic acid To a solution of 0.7 g (1.4 mmol)
of 2-[2-(4-(1- 5 -64-

[2-(tetra - n-2-yloxyl-ethyl]-1Hindol-3-yl}-piperid in-|-yl)

-et hoxy] }tbenzoic gcid rret;byl ester |ncb07 rﬁ_g,@fmmiuqyl al coho_:jg, 10 L of a
sol uti on pf—methyt—atcohol—saturated—wth—hydrogemr—chtor+de—were—added.

The crude| mi xture Was? h&atidd - brroo-flor( 2t eldwryared iyie -ddl-viewio lwds rlempved
under reduiced 10 priessur g3) Abt gt adslhLi o Pl @ony) ObeMber athe T ude
m xture S neutr g act ed
with chlorof orm Affter rebb&al of {theCg86lMeghtBatN2reduced pressure 0.5 g of
t he desired product o{ %d VG = 423 VIFT ) +, C25H30N204 J.b q.
Preparatipn of 2- 2?4 T\ a['(ﬁz AP &x;ﬂe? Y- By, oIt H-3ng)
-piperidipn--1-yl)-dthoxy) -phpazodinacigl }I'Oetahcsxxgpeﬂsm@mhpi -PeRd2i@ (Q. 04
mrol ) of dilgi¥er sifon of 600 NaH in 0.5 DMF, a solution of 0.042 ¢
(0.01 o) ) of  2- ( A4+ —(2-hydroxy-et hyl % B indol-3-yll-piperidin1-yl}
20 -ethoxy)-benzoidq acid §mo0.5 niL ochWFHg\@sBﬁdldedoclAfter stggrl ng at
roomteﬁrature Tqr 30 mn{utes as sotutionmof——0.01% @%}@tu T2 Mot

~

—h

allyl bropide in 0.[3 mL G \BvH nde -eadeey -evheld rddel BeYds stirred at

room tenperatyne fqr  1pipedi&inTNey BPl ¥em)1 B ANADP! 2 &6 @lad £guced —
pressure jand 25 t hg Trode mxture drssotved—Tmtt—of—ettanot——. 2 nL

of an adueous 2N NaOH soB®tion were &@ded3nd2 98 1§ xt ure wad2 heat dd at

60C for 3 hours. The sol ve e ed_under ressyre and jafter
addition lof 1 nL of vvater r‘{t he r’§|2xgg¥leoxv\’/aseg% g E?P \I?vlt%h Ill HC1 dnd

extracted w tiz4 plper1d1n—1 vl}- butylsulfanyl acetlc 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




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

[(Mr1)' . C27 H32 N2 04] RWN (CDC13) d = 2.01-2.05 (m 4%!""%@%@5 (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, 2H), 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 135 and 136 The conpounds di scl osed in
Exanpl es {35—ant—136—wereprepared—Fol-lowngthe procedyre described in
Exanpl e '[L134. The HST/ M5 4data and|yi elds e sunarz sed{in table 3. {10
Exanpl eES[I/ M5 We Mil ecu] ar, FormuJ ayi éra r(MT1) J(-) ,

1352- ( 2- { - [ 1- ( 2- prlop? 244y ohd/ SRS o RydsIe iyl - 1H-indol -3 -y1) -
yl]-pi per|din-1-yl}|- et hpipprhénzeleyati gud¢FER7-pBOnN2) 04442862 (2-| {4-
[1- (2-prppoxddlethyl) -IHindol-3-yl]_- | per i din: 1-y1}- et hoxy) - benzdi c
acid 451CR7 H34 N2 0451 Table-3-15 .:Yg;;gﬁg 137 Brdfaration of
4-(2-(4-[L-(2-ethoxy-et hyhp71H i ndpl - 3-0d1] H3s N2 O3 38
pi peri di nf=I-ytf--grhoxXy)- benzoi c acrdA—Preparation—of-—4=

(2- chl or of et hoxy) -|ben3oft8-4ér §2teveleprgpyleevhedt gH- Andoludiph) of 2 g
(13.2 mmo] ) of3 A- hydr oxy- henzeiic aeid yiTetdp Bshiebddb A% Mei@f anhydrous
DMF was afdded to a

433 C27 H32 N2 03 45
2-{2—[4—(l-cyclohexylméthyl—1H—indol—3~yl)—
133 piperidin-l-yllethoxy}~benzoic acid
461 - C29 H36 N2 03 © 43
Table 2

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)~
10 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-yl) -piperidin-1-y1]-
15 ethoxy}-benzoic acid methyl ester, prepared in Example 1
(part D), in 5 mL of DMF was added. After 30 minutes at room
) temperature, a solution of 1.09 g (5.2 wmol) of
2- (2-bromoethoxy) tetrahydro-2H-piran in 2 mwmL of DMF was
added. The reaction mixture was stirred at room temperature
20 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

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



suspension of 0.68 g (17 nmmol) of 60% NaH in 30 nL of anhydrous DWF at OC
under nitrogen atnosphere. After 25 stirring for 40 mg@hl a.% 2&
tenperature, 2.2 nL (17 mmol) of benzyl brom de were ed>and <Stirred for
two further hours. The reaction mxture was poured into water and
extracted with ethyl acetate, the organic |l ayer was dried over MgSH and

after filtering and renoving the sol vent under 20 Novenber 2003 -68 reduced
pressure, the crude mixture was purifi€d by colum chromatography over

silica ge aff r 99% |eI d) of 4-benzyl oxy-benzoic acid nethyl
ester. g g E%Mﬂ-llé[}f gﬁé%% SRZQ0) ution were added to a solution 5 of

3.0 g (1255 mb)arafc:.énbem'z)2I~qzy{laeqzo| ¢ -agidompt Byhyviestar ihAo%030l of THE

and the m>i ure was r% )-(Lj e%éerm)gg: The reaction m xture was

aci di fi ed¥wi t BB -8R andy fractdd’ wrth°eth§FScetate affording after
filtratiofcand resmvaliiofl ©Re Solvert utdet redoted autEersaohe?reL4-2{18 g (93%
yi el d) sof (51 vAeY rf ti 969
L ol 2o e e o bangor e g SRS RS B 02 O
- tern-- b&P“éxYﬁf@st‘ﬁ)trPQéﬁYﬂrEPﬁWZOl%@ﬁbdvmféﬂsl (ﬁ/ﬂtﬁ%d@eéodmh@l@ meg(iyrh nut es

and the naxtureivasoraflsxed sfcﬂ.ﬁ_lt‘}.anb'ﬂUﬁl@§hyf\f5P<Eoﬂ<§l cool g &t Jieem

tenperat ure the reaction.nxture into a saturated agueous
sol ution dﬁﬁﬁl&&ag%aré%r%ﬁ%f%qdn Ti‘tehffFuQEe‘E‘é’FEur?h‘éa%rrg%ﬂ'ﬁ%ﬂ l2dyer was

dried overrOMgS®brard hafiternfli ltheatddnrand weaovahookdt hedse! ertudeader

d , f b t f 20
G ca e PERRUFS: 6 20es LSRR Hd B0, B e T a T o rat B
0.36 g of W%@%Wﬂ%ﬂﬁﬁ@n“’a@h vall edasdt bendwerlee adde@oe aphast utwia@n of
1.2 g (4. 3xemmk)eaf At@ﬁ@ﬂ@%&%ﬂzﬁ&&c'ﬁemé@éi Bt ¥#1 e®3 gﬂrve'n@ 4 nL of

et hanol and _t hi s m xture was_25 hgdrogenat ed at psi hours. ‘After
filteri ngrs%Fe cBFFBEUERJC r 2NBVP tl‘t‘%éﬂ%ﬁﬂ%tpl’tﬂﬂﬂﬁt r“%ﬁﬁﬁ:éﬂ?t@d@@sﬂlﬂe 0.79

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-



g (95%yield) of 4-hydroxy-benzoic acid tert-butyl ester mere obt ai ned. A
m xture containing 0.79 g (4.1 mmol) of 4-hydroxy-benz b gﬁﬂ%
tern-butyl ester, 1.13 g (8.14 muol) of K2CO3 and 1.6 Yr%5§ ) 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. 6"B Preparatlon of 4- (2-{4- [1-

(2-ethoxy-e I i ngdo y di --1 ) ben20|c acid
4- (2-{4-° %@y é %ﬁ%kyge%%y% lilﬁé % é 5? ﬁ %E ~3.95

- et hoxy) - dénz@ﬁé,aél@3wé52ﬁréparéﬂ)usingltheé@eﬂerahi pr@ceﬂuafeﬂesmrlbed
in Exa”p|QH§ (Qaﬁﬁ E»eosﬁﬁrtiﬁﬂ VHt§5‘¥ L5 Gl 7§P”“?|%5°§ 58 (d, 1H)

3- plperldln ﬁ |ndole FB ’ !

