
Chemokine Receptor Antagonists The invention relates to bicyclic carbonyl
amino derivatives which are antagonists of Chemokine Receptor 2 (CCR-2) and
Chemokine Receptor 5 (CCR-5), and to their use in the treatment of diseases
and disorders which Involve migration and activation of monocytes and
T-cells, including inflammatory diseases. Accordingly the invention in a
first aspect Provides a compound of formula (I), or a pharmaceutically
acceptable salt or prodrug ester thereof:  Wherein: Z is CRIR3, NR3, 0 or S;
R is selected from the group consisting of hydroxy, an optionally substituted
C1-C7 alkoxy, C2-07 alkenoxy, cycloalkyloxy, aryloxy, heteroaryloxy, aryl-
C1-C7 alkoxy or heteroaryl- C1-C7 alkoxy, an optionally substituted C1-C7
alkyl or C2-C7 alkenyl, an optionally substituted aryl, heteroaryl or an
optionally substituted aryl- C1-C7 alkyl group; R9 represents one or more
ring substituents selected from the group consisting of H, hydroxy, an
optionally substituted C1-C7 alkoxy, Grey alkenoxy, cycloalkyloxy, aryloxy,
heteroaryloxy, aryl- Ci-C7 alkoxy or heteroaryl- Ci-C7 alkoxy, an optionally
substituted CI-C7 alkyl or C2-C7 alkenyl, an optionally substituted aryl,
heteroaryl or an optionally substituted aryl- C1-C7 alkyl group; R1, R2, and
Rs are independently selected from the group consisting of H and C1-C alkyl;
- 2 - X is a Crap3 cycloalkyl, heterocycloallcyl, aryl or heteroaryl each of
which may be optionally substituted; Q is a tinker of between 1 and 3 atoms
in length; Y is C3-C15 cycloalkyl, heterocydoalkyl, bridged cydoalkyl,
bridged heterocyloaikyl, aryl,' 



heteroaryl, fused aryl-heterocycloalkyl, all of which are independently
optionally substituted once or more; The optional substituent or substituents
on R and R9 are independently selected from the group consisting of halogen,
hydroxy, C1-C7 alkyl, mono or di-lower alkylamino, aminocarbonyl, mono or
dl-lower alkylamlnocarbonyl, amino, carboxy, C1-C7 alkoxy, CrC12 cycloalkyl,
CrCis heterocycloarkyl, C1-C7 allrylcarbonyl, CI-C7 alkoxycarbonyl, nitryl,
aryl; all of which, except halogen, are independently optionally substituted
by one or more substltuents, selected from the group consisting of halogen,
hydroxyl, C1-C7 alkyl, mono or di- C1-C7 alkylarnino, aminocarbonyl, mono or
di- C1-G7 aikylaminocarbonyl, amino, carboxy, C,-C7 alkoxy, C3-C12 cycloalkyl,
Cs-Co5 heterocyctoaikyl, Ci-C7 alkylcarbonyl, alkoxycarbonyl, nitryl, aryl.