4- (2= chl or'o 88t HoRy) -(Behz die aC|d tert butyI ester, 0.08 g (0.6 mmvl) of
pot assium car bonate and 0.04 g (0.2 mmol) of 10 potassiun1iodide in 1.5 nL
i sobut hyl t on r.the first alkylation step affording 0.09 g
(44%y|elé:)’{aﬁ?r1 % Egg[ﬁp 1ﬁ8|ndol 3-yl)-piperidin-1-yl]-ethoxy)-benzoic
acid. 0. 0hegcpipdindrodl) sol oded 2ir 43-}(ailrl1iliemd(lb53ariﬁ) 1 Pé pﬁa’iéﬂip’rep‘a:k'e)ﬂl]

et hoxy) - b i d.to N- 028 g
(0. 58 Mot ) LaP 400 RAB BRAC0obente SebL e i SO B bhoet oyl (n 1
m. of anh?éﬁéu§HQNFleéﬂﬁoﬁéﬁngu@m661ge@l@ﬁ@&ybééd) of 4- (2-{4--

[ 1- (2-1f hoxy-ethyl) - 1Hindol-3-yl] piperidin-I-yl}-ethoxy)-benzoic acid.
M = 437 [{M:1)C26-H32 N2 04] 20 NMR (CDC13) d = 1.11-1.16 (t. 3H)
2,27-2, 45| et | 28 B/ 1) 314kl of0 ol 3 Tdi0 [
6H), 4.1D-4.25 (n 4Q 4.60{(m 2H), 6.84-7.85 (m 9H) Exanplg 138
.25 Prepatation of| 2- (?[QMF ](2 etthoxy-ethyl)-1Hindol -3-yi] (%)

piperidin-1-y|}-eth0gy12b§@2@1c AChFop -2 -ynyloxy-ethyl) -1H-indol-3-

D

135 v1l] -piperidin-1-yl}-ethoxy) -benzoic acid
' 447 C27 H30 Nz 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



A. Preparation of methyl 2-{2- [4- (1Hindol-3-yl) -piperidixx-I- yl]

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

(0.075 30 nol) of 2-(2-chloro-ethoxy) -benzoic, acid ﬂgﬁrﬁ%eggzgpgboth
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
reacti on was 20 Novenber 2003 -70 corrpl5 3ted, the inorganic salts were

filtered an th hase aporated to dr ness he .r malnl
material Was L'wreedl sso S\?lé: |?\tsnae cﬁ%?on%%’ﬁ%%rée and- tugrlE 28 wer Ke 8“61 as

usual . Thehgordsoginepie ones purdiifdeeg ey afflfasiticyr Gnitog alFHk ‘:'leeir) silica

?Sl [TE;)“IE—!)II- P%d%F%%ﬁ;ﬁ%gg%l : ﬁ%@lf/lofnelgﬁkgi)%fggenzoat e. Mlting point =
o]

124- 125C. 1B. ™Pr @fara ¥ agLagyrs 2sOlytian yare F3ded Hoxya @hybioniH
i ndol - 35 ylde- pi per Otlm Is- Vhcho BY heXY) - bepzeay Eox: Db@n@ogc(QcQalrr@}Jh)lef

nmet hyl 2- 4- do] - peridin benzoate were |
di ssol ved Sﬁe% Bnrﬁsoo Cﬁ%\/lﬁgyémdaghleo@ﬁ?‘%%e‘f%% ’Q‘é Y 0 ‘mol ) of
60% sodi umﬂehyélabd&ommmaueéuway addedr i déi el i XECl esr\vvatm&taxtrmd:tefdor hal f

10U Rk 9102800L) g2 b grost byl £1HVL Apapther Jers, dr opw se

added and the S was con I'nue Ive was evapor at ed
under redided q@rle@lirelraiﬁr redueedi durosplze Wor kéd8u9 d§36&swydleldThefcr ude

M Xt ur gy Was pephh b g,dbgylzgll@sgcglar omat ogr aphy over silica gel affording
4.12 g (54% of yiel nmet hyl (2-{4- 2ethox -et hyl) 20

1H i ndol - §%yI 1@ pi Eﬁﬁlﬁ?cﬁngl flc}luétlﬁﬁky)c’%en?oﬁ e € P raf“f“@l]r of &
(2-{4- [14 6%nz@ﬁb&&ybeﬁhbib) acidt iindobedzethd 3.45 g (17 mmol) of

(7ot hoxy 3 Tt DRSS Fegrar PR Ao H: §?}S£§m§m°9%%@§z%§% -
di ssol ved 2|0nm:%ﬁumes aﬁdoiih@tdmarmlre Aras-nlmnfllmedf £Or190 gnxd 663 mm‘flt)erof
SOdiuWS 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



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 W? %5 %PEE
neutralisation with HCL 6N, the aqueous phase was extra e ? ree times
wi th chloroform The organic 30 solution was washed with brine, dried with
sodi um sul phate, filtered and evaporated to dryness. The 4.06 g of crude
material was recrystallised in acetonitrile affording 2.54 g (64'-0 of
yield) of 2- (2- {4- [1- (2-ethoxy-ethy!) -1Hindol-3-yI] -

pi peri di n- 1 y&} ethoxy) benzoi ¢ acid 20 November 2003 -71 Melting point =
147. 6- 1485 = 437 [(Mr1l)},C26 H32 N2 04] RWN (CDC13) d = 1.05 (t,

3H), 1.9 (sm P5hiaar2t60('ltq>fl‘l-|)(2—2{‘9~[m(B-I-@tho:Q/—Zat(hml)Z-H)H imlod (Xry12H) , 3
7 (t, 2 2Hh 45 (m 2 7.0-7.7 (m 8
ExaErpI o 135E é"ﬁ?rl%‘t 1530 th%§‘§'€4 F%é@m Ay - (butylg_l)ll—l-l ndol - 3(yl o9
pi peri di n4t-02-H4et Hoxi?) ~srermeal ce ey H) 10H ThndodoApadnd Pids ricdparieyl )

fol | owiqg cedue igdescydihed 38 t st with 3
(10 Dot e ped i g, ampeATD o Sl i

']
- et hoxy} - PBOFEGHEE, dGSS’Il&e(iBHSEﬁﬁi‘}P}eoi ﬂa@anD 0P G T HRErE ol - Tand
1.67 g (1% Q8.pmahglpfoB mlmaﬁtﬂ:;ﬂ 443}1!41&4 iH®R 1&, ude 2§59 M &1 3ImeadNas
hydr ol i sed f II W t he acedure describ I anp 138 (par 9@ and
b i ed B ShOnaPagraoRy TR CErEPLs BETaFPEF I RGTR S T 790 B D o d)
of the dedior.éd mmgrlodurt .pdvbd s gm poanboratild®0at8§1C. 20 ESIOMB mel: 435
[(N%l) 300 gN? qg%s 48-1. 67
s A 0 R i R S
3 21 3. 25 figstoHplkylegigniqster Ajfowdigps 4. BHY t 9 2HF4% z&f:%l 10%( bs,
1H), 6.9647.(34 [@m(lﬁHlndglzi- )lAp:i(lﬂarl%H)n—al -9 -6£38x7) 39@5%18@01d
7.53-7.56 ( d 1FD -7.
mmo —{2—[4 (1H-indol-3-y1) -piperidin
-1-y1] ethoxy}—ben201c 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 (CDC1l,) 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, 6€H),
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



Exanpl e 140 Preparation of 2- (2-{4- [1- (2-nmethoxy-ethyl) -1H—indo|
- piperidin-1-y1}-ethoxy)-benzoic acid 30 This corrpoun?O §rﬁ

foll owi ng,the procedure described in Exanple 138 (par g)% S artlng W|th 3
g (7.9 mol) of nethyl 2-(2-[4-(1Hindol-3-yl)-piperidin-1-yl]-ethoxy}-
0.54 g (13.5 mol) of NaH in 60% of mneral oil and 1.04 nL
(11.08 nmol ) of bronoet hyl net hyl ether. The crude 20 Novenber 2003 -72 5
10 m xture was hydrolised foll ow ng th'éo'procedure described in Exanpl e 138

benzoat e,

(part O ancrirlpﬁurl fd eq: ctgr%rgeglcgr %@I% %veerre Sfllltlltc gie Zrgafcftg_lrd

ofyl el d) of

10

15

20

25

edesl’ re UCt
phase evaporated to dryness The remaining materlal was

redissolved in dichloromethane and water and worked-up as
usual. The crude mixture was purified by f£lash-chromatography
over silica gel affording 9.58 g ({51% of yield) of methyl 2-
{2- (1H-indol-3-yl) -piperidin-1-yl]-ethoxy}-benzoate.
Meltlng polint = 124-125°C.

B. Preparation of methyl 2-(2-{4-[1-{(2-ethoxy-ethyl)-1H-
indol—3-yl]—piperidin—l—yl}—ethoxy)-benzoate

8.0 g {0.021 mol} of methyl 2-{2-[4-(1H-indol-3-yl}-
piperidin-1-yl]-ethoxy}-benzoate were dissolved in 125 ml of
DMF and, at room temperature, 1.12 g {0.028 mol) 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
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) -
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
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
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

3-yl']

ld3ng(390



ESI/MS mle = 423 [(Mt1l)+, C25 H30 N2 04] NWR (300 MHz, DVMSO) d =
.91-1.98(m 4H),2.61-2.69 (m.2H)
.91-2.99(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 Exanple
141 Preparation of 2-{2-[4-(1-allyl-lIHindol-3-yl)-piperidin- 15
1-yl'] - et hoxy}-benzoi c acid This conpouﬁb was prepared follow ng the
procedure i bed _ art B) starting with 2.8 g (7.4 nmol)
met hyf“gg%?ﬁ‘g[ P}FEHln ? peridi n-1-yl]-ethoxy}- benzoate, O0.38
g (9.6 M) =oft 3RaH n1600C2ﬁ Hﬁmelralo@lr and 20 0.77 nL (8.9 mmol) of
al lyl broghgle.-he ¢ryde i ytur hydgol | sedfol l,0 the,,pracedure
descrrbed ) aong 138 g@ rt@nggnd Xurgrfh"éd(i_l’lglf %%a dgga hyg%g%r
silica geM &Ffordi-Rg (@ 620y, (23% df. yPEDd)3oﬁ ﬂhe éé@rrédBpr@duéﬁI Mel ting
poi nt = 133512§C 25)ESL/ K5 (pil exg) 405 bcyri)Tmcngwzs N2 03] NWR (300 MHz,
CDCl13) d = 1.96-2.32 (m 4FD 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
ZFD 5. 93eGaRPlemMm38H), 7. 00 (S 1H), 7.03-7.31 (m SFD 7.40-7.46 (t,
7.575 301 reparation of
__(2 {4- F% ?%rgq 8§yg§t yI ghg% & gpyikgugx??phﬁ éof g E?
i ndol - 3- yp}Pprpénpdﬂnyl}yhﬁhexhbxy¢n59nethyidbenzorc acid 20 Novenber 2003

ooy AloPr@H%ga&baﬂogﬁdZWQg ﬁ¥gﬁgf§d€§{£?%%13%e pr%%é%%%%ﬂ!escnq%ﬁg thyI

ester This conpound was prepared
Exanpl e 1ippdriawglest b#8i dgawtt Bls gtepyigamwsith o 95 (7.9 mmol) of

2- hydr oxymetRBthyl - herfzoia -aaitd efdwil - PSEES . pIp8rihihd9- §1]—ethoxy}—
benzoate, 0.54 g (13.5 mmol} of NaH in 60% of mineral oil and

1.67 g (11.08 mmol) of 3-methylbutyl iodide. The crude

15 mixture was hydrolised following the prdcedure described in

~NBANE

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)
.21-3.25 (d, 2H), 4.09-4.14 (t, 2H), 4.42-4.54 {(t, 2H),
.90-5.10 (bs, 1H), 6.96-7.14 (m, 4H), 7.21-7.24 (4, 2H)
.36-7.39 (m, 2H), 7.53-7.56 (add, 1H), 7.63-7.66 {(d, 1H}

R BT S VL]

25

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



mol ) of |-brono-2-chloro-ethane and 7.7 g (55.5 mml) of potassium
carbonate. After the work-up and purification, 4.5 ¢ §@§W%§%§¥E§b ) of the
desired product was obtained. NVR (300 MHz, , CDCl3) d°= . 1042 (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

pr epar ed follomjng t he procedure described in Exanple 1 (parts A and B)
starting wt r(i‘ﬁ nmol ) 15 5-net hoxyi ndol and 13.2 g (86.2 mol)
of 4-pi pefnlléfﬁh‘é"enﬁ’ hﬁ’d’t‘j&toélﬁfﬂlr FORILEMiigs. thet s suddesirieedh 6 5 g
(83% of ¥ixelg)eofl3dhe( ﬂesn:rexj paﬂaiughrmaedob@@ aa@omg%@ Al e ove23l
[(N%l)',Cl4 H18 N2 0] f% on 0L3$ % éﬁ hox ethﬁ%%

- 5- et hoxy 2 F S hdd %ry+¥ par i % 3ﬁ3§§) ic
acid Thi predapound was prepar ed foI | owi ng the pr ocedure descrl bed in

Ex le 1 t t th 1.4 3.2 I f
2- ?rer[? @él(:ﬂﬂg; %ﬁiél ﬁr%Fggl%l Ep| perlgdl(n 1- C/ﬁ) )et ﬁoxy} 5

- met hyl - b@ﬁidﬂé E!éﬁd =etRyI [éwéa (PepitedaP4h Exanpl e 138, 25 part A),
0.17 g (4xzZrMrob) @i WS(‘S‘) &0% aof oAl 'ier9@| (R |4ﬁlﬂd 2 0 35 b o (@n 8 ofy0l )  Of

br onoet hyI et hyl et he{ rude, m xture vvas drolised fol I ow ng t'he
procedur e%dédcriBed \&_Iiénpﬁe 6#38 -Epar tt 0 2§ﬁd ptrd31%ed2 by (Enr @Fat ogr aphy
over sil kucazgel 4af fiar,dizwy 0. 479096 (86%(0k,yial)d) efothe. desi(med 4H30

le/%d?g]c?o {rge- gD?:%OI & 1%63237‘11%%7%(5%2'\’%%”1 eff_{égS 05(54\* Rss El)%gH;%igz 29215

(m 3H), 2 50-2. 65 (ﬁh 2H), 2.80-3.05 (m 3H), 20 Noverrber 2003 -74 3
20323( d, 2H) , 3. 36-3.39(m 2H , 3-50-3.64 (m .2H , 3 . 80
(S, 3H), 4.10-4.25 (m 2H), 4.30-4.45 (m 2H), 6.73-6.76 (d, 1H),
7.09- 15E€"ﬁi“P3!:FI) 14% 31-7.35 (m 2H) 5 Exanple 143

Preparation of 2-{2-[4-(1-allyl-1H-indol-3-yl)-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]-ethoxy}—
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



Preparation of 2--(2-{4-[7-brono-I|-(2-ethoxy-ethyl )-lH-

i ndol - 3-yl)-piperidin-I-yl}-ethoxy)-5-nethyl-benzoic g r%pgr ation
of 7-brono-3-piperidin-4-yl-1Hindole This conpound wa P‘é%ﬁ? (? | I 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. ESI/®S me =280 [(MI|)+, C13 H15 Br N21
15 B. Preparation of 214 %4 [ 7- bromo- | - ( 2- ethoxg et hy Ii-lH—

i ndol - 3- yI} - pi P& F ot i Bt hox§T et pree WyPrpenz oret Bt deemr i¢ carirbund
was prepareachyflold=cmimng the procedure described in Exanple 138 (part B)
starting v¥th16 ono-| Hindol --3-y

- pi peri di n- e yIc]omp%tu%io%x3‘/"}as P efﬁr&dh;f)lﬁgr&f%&é g‘ér Br%?ﬂk}reeg?%‘?“(lfﬁ%par ed
as in Exaripl eEx88plepart (BRrt0.Q7 gtésdt 2ngnoliciof SNaH (17 68 Yamb 1 rteﬂ'al oi |

and 0.45 o] | et e The crud
hydr ol |5sledﬁ:‘ht¥l(dl%ovm n E)tn%kg{loc ugr}glcgeg%#?bteeg?l&l éset % $1§18"E‘L E%S and
purified BUEHr ot ggpeawy gvehlerpreahgar =28 a?rrbrgr G50 52 6np () 3495 of

yi el d) of gdie«dasin QZ@IWC@@%@ AES B VBL|t @ork5§g Lﬁ&’“%ﬁﬁ?%at@én Bry '\1,2 04]

NVR (300 MHz 113) = 6!1';2 Jffgs (t., 7 C%Ddf

3H), 2.733B.§F% MR 5HEIE. d(e@lrﬁﬁb produnts wig alﬂﬁr)d 3. 76 3 80

(7t 232|;|) 5411\@8( (430401 I(‘IHZ ZH)DClg)ZGEi 4 70 t-1 3@272H), : 33)8826337 (8 3|.3;H)144 ‘
anpl.e

Prepar%a |on of 2 ??? rrzg4 1 l(-%e etFi f:igt hy?) F%dgx 20 o*Novenber

2003 - 75 £3-8f-]6- @|9pe(rd dler- /| 7yl2}3»-e'f‘t 126X Yy, - Béhzoi7c Seci7d 6Dh|{$1 caﬂmound was -

d fol K i (paut B
prepared ol ket e ac st dasan hatder it BXamRie AT RAL B

2-{2-[ 4- (?hﬂrgoﬁﬁmPPruPﬁdHP%PW?aﬁrEEeﬁPaﬂﬁw_angr fhet PoRgEbEn deewridati d
met hyl estier Ekprmepar ed (gart8 Exandle) B3%rdiadld wvAkh 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),



0.16 g (3.7 mol) of NaH in 60% of mneral oil and 0.42 nL (3.7 mmol) of
bronoet hyl et hyl ether. The crude m xture was hydrolisggf, fg%%g(%a%ﬁlat he
procedure described in Exanple 138 10 15 (part C) and puri y

chr omat ogr aphy 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(m 2H),
.2.78-2.88(m 3H), 3 11-3. 14(d 2H) , -74-

3 40- 3. 48(m_2H), é én]Z 4., 42-4, 45%
4. 66- 4. 70¢ 2§H)3@37 d5éﬂbsi %%%@“9(%2?%)50364 m, 2H), 3.80
7.05-7. 13" (Em 2H) ,,74320?434(5d ihH) m) 4947353@m2|-|1m,7219)1 76 9pd & 1) Exanpl e

145 20 Pr ra f 2- 2e -5-fluoro-1 H
i ndol - ﬁ‘?ﬁﬁl |to7ler %d?n <"} dxy) ﬁeb% X“bert‘f'%l c acid A Preparation

of 5- fI uor o- 3- pi peri di n- 1H—| ndoI e This compound was prepared follow ng

the procegyre gesgiisbed |n Exanple 1 (parts A and B) starting with 0.7.g
(5.5 nmol) g 5-f luoroindol and 2.1 g'(13.6 mmol) of 4-piperidone
monohydr atPé"eWJ@GéﬁF‘oﬂfdé R tlér Thereggall -iBrkLbpxy-8tEyLs7%lof vyiel d) of

the desi rq@d@uodugruw@l@eqamqu 1)}ESAMR N6 -methS [ 6'&4&1%)3&%31!3!15 F N2]
B. Preparatlon of J7§3I2¥ethox yet hy Iy 5-fluoro-1 H
e

i ndol - 3- yfy- ﬁlrﬁé’talralt Of )ﬂf} 3% SPIJrE’Fﬁ‘)?FllBeﬁzé’llclch&do*ﬁl s conpound
was pr eparl’e.dsf abhpwiong the pfép&ﬂHﬁEde&ﬁWiﬁ@dthé pixeephee s dfHadd B)

zt ?rzt I[Qp gn’f ?uorg)'lél—l-l gg ?‘% Hﬁ% pi pL %?ﬁgi{l%l‘fi-%lf h%'x% -%-(%m% H%qult‘}enzoi C

acid net h§DIf egterofpivpgat edms iin SExagprlaSB 2owolovepbers wﬁﬂariﬁbr(epart A)
, 0. 003 &oﬁ%hQ%rEE@'hy@%oéﬁkbk&d@OQQPédPHﬂﬁi%su%h'wo%Qd g 94?5%5 044

mol ) of bronpéethyl et et her he cru m xt ure was rol foIIovm ng
t he proce&@r@lﬁéggrPge hendesired 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



Exanpl e 138 (part C) and purified by chromatography over 5 silica gel

affording 0.005 g (33% of yield) of the desired prod%Ng%%%@Z%(? = 469

{(M+1)+, C27 H33 F N2 04) NWR (300 MHz, CDC13) d = 1-02-

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- et hoxy- ethyl) 5-fluoré*1H 15