The optional substituent or substituents on X are independently selected from
the group consisting of halogen, hydroxyl, C1-C7 alkyl, mono or di- C1-C7
alkylamino, aminocarbonyl, mono or di- C1-C7 alkylaminocarbonyl, amino,
carboxy, C1-C7 alkoxy, as-C12 cycloalkyl, C3-C1 heterocycloalkyl, C1-C7
alkylcarbonyl, C1-C7 alkoxycarbonyl, nitryl, aryl; all of which, except
halogen, are independently optionally substituted by one or more substituents,
selected from the group consisting of halogen, hydroxyl, C.I-C7 alkyl, mono or
di- C1-C7 alkylamino, aminocarbonyl, mono or di- Ci-C7 alkylaminocarbonyl,
amino, carboxy, C-C, alkoxy, C3-C12 cycloalkyl, Cram heterocycloalkyl, Cc-C7
alkylcarbonyl,alkoxycarbonyr, nitryl, aryl. The optional substituent or
substituents on Y are independentty selected from the group consisting of
halogen, hydroxyl, C1-Q7 alkyl, mono or di- C1-C7 alkylamino, aminocarbonyl,
mono or di- C1-C7 alkylamlnocarbonyi, amino, carboxy, C1-C7 alkoxy, C3-C12
cycloalkyl, Cr C18 heterocycloalkyl, C1-07 alkylcarbonyl, CI-C7
atkoxycarbonyl, nitryl, aryl; all of which, except halogen, are independently
optionally substituted by one or more substrtuents,  - 3 - selected from the
group consisting of halogen, hydroxyl, C1-C7 alkyl, mono or di- C1-C7
alkylamino, aminocarbonyl, mono or di- 01-07 alkylarninocarbonyl, amino,
carboxy, CI-C7 alkox-y, Crel2cycloalkyl, CrCie heterocycloalkyl, C1-C7
alkylcarbonyl, 01-C7 alkoxycarbonyl, nitryl, aryl For the avoidance of doubt,
the terms listed below are to be understood to have the following meaning
throughout the present description and claims: The term "lower, when referring
to organic radicals or compounds means a compound or radical with may be
branched or unbranched with up to and including 7 carbon atoms. A lower alkyl
group may be branched, unbranched or cyclic and contains 1 to 7 carbon atoms,
preferably 1 to 4 carbon atoms. Lower alkyl represents, for example: methyl,
ethyl, propyl, butyl, isopropyl, isobutyl, tertiary butyl or
2,2-dimethylpropyl. A lower alkoxy group may be branched or unbranched and
contains Ito 7 carbon atoms, preferably Ito 6 carbon atoms. Lower alkoxy
represents, for example: methoxy, ethoxy, propoxy, butoxy, isopropoxy,
isobutmry or tertiary butoxy. Lower alkoxy includes cycloalkyloxy and
cycloalkyl - lower alkyloxy. A lower alkene, alkenyl or alkenoxy group is
branched or unbranched and contains 2 to 7 carbon atoms, preferably 1 to 4
carbon atoms and contains at least one carbon-carbon double bond. Lower
alkene, lower alkenyl or lower alkenyloxy represents for example vinyl,
prop4-enyl, allyl, butenyi, isopropenyl or isobutenyl and the oxy equivalents
thereof 



In the present application, oxygen containing substituents, e.g. alkoxy,
alkenyloxy, alkynyloxy, carbonyl, etc. encompass their sulphur containing
homologues, e.g. thioalkoxy, thioalkenyloxy, thioalkynyloxy, thiocarbonyl,
sulphone, sulphoxide etc. Halo or halogen represents chloro, fluoro, bromo or
loth. Aryl represents carbocyclic aryl, heterocyclic aryl or biaryl.  - 4 -
Carbocyclic aryl is an aromatic cyclic hydrocarbon containing from 6 to 18
ring atoms. It can be monocyclic, bicyclic or tricyclic, for example
naphthyl, phenyl, or phenyl mono-, di- or trisubstituted by one, two or three
substituents. Heterocyclic aryf is an aromatic monocyclic or bicyclic
hydrocarbon containing from 5 to 18 ring atoms one or more of which are
heteroatoms selected from 0, N or S. Preferably there are one or two
heteroatoms. Heterocyclic aryl represents, for example: pyridyl, indolyl,
quinoxalinyl, quinolinyl, isoquinolinyl, benzothienyl, benzofuranyl,
benzopyranyl, benzothiopyranyl, furanyl, pyrrolyl, thiazolyl, oyazolyl,
isoxazolyi, triazolyl, tetrazolyl, pyrazotyl, Imidazolyl, thienyl.
Heterocyclic aryl also includes such substituted radicals. Cycloalkyl
represents a cyclic hydrocarbon containing from 3 to 12 ring atoms preferably
from 3 to 6 ring atoms. Cycloalkyl represents, for example: cyclopropyl,
cyclobutyl, cyclopentyi, or cyclohexyl. The cycloaikyl may optionally be
substituted. Heterocycloalkyl represents a mono-, di- or tricyclic
hydrocarbon which may be saturated or unsaturated and which contains one or
more, preferably one to three heteroatoms selected from 0, N or S. Preferably
it contains between three and 18 ring atoms. The term heterocycloalkyi is
Intended also to include bridged heterocycloalkyl groups such as 3-
hydroxy-8-aza-bicyclo[3.2.1}oct-8-yl. Pharmaceutically acceptable prodrug
esters are aster derivatives which are convertible by solvolysis or under
physiological conditions to the free carboxylic acid of formuia (I). Such
esters are for example lower alkyl esters (such as methyl or ethyl esters),
carboy-lower alkyl esters such as the carboxymethyl ester, nitrooxy-lower
alkyl esters (such as the 4- nitrooxybutyl ester). Referring to formula (I),
preferably Z is NH, NCH3, CH, S or O.  R is preferably hydroxy, an optionally
substituted lower alkoxy, alkenoxy, cycloalkyllower alkyloxy, aryloxy,
heteroaryloxy, aryl-lower alkyloxy or heteroaryl lower alkyloxy, an
optionally substituted aryl, heteroaryl or an optionally substituted arykower
alkyl group,  5 More preferably, R is an oxy group, e.g. 01-C7 alkoxy, Yet
more preferably, R is a branched 01-C7 alkoxy or a substituted C1-C2 alkoxy.
A preferred substituent for the substituted C1-07 alkoxy is a furyl or
benzofuryl which is optionally substituted. 



R9 is preferably hydrogen. X is preferably selected from the group consisting
of: Most preferably, X is [0+      Q Is preferably defined by -CR4R5- or
-CR4R5-Qr wherein Qi denotes -CFteRr or -NR; Rt. Rg, Re and R7 and Rg being
independently selected from the group consisting of H, an optionally
substituted lower alkyl, an optionally substituted lower alkenyl, an
optionally substituted aryl or an optionally substituted aryl-lower alkyl
group, for example methyl, (CH3)2CH-CH2-, CF13-C(=CH2)-CH2-, (CH3)3C-CH2-,
benzyl; Q is more preferably selected from the group consisting of: -CH2-,
-CH2-CHr, -CHrCHr CH2-, -CH(CHs)-CH,-, -C1-{2-CH(C1-1?)-, -CH2-NHr,
-CH(CHs)NH- -CH2N(CH)-, -CHr CH(CH2OH)- or -CH(CH2)-NH(OH2)-; Y is preferably
selected from the group consisting of piperidirtyl, azepanyl, azocanyl,
phenyl, tetrahydropyranyl, 13-aza-bicyclo[3.2.1)oct-8-yl, tetrahydropyridinyl,
octahydroquinofainyl, hexahydre-pyrrolookazinyl, octahydro-pyridootazinyl each
of which is optionally substituted. Preferred optional substituents for Y are:
hydroxy, amino, halo, 01-C, alkyl.  - 6 - 



R'  (10 wherein: Z' is NH, NCI-13, CH2, S or 0. R rs hydroxy, an optionally
substituted 01.-C7 alkoxy, cychoalkyl- Ci-C2 alkyhoxy, aryloxYr heteroarylm or
aryl- CrC7 alkyloxy, an optionally substituted aryl, heteroaryl or an
optionally substituted arykCI-C7 alkyl group;  X' is selected from the group
consisting of: Q' is selected from the group consisting of: -CH2-, -CH2-CH2-,
-CHrCH2-CHr, -CH(CH3)- CH2-, -CH2.-CH(CH3)-, -CH2-NH2-, -CH(CH3)-NH-,