-indol - peridin-l-y hox¥L - 4-net hoxy-benzqgic acid A_ Preparation
of 2- (2 cl3il 883) 8?98%9?’““41@9 oRyIBENI oPEnEeL 2RAkfhyl ester This conpound

was preparadsf abipeiing ths pf@p&ﬂ@cﬂefcdlemvgi hedhnd xlbtaa'mih @ Beldeatibed) yl
startlng Wi_t 2 2 rox 5rret enzoi c.aci d net
ester, %8@“%1% ]13‘)Afa g?DT)tbr%?m girgﬁﬁgr(ﬁ’ é‘r‘% d(g 5‘“‘(’2&; 8Lmmol )
of pot as§| liﬁn dardanatremoAf tieri ntlheé -Boyk ) uplgadlﬂmnrﬂl-gaﬂ i~enhotyd - bgn( 99% of
yi el d) <of r d d

yield) sof 2 le Q%%a fdeBLedug eg&eg;pgg%g‘fg@ sgﬂ\gﬁg,%g%&%ﬂlfﬁé@gﬁé 58 (dd.
1H), 7. 85971589(d3 - ¥Hymmeg, Hationc ¥ of p2nezall eil(andt Roky- ethyl)

-5-fl uor 0-(bH7 modddQl -oF YW dorbPety ].détfh}lr ydgnet hoxye - érﬁEEh%%tQ%@zQEﬂ)?% af' d
I.n anpl e

Thi s conp r ed foII ng the procedure described
158" (par © Pl SrelnEBan BifiaS0 55y BEocaas Srarr (oL ss Sry Sromple 138
(5-fl uoro~ blairtl nolol addylpur pf ped i (ﬂ)lyn dhyd;r]\at@g:h@ﬂy_\} AreriTes NDXya berzoi ¢
aC|d th r( r pare S | art g (0.12
) B RNt R Por tnenarar ofi PETR) Go57B s 8861678 RABR bt
brom)et hyEétIHyIB af her. STﬁe[ Uﬁ@uéle.&‘ﬁ&t&ﬁle Brasihyalol i sed foI I owi ng the
procedur exg NoygnRes, 2903 574 dasgriRed i nExappl e 138 4 nf yd
purified by ﬁl)romat ogragh}?j over si |ca ? Qt ?g?dllng 012 fﬁjdf
. .38 .78-2 m, 3.11-
.40-3.48 (m, 2H), 3.72-4.42 (m, 2H), 4.42-4.45 (t, 2H),
.66-4.70 (t, 2H), 5.75-5.84 (bs, 1H)}, 6.88-6.97 (m, 2H),
.05-7.13 "(m, 2H), 7.32-7.34 (d, 1H), 7.49-7.53 {m, 2H},

.91-7.95 {(d, 1H)

15

N R W N

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




yield) of the desired product. ESI/M5s mle = 485 [(M1l) , C27 H33 F N2 05] 5
NVR (300 MHz, DMSO d = 1.01-1.06 (t, 3H), 1.81-2.05(5@ I—g 2%%%2

(m 2H , 2.81-2.92 (m 2H) , 2.95--3.08 (m 3H) 3.29 Ny r(‘Pr? 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, IH), 7.44-7,48 (dd, |H),
7.63-7.66 (d, 1H) 10 Exanple 147 Preparation of

2-(2-{4-[1-(2-ethoxy- ethyl) 7' - met hyl --I1H

i ndol - 3- yI - pi per| din }--ethoxy)-benzoic acid A Preparation of

7-net hyl - 355 Feridi 2 Zp__;%g 1H i 9Rioheel s Thi ¥aBoABolRd wis pmeparledil

fol | owi ng amideopo@eeﬂureod@@@rmmcs dfNLEXABBLEy1eCh I_‘Ltétﬁeﬁndr@ Stald i ng

th 1 d 2. I f 4- d
honohydr al i ar e &Yd&@%%defq‘iﬁ@%aw%%w B peEsod el )
of the de&ixeeglpr cdifct (merte Obt aruded. pﬂﬁlf&d“ﬁynﬁ&rﬁn&i&g&@%@ ekd H18

N2] B. §Pr i of; 4-. [ ( hox eth 7- et hyl - 1H
-indol - SP %P?lg%p |1d| nizq I(q%}r{get%o%](oy %eﬁ:g%i’c Iléllc ?s cor%‘(?u%
pr epar ed Pépﬁmtng t he procedure described in Exarrpl e 138 (part B)

startin {: 1 k '
2-{2- I[4g(\$1sr$2%vj% ?@I%H%l %gg HM?? )pC%;erPlI%i?n 14 Ol} yl ] - et hoxy}-benzoic acid

met hyl est®R (p 8pfied A-ish dExdmfi%e 1 (Bar BHA) 1-87- @1@5 (00.0.428 .ol )
of NaH i n26Q%-af. 25m ey abupi, | b -G. 023 wh, (8132 rmqﬁ ;pfld)r QﬂDEtgﬁM' et hyl
et her Th nude x yroI| d oII ng t he 30 edure
descrllbedgl(r% Egarzrg} e ’382%Wpag 3 ﬁ% 2 A4 by? - Et‘hr?b gFaplﬁﬁ Jover
silica gek.abféradendt0. 0R4, g4(93%10f42 ymel d){ )of 6t he-despr éd, praguct. ESI/ M
me = 451 [(M1)+, C27 H34 N2 041 NMVR (300 MHz, DVMBO) d = 1.02-1.07 (t, 3H)
1.92-2.11 (m 4H) 20 Novenber 2003 -78

Example

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



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%'&No %t?@rfb 8 (bs,
1H), 6.85-6.91 (m 2H), 7.00-7.05 (m 2H), 7.22-7.24 (d, 1 , .8-7.47
(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 with 0.119 g-(0.31 mibl) of

2--{2-[4-(1Hindol -3-yl)-piperidin-1-yl] -ethox ’)e -benzoic acid nethyl
ester, 0.§2FF§53 ol F*efPANaH LA860%Ra6TE i Bler afndoi Pugdd igd0adwi

(0. 41 mmlc}lr@ﬁnatwgwapr@dlcdxeerTl@@meud@elm xtpeeavas hydrol i sedakel lomi ng

t he procedur ed 15 . 20 npl e 138(part C) and . purified by
chr omat ogryéﬁﬁf? gllel |d§§l§§fi &P F&l ng 0.054 g (42% of yield) of the

desired pESIUMS. rrEST/=N88r$1e[ (¥421 7 [CEIMEI3 UC262 H32] N2 031 NMWVR (300 MHz,
DNBO 8 9 21 1 -2.43
) % i Qggo ﬁﬁ&m—ﬁghgg) é)?d 1(2@«)6 % Lot s ??(?H@D B 4 (1,
2H) 6 85275@5(2m7@H)m 2HB1- 27 %%%oﬁaHyn 7 239-, 72425¢d 0BH(m, 738D-37. 5 d, 1H)
25 Exanpl g k49 (R epaf at BQR~0f g 2 ﬁg;[44(i5 h@xyé Ztl."' ﬂgpl 43 yéjqp%j)e(ﬂ di n-1

yl]-et hox%}HI ben20| c acid This co ound wa ar ed | om n r‘ocedur e

descri bed dip1% =38 ‘%‘?ﬂarimh) §t 3r7r|6n§8vv| % Olfi)le d-eb. éf rrrPd”F) of 30
2-{2- (4- 7( 3~ rmdol (3adyl R pi periadiznagl {4k, 119t hoxyk-berzoijg, aghd net hyl
ester,.0.022 g (0.52 mmol) of NaH in 60% of mneral oil and 0.058 nL (0.41 -
mml ) of hexyl iodide. The crude m xture was hydrolised follow ng the

pr ocedur eEdespiliebdd7in  Exanple 138 (part C) and purified by chromatography

over Preparation of 2—(2-{4—[1—(2—ethoxy—ethyl)—7>methyl—lH
'_-indol-3-yl]-piperidin—l—yl}—ethoxy)—benzoic‘acid |
A. Preparation of 7-methyl-3—piperidin-éwyl—lH—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 -79 silica gel affording 0.047 g (3401 of yield) of the
desired product ESI/MS W = 449 [(M+1)*, C28 H36 N2 O

DVBO d = 0.81-0.85 (m 3H), 1.20-1.25 (m 6H), 20 bt ol
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(m SH), 7. 19-7.25(m 1H), 7. 37-7.41(m 2H), 7.58-7.60(d, 1H) 10 Exanpl e
150 Preparation of 2- {2 [4-(1- cyclopror3’§1 et hyl - --quoro | H

dol - 3-yl t d A P t f 2-
I[Z O(6 f?/u%ro | r’:r:j_ &r y%%’) 2. 2?33&%% ZOIfci’?]CI ert%ox(y} %g‘ ig?cl"gg? 32%t ﬁyl
ester 15 Tid.s 280npdurdd Ba< Opriepared , f 8l. kowingst e, peagedur e3deseri b(e;i in
Ex le 1 t t h I f

e R

prepared as in

2- (2- chl orldlet HoxdR)- 7b@r’?zo(|d0 aéid reBAyl - 4§st(@r, aHﬁoral Rg-2. 369 (@ 96%H of
yield) pf the desired product- 20 ESI/M5 mfe = 397 [(M+1l)-,C23 H25 F N2 03]
B. Preparatlon of 2-{2-[4-(1-cyclopropyl nethyl -6-fl uoro- | H

i ndol - 3- yI Pﬂeer - - 1- yl]-ethoxy}-benzoic acid This conpound was

pr epar ed fmleh;mmangdzhe:ﬂomo[eadwme destrdyted 1 -iimdenampla ) 138 ddiardi nB) _
starting wi % z)glc 2%2(2 [4- (6-fluoro-IHindol-3-yl)
- pi peridin-I- yI] - et ;%& & nZG6i'¢ aci d nmet hyl ester, 0.51 g (12.8 nmol)
of NaH 60Fhis cemporald viels andrere€ fbl{dwilgnube)pobcegateopdopyttvidyl