-CH2-N(CH3)-, -CH2-CH(CH2OH)- or - CH(CH3)-NH(C1-13)-;  Y' Is C3-Ct8
cycloalkyl, heterocycloalkyl, bridged cycloalkyl, bridged heterocyloalkyl,
aryl, heteroaryl, fused aryl-heterocycloalkyl, all of which are independently
optionally substituted once or more; the optional substituent or substituents
on R' being independently selected from the group consisting of halogen,
hydroxy, C1-C7 alkyl, mono or di- Ci-C7 alkylamino, aminocarbonyl, mono or di-
C1-C7 alkylaminocarbonyl, amino, carboxy, C1-C2 alkoxy, Cren cycloskyl, C C1
heterocycloalkyr, C1-C7 alkylcarbonyl, C,--C7 alkoxycarbonyl, nitryl, aryl;
all of which, except halogen, are independently optionally substituted by one
or more substituents, selected from the group consisting of halogen, hydroxyl,
C1-07 alkyl, mono or di-C1-C7 ancylamino, aminocarbonyl, mono or di-lower
alkylamlnocarbonyi, amino, carbuy, C1C7  - 7 - alkoxy,cycloalkyl, C3-C18
heterocycloalkyl,arkylcarbortyl, C1-C7 alkoxycarbonyl, 



nitryl, aryl; the optional substituent or substituents on Y' being
independently selected from the group consisting of halogen, hydroxyl, CI-C7
alkyl, mono or di- CI-C7 alkyiamino, aminocarbonyl, mono or di- C-1-C7
alkylamintticatcnyl, amino, carbm, 01-C7 alkoxy, CrCilz cycloalkyl, GSCia
heterocycloalkyl, CI-C7 alicylcarbortyl, C1-C7 alkoxycarbonyl, nitryl, aryl;
all of which, except halogen, are independently optionally substituted by one
or more substiluents, selected from the group consisting of halogen,
hydroxyl, C1-C7 alkyl, mono or di- CI-C7 alkylarnino, aminocarbonyl, mono or
di- Cl-C7 alkylaminocarbonyf, amino, carboxy, C1-C7 alkoxy, Crencycloalkyl,
C3-018 heterocycloalkyl, Ci-C7 alkylcarbonyi, C1-C7 alkoxycarbonyl, nitryl,
aryl. Preferred compounds of formuia I are: 4-Methoxy-1H-indoie-2-carboxylic
acid [1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]-amide
4-lsopropoxy-1hkindole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-stamide
4-Isopropoxy-1H-indole-2-carboxylic acid
{142-(4-hydroxy-piperidin-111)-ethylFpiperidin-4- yl)-amide
4-Cyclopropylmethoxy-11-1-indole-2-carboxylic acid
j1-(2-azepan-1-yl-ethyl)-piperidin-4-Aamide
4-Cyclopropylmetho4'-1H-indole-2-carboxylic acid
11-42-(4-hydroxy-piperidin-l-y0-ethyllpipeddin-4-y1)-amIde
4-Cyclopropylmethoxy-1H-indole-2-carboxylic acid
(1-[(5)-2-(4-hydroxy-piperidin-1-y1)- propylkpipericlin-4-y1)-amide
4-Cyclopropylmethoxy1li-indole-2-carboxylic acid
{1-[(S)-2-((38,48)-4-hydroxy-3-methylpiperidin-1-y1)-propyll-piperldin-411)-a
mide 4-lsobutoxy-111-indole-2-carboxylic add
[1-(2-azepan-1-yl-ethy1)-piperldin-4-A-amide
4-lsobutoxy-11-1-indole-2-carboxylic acid
[1-(2-piperldin-1-y1-ethyl)-plperldin-4-yil-amide  - 8 -
4-tsobutoxy-1H-Indole-2-carboxylic acid (1-12-(R3)-2-methyl-piperld
n-119-ethy1j-piperidin-4- y1}-amide 



4-lsobutoxy-1H-indole-2-carboxyllc acid
(92-(4-methyl-piperidIn-1-yr)-ethyll-piperid3n-4-y11- amide
4-lsobutoxy-1H-indole-2-carboxylic acid
(1-[24(2S16R)-2,6-dimethyi-piperidin-1-y1)-ethyllpiperidin-4-y1)-amide
4-lsobutoxy-1H-indo1e-2-carboxylic acid
(1-12-((R)-3-hydroxy-piperidin-1-y1)-ethyll-piperidin-4- y1}-amide
4-lsobutoxy-1H-indole-2-carboxylic acid (1 -[2H(S)-3-hydroxy-piperidirt-
I-y1}-e t h yi] -pi pe rid in-4- A-amide 4-lsobutoxy-11-1-Indole-2-carboxylic
acid (142-(4-hydroxy-piperidin-1-y1)-ethyll-piperidin-4-y1)- amide
4-lsobutoxy-1H-indole-2-carboxylic add
(1-[24(1R,38,5S)-3-hydroxy-8-aza-bicyclo[3
2.1]oct8-y1)-ethyl]-piperidin-4-y1)-amide 4-lsobutoxy-1H-indole-2-carboxylic
acid {1-[(8)-2-(4-hydroxy-piperidin-1-y1}-propyll-piperidin4-y0-amide
4-lsobutoxy-1H-indole-2-carboxylic acid [4-(2-azepan-1-yl-ethyl)-pheny13-amide
4-isobutoxy-1H-indole-2 -carboxylic acid
(4-amethyl-(tetrahydro-pyran-4-yI}-amino]-methyl}- cyclohexy0-amide
4-lsobutoxy-11-1-indole-2- carboxylic acid
(4-limethyl-(tetrahydro-pyran-4-y0-amino]-methyllphenyl)-amide
4-lsobutoxy-1H-indole-2- carboxylic acid
(4-[(R)-1-[methyl-(tetrahydro-pyran-4-y-amtr4 ethyl}-phenyl)-amide  -g -
4-Cyclobutyimethoxy-1H-Indole-2-carboxylic acid
{1-[2-(3-(R)-hydroxy-pipeddin-111)-ethyl]- piperidin-4-y1)-amide 



9-Cyclobutylrrrethoxy-111-indole-2-c-arboxylic acid
{142-(4-hydroxy-piperidin-1-y1)-ethyllpiperidin-4-A-amide
4-Cyclobutylmethoxy-1H-incioie-2-carboxylic acid
{1124(3S,48)-4-hydroxy-3-methylpiperictin-1-y1)-ethylkpiperidin-4-y1)-amide
4-Cyclobutylmethoxp1H-indole-2-carboxylic acid
{1-[2-((1R,38,58)-3-hydroxy-8-azabicyclo[3.2.1]oct-8-yn-ethyli-piperidin-4-ylb
amide 4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
(1-(S)-2-(4-hydroxy-piperidin-1-y1)-propygpipendin-4-y1}-amide
4-Cyclobutylmethoxy-1I-1-indoie-2-carboxylic add
(1-[(5)-2-((3S,48)4-hydroxy-3-methylpiperidin-1-y1)-propyil-piperidin-4-y1)-am
ide 4-(3-Methyl-butyloxy)-1H-indole-2-carboxylic acid
{1-[2-(4-hydroxy-pipericlin-1-y1)-ethyllpiperidin-4-y1}-amide dihydrochloride
4-Cyclopentylmethoxy-1H-indole-2-c-arboxylic acid
{112-(4-hydroxy-piperidin-1-0-ethylipipeddin-4-y1}-amide
4-(1,2-Dimethyl-propoxy)-1H-indole-2-carboxy4ic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]- amide
4-(2,2-Dimethyl-propoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-elhyl)-piperidin-4-y1)- amide
4-(4-Methyi-pentyloxy)-1H-indole-2-carboxylic acid
{142-(4-hydroxy-piperidin-1-y1)-ethyllpipeddin-4-y1}-amide dihydrochloride
4-(3,3-Dimethyl-butoxy)-1H-Indole-2-carboxylic acid
{1-[2-(4-hydroxy-piperidln-1-yI)-etha piperidin-411}-amide dihydrochlorlde
4-(Furan-2-ylmethoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yi-ethyl)-piperidln-4-y1]- amide  - 10 - 



4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethy1)-piperidin-4-y0- amide
4-(Furan-3-yimethoxy)-1H-indcle-2-carboxylic acid
(1-[2-(4-hydroxy-piperldin-1-y1)-ethyllpiperidln-4-y1)-amide
4-(Furan-3-ylmeithoxy)-1H-indole-2-carboxylic acid
(142((3S,45)-4-hydroxy-3-methylpiperidin-1-y1)-ethyl]-piperidin-411}-amide
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperldin-114)- propylj-piperidin-4-yil-amide
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(S)-2-((3S,4S)-4-hydroxy-3-methylpiperidin-1-y1)-propyll-piperidin-4-y1)
amide 4i-Benzyloxy-1H-indole-2-carboxy!ic acid
[1-(2-azepan4-yi-ethyl)-piperictin-4-y1]-amide
4-(5-chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(18,9aR)-1-(octahydroquincilizin-1-yl)methyfl-piperidin-4-y1)-amide
dihydrochloride 445-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid [1-(2-azepan-1-yi-ethyl)- piperidin4-y0-amide
4-(5-Chloro-benzofuran-3-yimethoxy)-1H-inciole-2-carboxylic acid