3223??edl?ﬁ;%ﬁ%%|e2‘1?@“r§8§?%@yg A6 Tor Pren by'3s 9 égﬁﬁgﬁf?@%fogfraphy

over sili&agell4afifrdrAglo3syl "IPJl}B%Uiln 1erd) -(ﬁtfm%’ Jodsinzed cprottlict .
Mel ting pmemmyw?&t%sﬂ NB. g 2 g' 4@7£ﬁ Mﬁﬂné)l) C36 N%% FTNQGCQ?JO]%\"\{R_I(@LQ& Mz,

CDC13) d _(1 8'%?0&@ éﬁﬂjo 41 mmfﬁ g% 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 vyield) 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 (4, 1H),
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



20 Novenber 2003 -80 2H), 1.21-1.27 (m 1H) , 1.95-2.10 (m 4H), 2.33-2.41

2H) 2.80-2.85 3H), 3.13-3.17 2H), 3.84-3.
Stm41 2044 (t, 2H), gs.mso (H%)s, 1H) , 6.80521.87H%t,' 1H), §@Néﬁ%m3€%’0@ﬁ] 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 nmol) of sodium hydroxide in 120 nL 10 of water was added to a
suspension of 6.31 g (16.6 mol) of -79-

2-{2-[4-(1Hi ndol - 3- yI% eridin-1-yl]-ethoxy)-benzoic acid nethyl ester
(prepared 31 Baarfgtle al f@g&;ngm)o;aél $§2034E off widilaholef Thhes dextts® was
heated at Hda.jar. 3 hours and the solvent was removed under reduced

pressure. va n}fltlon of 15 50 nL of water, the crude m xture was
neut r al i sédMitth M4 hn(MHe "sERBIEBEr NBdOWAs i sol ated. After

recryst al INnmgat(izon Mf—IIZQrTDESGU oAi£rg e - 02 gi_; o, 4@%)3f 1y beld) 2@f (R, V\gmt e solid
corresp, o] he deS| C obt ai ne Mel tin oi nt 230C
20 ESI/f/Sqm%get—l f;ﬁ o 2545 N 031 Nl\ﬂié{(eoé NPg 2 - EHC1®)

91-2.07 (mR-14H)3 142 567-2H32 (moeH .10 (t, 4.15-4.21 (m, 2H),

iss S s g e bdA. o o

7.54-7. 56(7d5|8H) 73062(-d7 64)d, 1H 25 Exanple 152 Preparatl on of
4{2[4(1(2 et hoxy-et hyl)-1Hi ndol - 3-yl)

-pi. {aq -1- )ill hoxy}-benzoic acid (alternative preparation) 30 . A
Pr epar ]‘%PH-I ndol -3. -yl ) -3, 6-di hydro-2H pyridine- 1l-carboxylic

acid et hyIP::e@taefataogx aff 2—({b-243, (ﬁ-—@kﬂ%&@ﬁlﬂwﬂk@ilﬂ 64-tthoxbiFindol e
prepar ed i%%o%&%q%h%ﬂ%ﬂg§¥fﬁ£%L1W%ﬁs- %85%6%5£l3¥% acfg'
A.Preparation of 2-{2-[4-(6-fluoro-1H-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,




di chl oronet hane and 3.22 g of triethylamne were added to the 20 Novenber
2003 -81 solution. Keeping the tenperature between 20 25 C 3..14 g of
et hyl chl orof ormate were added dropw se. The m xture mg@ﬁog?mP¢Qg}Q%or 2
hours and 20 nL of water were added. The organic |ayer was separated and

t he solvent was was renoved 5 under reduced pressure affording.5.22 g of a
colourless oil. B. Preparation of

4- (1Hi ndol - 3-yl ) - pi peri di ne-1-carboxy®¥c acid ethyl ester In a sealed
steel ves

gb, g.l g.of _4-(1H-indol -3-yl)

--3,6-dih§ 0- 22 Py Fir A7 ndéDr - B2t bokyiT 2 @l d et A e3t 87 -defé (mo Hssol ved
in 13.5 nk.afb-mesbBanoh, 3Ihe¢,sd ut3-on vwas (gubmittied 1 oshydregenat i agjat 8- 10
Kp/ cn? of ,pressure, i ng 8 g.o pal | adi on cafr bon 0 as catal yst.
The i xtufe Sae &t r (&a 59720-§5E& fg#812 rs.gwﬁg“%a%g|ygﬁf D enoved

and the <ol%¢ent- 18 dwmi. | K&d . of/f. 4 1A Tni4Rt Ume @fl) nethanel7/.wat € ,85H15 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)-1Hindol-3-yl]-

pi peri di nEXPIN@arbéRy i c acid ethyl ester 0.75 g of a60% suspension of
SOdiU"1hY®&E§%rEﬂi6hn6Eab-QbL[42Q1WEH%d§§3@ePd?dpEBe%Qdﬁh-Qtyqﬁ¥ DVF and 4
g of 4-(1Hind I-3-¥2)-piperidine-l-carboxy ic acid ethyl eSter were
added to FHE° '3f8?8.°f?9fcddof 2-chl oroethyl ethyl ether were added
dropwi se at sphomibanpér at aBegand3t feob) XbEr€odias ls§dréetdd ofn I dour s at

20- 25 t S ref.l |y 25 added and eth tat e, was used .as sol vent
extrac or%Tﬁét\é?gg%?c%]dﬁfgy RIS ssélp‘)‘’ﬁé’reé'%selé):“ar‘i%(:J v@ ed V\ﬁ% ﬁ/\d‘ﬁ“éqdl) ‘ﬁé

sol vent was {RefbvétHunddrl r 2entkop peskiire afflr o iy 5Sanzaifc acal or | ess
oil. The peedugt Jwas.,th ltis t -1 -butyl er [.hexane
giving a off \%hi tee sol i ?}%yﬁ(iﬁt#% Eg%ﬁ%?g‘ g‘é %r(‘:‘[ %U ﬁrleggrlaatnlﬁbr?)%gf

4-[ 1- ( 2- eERBRYOEt hy 1} Si RESELgey KRS gﬁaéeddaﬁe60°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



4 g of 4-[1-(2-ethoxy-ethyl)-1H1indol-3-yl]-piperidine-I- -carboxylic acid
ethyl ester and 3.81 g of potassium hydroxi de 20 Nove 2003 - 85% wer e
added to 14 g of 2-propanol and the m xture was heatgg&gpvgggTa%%% 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 nL of 2-propan8l- and 1.4 g of fumaric acid were
added. The m xture was refluxed for 30 mnutes.. After cooling at 0-5 C
for 30 mi AGLESiPRe KEFREAY 5BRi HeWASTASBratedtvyesueli andf25t @t e 4.05 g

of a white 346 sohjU JRIS-sREAVAI LS AdsRll aebplheepr 9EuCH: WL R fmric
aci d. Nblt%ng % int: 166-168 C. E. Preparation of

4-{2-[4-( _Is_- ('L T hOééV- e h)}}cj’\-}ﬁﬁ;l_ iaﬁgo|2_%_ gﬂP) of water were added. The

- pi peri di nrgapli}- éelexywabesepiacazeidd ahd GHe Gdlia84 mad Jwad Aemdibed

(2- et haxy- ) =] | - 3 - pkperi.di ne 0.5 4 ) of. ethyl
4-ch|o?%-g§ §¥y¥e%2§§§a geé%#gedggg?ggﬁnghsgggfgo?§¢gﬁ%%H?¥£Q§%%fﬁﬂune and
0. 38 g (2B76Pwepley asfiopoteds S -uritdirisbriate wier-e igodeid] i el - ad pttansel Mas
refluxed terql8chourssand after cooling, water 20 was added, the organic

| ayer separated, washed with water and brine. The solvent was distilled
of f. The &Btafnedi®2t8de #a8S1di €9 i n° 3l Mg ofofet A (1 cigiistl 9B69%land 2nl

of a 2N agqueeudihgagdbubHhpdreNide-$0kHbeRyMBEE srddedt HAfil &gl fd g at
room lto_errgerat

erature .for g our s the m xture was neytralised with a 25
sul phuri c-aci sSFutho# lg% E'Tlﬁ’g ﬂ??ﬁ’@&loéol R $n gy SHREMPedvas
col | ect edfonagHedganchimat et &rdodKpgdm’ Vet brrgspoirat, . WBSGgE@MIE 53 30
piper di T g BraRRerRE R OO RE S U on o 0 BH S B e
4-[1-(2-eRRoRP-8Phy[l) for 12 hours. The catalyst was removed and the
solvent distilled 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 l
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



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 @'%9 2%%@3 -83
were added. The m xture was refluxed for 18 hours and % vent was
removed under reduced pressure. The residue was extracted between wat er
and ethyl acetate. The crude product obtained after renoving the solvent
was dissolved with 3 nL 5 of ethyl alcohol and 2 nL of a 2N aqueous sodi um
hydroxi de solution were added. The mi®ture was stirred at room

terrperatu Jor 18 &(g?% nd .t hen n utrallsed w t h Cl 6N. = After

extracti of~wi tH%¢hl 3 Pard r&nBlal? &FPrEdol EhegmixGuge 639 of a
yel | ow oi [he%leé esologt-6®0 PC ESh NB MCEJ.I% 34[51e[ (Mﬂ&mﬂ&éﬂ&é‘t&l@%d NVR

300 VHz, 1- 1, 83:2.05 75
( 2. 95" ?ﬁ cg?(g ngceﬁ_l ‘%39503 %?F %e méx&rﬁ ésfr% H%ﬁ)"“:tei 2?27(2n m
2H) 6. 93 totuengy anct n-heHRrganir] - Jzaﬁer(maszrsaeparaaeecw wakhed7 WE%:1H7- 61

(d, 1H)s5 1%2Ex@nBhe dodcEhepaEad! om,of 4 disolved
3 (2- 4- [1 a2 ot hoxy -etﬁﬁg STEES ndol residue was disolved in a mixture

yl
pi peri di noF- P Tkt RoxG Y 1@%%9@%&%@%&@&@% ToripRaRP Wwaandriedar ed

f ol I owi nggt hﬁ ﬁﬁrﬁ@ﬁﬂ@rﬁcﬂﬁsﬁﬂ@%ﬂide@ mheExamplee192s (per i sx&i ang- B
starti ng W, t