(142-(4-hydroxy-piperidlnl-y1)-ethy1i-piperidin-4-y1yamide
4-(5-Chiciro-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
{1-12-{(38,48)-4-hydroxy3-methyl-piperidln-1-y1)-ethyl]-piperldin-4-yr)-amide
4-(5-Chlorotenzofuran-3-ylmethoxy)-1H-indoie-2-carboxylic acid
(1-[(S)-2-(4-hydroxypiperidin-l-yr)-propyibpiperidin-4-y1}-amide
dihydrochioride 4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid {1-[(S)-2-((38,4S)-4-
hydroxy-3-methyi-piperidin-1-y1)-propylj-piperidin-4-y1)-amide
dihydrochIcride  4-(4-Ruoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid (1-[2-(4-hydroxy-piperidin1-y1)-ethyll-piperidin-4-y1)-amide
dihydrochloride 



4-(Benzofuran-3-ylmethoxy)-1H-indoie-2-carboxylic acid
111(13,9aR)-1-(octehydroquinolizin-1-yOrnethyl]-piperidin-4-y1)-amide
dihydrochtoride 4-(Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1.42-(4-hydroxy-piperidin-l-y1)- ethyl]-piperidin-4-y1}-amide
4-(Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{142-((38,48)-4-hydroxy-3-methylpiperidin-1-y1)-ethyli-piperidin-4-y1}-amide
4-(Benzofuran-3-yrrnethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxy-piperidin-1-y1)- propylkpiperidin-4-y1}-amide
4-(Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-((33,4S)-4-hydroxy-3-
methyl-piperidin-1-y1)-propyl].piperidin-4-y1)-arnide
4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(13,9aR)-1-(octahydroquinolizin-1-yl)methyll-piperidin-4-yI)-amide
dihydrochloride 4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid {112-(4-hydroxy-piperidin1-yi)-ethyll-piperidin-4-y1)-amide
dihydrochloride 446-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxyric add
{1424(3S,43)-4-hydroxy-3- methyl-piperidin-1/9-ethyll-piperidin-4-yq-amide
dihydrochloride 4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid (1-[(S)-2-(4-hydroxypiperidin-1-y1)-propyq-piperidin-4-y1}-amide
dihydrochloride 4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid (1-1(3)-2-((3S,4S)-4-
hydroxy-3-methyl-piperidin-1-y1)-propyll-piperidin-4-A-amide
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
114(18,9aR)-1-(octehydroquinolizin-1-y1)methyl]-piperidin-4-A-amide  - 12 -
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[2-((3R,4R,5S)-4-
hydroxy-3,5-dimethyl-plperidin-1-yi)-ethyli-piperidin-4-yI)-amide
dihydrochloride 



4-(5-Fluoro-benzofuran-3-yimethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxypiperidin-1-y1)-propylEpiperidin-4-y1}-amide
dihydrochloride 4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid {1-[(S)-2-((35,45)-4-
hydroxy-3-methyl-piperidin-1-0-propy1}-piperidin-4-y1}-amide
4-(7-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(18,9aR)-1-(octahydroquinolizin-1-yl)methylFpiperidin-4-y1}-amide
dihydrochloride 4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H4ndoie-2-carboxylic
acid {1-[(15,9aR)-1- (octahydro-quinolizin-1-yOmethyll-piperidin-4-y1}-amide
dihydrochloride 4-(4,6-Difiuoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid {142-(4-hydroxypiperidin-111)-ethy1]-piperldin-4-y11-amide
dihydrochloride
4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carbcarylic acid
(1-12-((384S)-4- hydroxy-3-methyl-piperidin-1-y1)-ethylkpiperidin-4-y1)-amide
dihydrochloride 4-(4,6-0ifluoro-benzoturan-3-ylmethoxy)-1H-Indole-2-carboxyiic