1- (2- et hoW@Pﬁ?F‘) §%5%6er%°€m£) y”}t 143 ndol £9% 02 §7™iguEssy Yhrp Sorged
2- (2-chl osoétttiowyt)s Esméahyati- b@’nB@lC(tlml dilnetdhylorestienns & 6F @ (whitemol )

of potgssiumga &%8% ?i Bsh ; ( ?ﬁ nggl }hg 98'&:1%%%' 8’%5’ dé de. After

t he saponi cation rough dr1 Pea gel “ of the
cor r espondFag-car boxyl ic acid were obtained. Melting point = 109 112C

ESI / M5 rdgeftﬁtﬁé [f@&/ﬁ@) , C2¢é- l_rlaé Ng 041 NVR (300 M—Iz CDClB) d=1. 12-1
19(t,3|—|)P ?é 31 (s, 2.39 (m 2H),'
2.80- 2. 84%¢tE r%?ﬁra’il%% 9*0{2( n[14‘1(H) (%eltéloacymt(lﬁ’l)zﬂ)li 131%21@-491 (q,
2H), 3.72-3pifeftidin-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



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( 0 enmber
2003 -84 Exanpl e 155 Preparation of 2- [4- (4-{4- ON §%3é§}£@¥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 (0.37 nmmol) of

1- (2- et hoxyet hyl) - 3--pi peridin-4-yl-1H3-ndole, 0.142 g (.0.48 mmol) of

2-[4-(4- chI orob hen 2-met hyl - propionic acid nethyl ester, 0.07
g (0.48 c?rcf%ed%/ as% islmi% H&Fb&ﬁaftlémsﬁd 4L Y 1952 ARG N6t

pot assi umoddede wESl /rm]om’eei 5B x| (rMﬂlL):tdC%]:eld‘&serHZ Qe NMWR i (B3RO0 WMz,

DMSO d = -1.06 1 6 1.98-2.50 2.73-2.96
(n15ib,3.T%F%%fifg,éhf%gé?3%?g?%g?ﬁ14$5?%f6%¥§? C€¥@§¢quﬁ%¥izkb

6. 97- 7. 020btaEned. eFLPrlzefor2Hy, th¢38¢l62©n1ﬁaﬁ dﬁs@@&%e@4@uthp TH94- 7. 96

(m 2H)s Exgmale, 115%1%0@% %cprb %Llof(g %ha Qy's%dl 61%,»&1% -
(2Htetrazol 5 -yl) henox ropy -plp I'n-- [23 ol e 20
A. Prepar é?nlb‘ﬁlG‘Fl 4""‘9(-’3 {ﬂd Fé bat heiglaers | )Waif H-8 tigat e -room ‘

pi peri di ntém}gbb}ra}ﬁhQQO)ﬁb)r Q@mﬁg i 43 @hé@' Héh@ﬂa@is@d?’%lﬁh( i{C3L4 egrol )  of

4-(3-bro 0 nzonit sobut ylketone was added
to a i xPRFERoFkbTa8Eg B0 b kbt Fraf it (A SRS D 5oL Vet

pi peri di n044¢b- tH{(EA&OI efpaepaiédwasﬂnwExarrﬁ)lselaééd( part D), 0.21 g (1.6
ol ) 1ef Eg&?ﬁ@l I car QQEatﬁMQtﬂ %} I-QZB(Q\TZB | ) of potassiumiodide in

4.5 nL of 1so et on e reactionmxture was refluxed for 16
hours andN¥Rt é?OOfW{‘!erIPMF@)t e = AoP@ani- 06s4tt s3HY hel st \2mMS was Héhoved

under 2.61-2.75 (m, 4H), 2.95-3.15 (m, 3H), 3.29-3.41 (m, 4H),

3.63-3.67 {(m, 2H), 4.21-4.27 {m, 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)



30 reduced pressure. The crude m xture, was purified by flash

chromat ography over silica gel affording 0.31 g (70% vyi

4-(3-{4-]1- ( 2- et hoxy- et hyl )~ 1Hi ndol - 3-yI . ] - pi peri di Y26 Ndemér 2003

yl } - propoxy) - benzonitrile. NWR (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. 18tt,2H) 4.21-4.27(t,2H), 6.93-7.35(m
5H), 7. 35-7, 65 (n14 B. Preparation of 1- (2-ethoxy-ethyl) -3- (I1-{3- [4-
(2H—tetrazpﬁi - E)-phenoxy] propyl}.-piperidin-4-yl)-1Hindole To a

SFI ut i gnl afr@aw&l@n( Of 25 [mml4)- {@f- [14'(2(-3tf16xy[-$th§2) elilloiﬁ@éhyi)yl f

-1 Hi ndo i per.idi| nitrile in 1. 0
anhydr ous p%l%ﬂ]léi _BL 1?} Bt og’hﬁﬁ%{ﬁ ér?f“@%@‘gﬁl éoé’r}dmdclgglél (2 mml)
of sodi umTi'GSaEQH@O\N@ldewadde@ihedcfublbomngut]eevla:socheameel ddsdilzdor 18
hours and jaf tif./00L | Rgoat m t atyr qyequs, tion
of 2N sodi um hyactjrom de vvasp;a(%g ]? & %lyxt?sl}rajertrm%sgot algﬁ'rll t%o'fp 6 Ozﬁjdyt he
aqueous pESd wgs éxﬂ?a@?@@xYﬁthlbthyplﬁgé%@l@ 4avtetHpindeleatd omdy

flash crompt@araapncly o20 ovar- gi- |ch@%r9)%lut%f1?§ gp@é;lflw_gl drrefthe desired
product were abtai ned. ESI/MBéMe = 475 N6 02] NWMR (300

MHz | DNBQPq@p;cTuééaf1§7m€F H?St§r9202 ilg(ﬁ% @$Dmmol) of pota551um
2.14- 2. 49@m&&Hﬁa&eQéwﬁl@Q@ﬂ1@H)03211m&016(bf2ﬂbta581um iodide.

2 25 4 SoFEP Mg :@%&iﬁ@%ﬁ)é‘féﬁi%&% o
7 62- 7. 64LMRLH3 70 9MHz OPMEO) 21 ExanpRellB?d 2% .Pripar atibn dfs, 6H),

2-{2-[ 4- (1- opchopropyh Mekhy! "#73”0'20'9’63 Yh) - smy, 3.10-3.14 (c, 2H)
pi peri di n- I-)il 13 et hoxy}-benzm c acid !
(m, aH), 3.64-3.67 (t, 2H) 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, CDClQ d=1,12-1.19 (t, 3H), 1.87-2.26 (m, 8H),



A. Preparation of 4-(1Hindol-3-yl)-piperidine-I-carboxylic acid ethyl
ester 17 nL (0.18 not) of ethyl chloroformate were adﬂe thﬁbré? 3
suspension of 30 g (0.15 nol) of 4 - (3- indolyl) -plperlarne an 28 nlL
(0.18 nol) of triethylamne in 185 nL of dichloronmethane, 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 hbvenber 2003 -86 and®the sol vent was renoved under

reduced e e 8W of eId of the de red roduct. B
Pregarat:o%n%gu5 ? g% 0p§|%@§ 2 Fﬁﬁkddﬁ 3-y})Q7 ° (" 28

pi peri di né- lﬂearbexyMLc 28} d étmwl3e§Mer (55, Tara ,suspensi ore of(t Q. 261)g (19
nmol ) of Dwgo4sggpe srgﬁ of §9d5u?§ an §hgf,7|95n5nggal oth)ln 15 L of

anhydr ous a so utron o]
4- (1H i nd8l--Brapara st odi hell- ‘e‘ahwwfrhyhh-d et i3 - Bst @H-itetrm zull -of

anhydr@USsD‘YE)weﬁeagg%@ p%fsgr}?@lﬁwyagﬁ Aly1j0 mlgdtﬁgperature a
solution of 1.7 cycl opropy romde in 5 of DWF
was added: oTheftrudé IHtPtre vifs st Pri@8 at Qoonrﬂbﬁﬁeratmvelror ¥ h and

the sol vent(3wds- r[enmvedtuedgéth?dwceﬂ @h@@auee- v 1Thg, i6eidey i Xt.yi1g - phas
extract ed: betmegn wat er gnd eth anic_ 15 | ayer "was drled

over magn&SPOR SUPTAFE  5AATSES ¢ r f IP aPFoﬁn%Vﬁé%§6|5%ﬁb Was Hlefoviéd under
reduced prees ur e fafdrgraiingn cilogidd shé desBsedy ptoduedl) ESIE/ Moathen = 327

M1 w20 P a n
( ycpng%Q F%et%?? %égg?pe?? E? 58 m%%EUES ﬁﬁ&opgafgdAagoﬁdplonfgf 4. 95
(75 ol )1gf hﬁéﬂfﬁsﬁ'léma@i@rroﬂqwéhw 25 onftéupeprbpanol lvad added to 4. 7

g (15 nmokyy @ﬁus solution of 2N sodium hydroxide was added g
met hyl -1 Hi ndol - 3-yl ) - pi peridine-| - carboxyllc aci d et hyl

4-(1- cyclo
ester and™ E %?xY%ﬁ FRUERD (e PBF CaP g5t ADORIYRPUS Dhase was extracted
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),
-14-2.4%9 (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), 4.12-4.16 (t, 2H),
.25-4.29 (t, 2H), 6.98-7.18 (m, GSH), 7.44-7.47 {4, 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)—piperidine—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



16 hours. The solvent was renoved under reduced pressure and the crude
m xture was extracted between water and tol uene. The ?érﬁberaéf)%é was
dried over sodiumsulfate and after filtration the solvent was Ternoved
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)-pi peri di n-1-yl ] --et hoxy}-benzoi c¥cid A suspension containing 3.6 g

14 mmol c Ineth eridin-4-yl-1H i ndol e, 18 20
(Novenber) t% gﬁ#ﬁ%‘%p%aﬁ fon EHFSr%gee%o%‘)lu%%ﬁzeregeere %ﬁmlr@gter

(prepared 3|6ngE>(aBﬁI eflyipar) o€) theZd%sgr(ealme};tof pot assi um carbonate
and 1.7g 1;, f.p sr m_i odi de in_70 i so- but yl_net hyl ket one
was heat ed rgggé')é‘&?é’é‘sg 22 RS §Prgp¥ﬁ5‘e§$‘ly\}eﬁ‘tl{ vﬁéorlerr’o\yeg‘sunder
reduced pPe§§E|’riél§ﬁd1tﬁerbpwélcmax:t1@r ethyd estteact ed bet ween water and

di chl or_r,onq«bh@n%uspéeml(yrgqﬁ Co Iweéu\rq/? ﬁtFnbg? aver, sogi usm%%%saitoe an after

filtration the solvent was renoved uce pressure ord‘*ng 6.5 ¢
of a col oFPEdEMoPYdrPKides  fheMANREaLeOhAs 10 blﬁs@bltvédamleQBQJMDMﬂ

ethanol aad 14 gblafta 2N aquepgls sal uti o3 of Spgsum hy@ﬁ@}l fle. s
enperat ur e, an e SO ven was

m xture V\%S_ i |_r.r§d fgr :[2 hours at room

removed uhders FBAGEEd ¥ s?&P@réHdngolrrEa6PO%é(tlérc et d Hduddestrs it ude

m xt ure was mieur anlsediroext DEEL erdzsvmatdaie(molmjft{@f nBanduj.]@t@@r ifd esby flash
chro g siliga geh rdin g 9% y|eId of the

desi p??p?%@@%fggﬁ/gﬁr ngac org(rczrj % 149% ér%és n&lg (?111% R/h ot 6
H30 N2 038YRMVRPTSBYLNEELY myde o350, 3F DMF R, addéd OI'ISd c(nmdeH)

20 0.1. 17mix £9241. o 2 0-2.97
SO T R e SR O b a

1H) 6. 975?§t5ﬁn%rffa*’2|45 mo"?e%sbmﬂ%rﬂdmfﬂ) Presgpre. 2Zhen§=rl2¢+; miKt3eee7. 47

(m 2H), 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



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 )- piperidin-1- t hyl ] - zoi c
acid This conpound was prepared follow ng the procedur%d @géeég?%@@%so 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 mmol) of pot¥Hssiumiodide in 25 nL of iso-butyl
met hyl ketone, The crude 20 _Novenber 2003 -88 mixture was purified by flash
chr omat ogFEphY o9Er &i (PcalgBFo-aFReKdl n§20Z83cg £2¥% of“e;ffﬁéflld) egtethe
82?' geawg ﬂ%lp&redl\r_ﬁhtﬂzm o Nt =20€ E$|/D/59"%z(?%?n&gﬂ[)( ML *o-tQ%éld%S N2
1.17-1. 25° %Jgn? OREye a%ﬁo 1978”(1”{“@3@ Oflp@%ai é‘?m(b“’dlz% ”2@2)0“% 9% (t,
2H) 2. 75i 2o82utyimdthyl Re©dnd . Wbs (thatMdd) at3966 désred)fo:3.195h3u28. (d

1 05950 00 tyertthuad! rggozfglz?gae&g%cza%%u#*égladﬁ e

(1 cy@%%%@%%yW®%t¢WﬂraQF¢¢l e waPer and dichloromethane. The
p. peri di ne -cyﬂdc pri }m&@enﬁ&)leaceab@racwdﬂémmﬁ&05@0%@@ wagpLepared
foIIovmng pr ocedu edescrlbed in Exanple 157 (part D) starting with

1.5 g (6 H%ﬁfonlt c|%9drvc?§w NET Ry FEIONEReinfiat 4L §RUTEE | RISEELTeg (6. 6
mol ) OfafﬂorcﬂﬁaghEOEngb(fp@X)éolcpﬁL@Bé ]OIBCEI‘}hiIsaﬁhddét hykcgstelasl. 7 0

32 L B FEEY B0t gl ety I Re: She S CFRECE: (IS M xPlr &tvee. Par PACEEUBY 11 ash
chr onat ogsaphtyi @vert siddinan derdreaffdr diTige hibtogrb8Msofstyiraled) fot- fLhe -
desired pﬁggygtétN@&E%”Beﬂﬁé?&fn@é'gﬁg 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, DMSO} 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, 2K
2.90-2.97 {m, 3H), 3.20-3.24 (d, 2H), 3.97-3.99 (4, 2H
4.42-4 .45 (c, 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




ESI/MS me = 447 [(M1)+, C28 H34 N2 031 25 NMR (300 MHz, DMBO) d =

0.35-0.37 (m 2H), 0.47-0.50 (m 2H), 1.13-1.20 (m 112_%Nbv%|‘|_§e6r- ?36 (m
2H) 1.89-1.97 (m 4H 2.05-2 .13 (t, 2H) , 2.46-2. 50°(m , 2771-2 .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 Preparati on of a pharmaceutical conposition:
Syrup 1000 bottles (150 m vol ume) eacti®containing a solution of 20

Novenber 2003 -89 750 % r?%o %2 4- [1- (4-fluoro-benzyl) -1Hindol-3-yl]
- pi peri di AMESHEE éffaf?ofgﬁg[ 2ol Fﬂhmﬁpﬁo‘ﬁ?EﬁﬁFéﬁ ESOV?BI Fbhkea el 2={4-
[1- (4-fl worfdikingy|9). s31|§=| o <F Wl ofi peld dierilrad Jpreidiexy) - benzoi ¢

acid 750 g{]){_&e C{} OZQL & hydrogenated castor oil-ethyl ene oxide 1,500
g sodium rre]t ﬁ! ydr oXybenzoate 240 g sodi um propyl p-hydroxybenzoate
60 g 10 sd’cﬁﬂm%aﬂcﬁw&rﬁﬁ%oﬂwl )f| @¥BUB2 BgNg. 2] sodi um hydr oxi de q s. pH

=-4  deqi nggeal '3%%dMW%t ebudos. 15% 'é:at TSy 7 REoCegyr ey éé §058 3@l uion of
t he sodi um rret hyI (and propyl droxybenZoat'es and sodi um sacc arl nin

30 litres lofl7 dedhefdti ¢ vva%e?o ]éﬂ79aqlﬁ@ou§fijlfycbr?21 5oPUtiloh a7t .
hydr ogenated ocastor (@il 281 hyb ens_oxisle rNVasll-ﬁdde osAbt el (8LIERI NG 4dhe

2(2{4[1 4fuoro zyl)-1Hin

_pi peri di n¢ fr'i} etahggy;g-‘}égn i'czﬁgrdswag gdﬁ%d (Gnd*B5 hondgehi Lod(%o reach
conpl et e diBsol7ukicoris, ALer Thiz;7td® (of | @aWOyr 7ngsagess Wds tixedsigg o the
sol utigp V\(ist’h 1\ﬁ')gor ous

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



stirring, and the m xture was made up to final volume with dem neralised
water. The resultant solution was filled into 150 M b i an
appropriate filling machi ne. Exanple 161 Preparation o?é Qbﬁﬁ‘aﬁajg’gﬁu cal
conposition: capsules 30 50, 000 capsul es each containing 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 perfYin -1-yl]-ethoxy}-benzoic acid
2,500 g 2Q Novenber 2003 -90, magnesi um st earate 225 | act ose spray, dried
18,350 g ‘cross-19 nkébfosod?'uffﬁ 'cg‘}rb Vet et 1 rb%%lg’gﬁd{gm%d‘l i Haur yl
sul phat e 430 pgrifiBr-ocgdyrerhbhe)2bedzbdc( 1-aenrt vl wktkei ngalep3reld) - pigeri din
-1l-yl]-et r}%é)i}o-v%e_nzoi c acid, sodiumlauryl sulphate, |actose .and
cross-1inked sodi'um car boxynet hyl cel | ul ose were m xed together and passed
t hr ough a 2scd2edr Wilt-H 4aif lopeni-kgnel 10 -6 Hi 0 niiml - Bhe'ldmgnesi um st ear at e was
added and thedhakw.e'-y18neapsyhated, Lat e gelatine capsykgs of appropriate
size. Exanmpl e 162 Preparation of a pﬁar maceuti cal conposition: tablets 15
100, 000 t &Y&eTidach contai ning 25 ng of 2- (2- (4- [B-009-9

et hoxy- et yldrolfdniztdal 3sylh- piipeekdi1=hzybkigkhoxy) - hesgei ¢ acid were
prepared fromthe foll ow formulation: 2- (2-{4- [|- (2-ethoxyethyl)

- 1H i ndol S8 m-ef}?‘ﬁér ipd'r[ll‘gf-dfp SBERBXS) - benzoic acid 22806 g 20

m cr ocr ystsaldiiune peelplyll pstyiro59Pbgnkaatese spray dried 96626 ¢

car box{q net byl stareh3¢Q 9 sodiumstearyl fumarate 803%0 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



colloidal silicon dioxide 80 g 25 Procedure: Al the powders were passed
through a screen with apertures of 0.6 mm They were Ixhure in a
suitable m xer for 30 mnutes and conpressed into 1455%%¥%F%'{%&r83i ng 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-%ydroxyal kyl ene group; A2 represents
a single bond, an als(l%‘! ene or al kenylene 10 group; Wrepresents a single

bond or a BEIRARE FEF A Enyl ene  group which is unsubsti%a® &d or

substi t ut addnpsenepay mriechal ogen atons, al koxy groups ,awd ¢ al kyl
groups; R_ represents. a hydrogen,atom or an alkyl, alkenyl, 15 al kynyl,

21 Koxyal ko e Gk ST SRR Ry L aiesky- al ko8faidkyl

phenyl al kydodgroup- avmrleisvitdh@tephenyl ring is unsubstitutedoorg substituted

by one r p . al.ogen atons or al kyl, al koxy or arylal koxy groups, or a
cycl oal kyl al kyl {group wherein the 20 cycl oal kyl group is unsubstituted or

subst i t ut &by - \@mel 4or ( mea tiydl-ded ndicds - YAl kplipgrddlssr or al koxy groups;
R2 1 epr esent-513 -Rydiagan Lein Aalogendat aBHeLnaladkkY! sQTphat KOXY, GFoup; and
20 Novenber 2003 -92 . .
and cross-linked sodium carboxymethylcellulose were mixed
together and passed through a screen with an opening of 0.6
10 mm. The magnesium stearate was added and the mixture

encapsulated into gelatine capsules of appropriate size.

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.



R3 represents a carboxyl group or a tetrazolyl group; and pharmaceutically
acceptable salts thereof. 2. A conpound according to Cb@kﬁb%pﬂ@@i én t he

al kyl, al kyl ene, al kenyl ene, al kyl eneoxy, al kyl enet hi o] al'kanoyl",

hydr oxyal kyl ene and al koxy groups have up to 7 carbon atons. 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 groupei-10 4. A conpound according to claim
3 wherein Al represents a nethyl ene, ethylene, propylene, butylene,

pentyl ene, hexyl ene, ethyl eneoxy, pragpasdmeoxy, hydroxybutyl ene,

et hyl sul fanyl or butyl sul fanyl group. 5. A conpound according to any one of
the preceding 15 clains wherein Wrepresents a furanyl ene group or a
phenyl ene groupiwhi ch E6mpBeHASHEt BegmALasybytituted by one or two
fluorine, chlorine or brom ne atons, nethyl groups or nethoxy groups. 6. A
conpound according to claim5 wherein W 20 represents an unsubstituted
furanyl ene, unsubstituted phenylene, fluqrophen%leng, di br onophenyl ene,

met hyl phenyl ene or net hoxyphenyl ene grou@ -AV AAonRdund according to any
one of the preceding clains wherein A2 (epresents a single bond, a ClL 4

al kylene 25 group or - a C2-5 al keny group. 8. A conpound according to
claim?7 wherein A2 represents a single bond or a nethyl ene, ethylene,
propyl ene, nethyl et hyl ene, butyl ene & ethenyl ene group. 9. A conpound
according to any one of the preceding»30 clains wherein RL represents a
hydrogen atomor a Cl_7 al kyl, or al kynyl group, a C_5

al koxyal kyl group, a C3_7 yl group, a C3_7 al kynoxy-al kyl
group, a C3-, al koxy-al kqR% ), a be zy) or phenyl et hyl group

whi ch is unsubstituted or sub A ?q-y one or ‘nore 20 Novenber 2003

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 -



-93 hal ogen atons, Cl_4 al kyl, methoxy or benzyl oxy groups or a

cycl oal kyl al kyl group wherein the cycloal kyl group is ,¢ % &ﬁb
cycl obutyl, cyclopentyl, cyclohexyl, cycloheptyl or deca |ny ch 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

met hyl ene, . ethyl ene, propylene or butylene. 10. A conpound according to
claim9 wherein RL represents a hydrogen atom or a propyl, butyl, isobutyl

10 pentyl, ghexykepheRbWe % eskhuk i0§¥bup30HEEhEEEBE¥bly§lé¥bupFr0peny|1
propynyl, methoxyethyl, methoxy g% eth Ofée h [ opoxyet hy

i so- propox?@@h?harﬁﬁﬁﬁuﬁlc@ﬁ%Yoﬁ?% 9?b Prop %?Bﬁggthyl
neEhoxyethoxyetbyI 4- ééﬂ@&hﬁhﬁnaﬁbordlﬁgth@dybﬂniwﬂ 1 wherein the
4-(tert-but ben 4 15 b 0X benz Xy | et h
cyclopropy %%%% proSyF‘e%‘P{yFX éyd%i%XOpy 'gp %Higﬁ ﬁé%?rnethyl
cyclohéxyleﬁhyhoyﬁ c%@ﬂ@bﬁyﬁﬂbvéppb @mdh@lkﬂky/gxmunﬁnmmW%cUpranq to any
one of the_prgagdipg,sclaims wherein R2 represents a hydrogen, fluorine,

chlorine 20 of bromné atomor a met hyl or met hoxy grou 12. A cqnpound
according to any-onePofOlREUBRe@68PRELNEI &PmE IRATCH [R5 artieietarf ni c or

antlalIergt@pﬁegbﬁtbyemMﬁbmkygeﬁéedag EQM§§§M|ahy@foﬁ?@lkﬁieﬁ@erUS
system si de fect 3. A conpoungqéccor ing to claiml1l which is 2-

25 1
(2-{4-- albx FPSGE&Obgﬁ?VP) -1H i ndol -3-yl J -piperidin--I-
yI}-euDoxy) benzoi ¢ aci do@pd2nfl4-{deqeding - |t | mdalin3- gl ) whepeindial- 1-yl ] -

bl port di neerepRhEg, |7 diesaiyeger (L5 IRY, Blihaler ) Bepda

-1H—-|ndolpsnyVPeqm,pen«ﬂﬂ%Yhe@a} pr opoxy) epeexyi c achyopylsnepxy,
(1-pentyl - Lbai-Rdobu8: Y bhe, PERRYT GLMFdnyY! br butylsulfanyl group.

5. A compound according to any one of the preceding

15 claims wherein W represents a furanylene group or a

phenylene group which is unsubstitued or substituted by one

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



20 Novenber 2003 -94 propoxy)-benzoic acid

2-(2-(4-(1-]2-(2-net hoxy-ethoxy)-ethyl]-IHindol -
pi peridin-1-yl)-ethoxy]-benzoic acid

3-yl) 20 November 2003

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 5 03" yll-
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H i nglo

iey

n- 1-yl) - et hoxy), -hen20|c acid

(l_%§?§§ﬂ]éééﬂé1 118 Xk&lp'ﬂéﬁhgk? érYBénz§lBQ¥YQr ?go&g acid 10

oxy- et’hy")- 'H-1 ndol - 3- erid y} benzoi c
z:xmlqalma(léwﬂet @é’@xpet HoRy§ l’ét H‘;lller - |Q¥q1r?c?81 group
fE?d ! I I ol ) - StFﬂ%ﬁkiﬁQQAQIC a@ydlipePFyll ﬁyclohexyl g
pentyl - I ndo erl Ln -1-y S ..et.hox en20|c aci
{|c¥gg?§? hmoxgretasﬁﬁé E{ s unsubstltﬁgeg
ﬁ:kyét);rtmmilﬂynoheyl@rpmopaxm)ahegmm gtawsd C,., alkyl or
lqéé%%%%q%90€§§z na kﬁélgqgglségﬁt of the cycloalkylalkyl

[

I

(

|

[

n- enzoil c acli
(1gpeum yis [hetindong, e yhypigres . dreRylsng -gF dpogdenenzoi ¢ aci d
[1-(2-efhoxyg et&)ﬁl@)odrl?h' ndelor3rivly - Bopeeidin- 9 wherein R!

(0}

I(

poxy) - benzoic. acid
KADLE SRt hdx PYSERGRP) - A | PL | A HFRRY Y- y‘F‘)‘tylzs pPpBRTY S
)péﬁ@PDXy|h@£ﬁZP|Chéptﬁl 2- methylpropyl 3- methylbutyl

- ( yl-1Hind er|d| pro |.¢ acid
[|af1§1’ t h&EPPERYI') - “pEpbrReECh! mi 05% peetrl}y REtRoxPBREBYS
opexlydxpetizgl £ aqubi@fkyethyl, iso- propoxyethyl . prop-2-

| -[2-(2- h -

h X£¥}éxy%?%ﬁg;gpgéggggéeﬁi€¥%é Ay Ingthoxye%hoxyethyl 4-

[ I £{Roebbexiy el ht—methidxybeaky3- yl4 - pt@etithinyl) -benzyl, 4-
opoxy) - benzoi ¢ acid
benzyloxybenzyl, 4-methoxyphenylethyl, cyclopropylmethyl,

cyclopropylethyl, cyclopropylpropyl, cyclohexylmethyl,
cyclohexylethyl or cyclohexylpropyl group.

11. A compound according to any one cof the preceding
c¢lajims wherein Rzrepresents a hydrogen, fluorine, chlorine
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.

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
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]-




3-(4-11-[ 2- (2- met hoxy- et hoxy)-ethyl | -1 Hindol-3-yl) 20 Novenber 2003 -95
pi peridin-1-yl)-propionic acid
3-[4-(I-penty|-|H—-indoI-3-yI)-piperidin-I-yI]-propionlz%Novem%Ier2003
4-(4-{1-[2-(2-net hoxy-ethoxy)-ethyl]-1Hindol-3-yl}- 5

pi peridin-1-yl)-butyric acid

4-{4-[1--(4- quoro benzyl ) - 1Hi ndol - 341 ] - pi peridin- 1-yl}-butyric acid,

4-14-(1- t dol i di -yl]-butyri 1 3-{4- [2- (4-{1-
o T e oo bRt 18 S ndoj - a0 o YT e At e T (A
{L}fflper|ﬁ+fﬁti§+{i§fhyé?+méfm§§j ¢nhmxxﬁ£QtiMikﬁiﬂ%{mﬁéIﬂé-Yl}jd -
uor o- ¥ i s & yl } - propi oni c. aci . a-
> (4 [ BB W RS
|(oi peii di n-3-= § 2} {et byr}zph%m}hwﬁg?tamng@n@ 3 Va=-indol 3=y} l-[ 2.
(ﬁ}nﬁtboxyh ehbexy) n- ﬁtﬁYiletﬁék Y Ndeénzdic ac1d
i peridi e cr
é (4p{2 [ 43 (izpé%fiF IﬁFFLﬂ%?OSg?$§€%¥%%$ Oﬁ 1Y 2t hyl }- phenyl ) -acrylic
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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)

| fﬂ-—VV—ﬁE—[§4
N

5 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. _

10 .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
15 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.