acid {1-[(S)-2-(4-hydroxypipericlin-1-A-propy(1-piperidin-4-y1}-amide
dihydrochlonde 4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-indofe-2-carboxylic
acid {14(5)-24(35,49)-4-
hydroxy-3-methyl-piperidin-1-y9-propyil-piperldin-4-y1}-amide dihydrochioride
4-(7-Chloro-benzofuran-3-yimethoxy)-1H-indole-2-carboxylic acid
(1-[(1S,9aR)-1-(octahydroquinolizin-1-yl)methyll-plperidin-4-y1)-amide
dihydrochloride 4-(6-Chloro-bertzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic
acid {1-[(1S,9aR)-1-(octahydroquincifizin-1-yOmethyi)-pipendin-4-y1Famlde
dihydrochloride 4-(6-Chloro-benzofuran-3-ylmefhoxy)-1H-indole-2-carboxyfic
acid (142-(4-hydroxy-piperidin1-y1)-ethyl)-piperldin-4-y1)-amide  - 13 -
4-(6-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(3)-2-(4-hyd roxypipedd in-1 -A-propyll-piperidin-4-y1)-amide
dihydrochlodde 



4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic add
(1-[(18,9aR)-1-(ociahydroquindizin-1-yi)methyll-piperidin-4-yI)-arnide
dihydrochioride 4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-4ndole-2-carboxylic
acid (1-[2-(4-hydroxy-piperidin1-y1)-ethyl]-piperidin-4-y1)-amide
dihydrochloride 4-(4-Chforo-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid (142-((3R,4R,5S)-4-
hydroxy-3,5-dimethyl-piperidin-1-y1)-ethy1J-piperidin-4-y1)-amide
dihydrochlodde 4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-indde-2-carboxylic acid
(14(S)-2-(4-hydroxypiperidin-1-y1)-propyll-dperidin-4-y1}-amide
4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(1S,9aR)-1- (octahydro-qurnolizin-1-yl)methylkpiperidin-4-y1}-amide
dihydrochloride 4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid [1-(2-pipeddin-1-yr-ethyl)- piperidin-4-y1Famide
4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid {1
-[2-(4-hydroxypipeddin-1-yI)-ethyi]-piperi din-4-y1)-amide dihydrochloride
4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxyric acid
{1-[24(36,48)-4-hydroxy3-rnethyl-piperidin-1-0)-ethyll-pipeddin-4-y1)-amide
dihydrochloride 4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
add (1-[(S)-2-(4-hydroxypiperidin-1-y1)-propyippiperidin-4-y1)-amide
dihydrochioride 4-(7-Methoxy-benzoturan-3-yimethoxy)-1H-indole-2-carboxylic
add (1-[(S)-2-((3S,4S)-4-
hydroxy-3-methyl-piperidin-1-y1)-propyll-piperidin-4-y1)-amide
4.(6-Methoxy-benzofu ran-3-yirnethoxy)-1H-indole-2-carboxylic acid
(1-[(1S,9aR)-1- (octahydro-quindizin-1-yl)methyll-piperidin-4-y11-amide  - 14
- 4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-(2-(4-hydroxypiperidin-1-0-ethyll-piperidin-4-y1}-amide 



4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
{1-[2-((38,48)4-hydron3-methyl-piperidin-l-y1)-ethyil-piper1din-4-yll-amide
dihydrochloride 4-(6-Methoxy-benzofuran-3-yirnethoxy)-1H-indole-2-carboxylic
acid {1-[(S)-2-(4-hydroxypiperidin-1-y1)-propyg-piperldin-4-y1}-amide
4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
(1-{(S)-2-((38)48)-4-
hydroxy-3-methy1-piperidin-111)-propyll-piperidin-4-y1)-amide
4-(5-Methoxy-benzoluran-3-ylmethoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-l-yl-ethgpiperidin-4-y1Famide
4-(5-Methoxy-benzofuran-3-ylmethoxy)-1 H-indole-2-carboxylic acid
(142-(4-hydroxypiperidirt-1-y1)-ethyli-piperidin-4-ylyamide
4-(4-Methoxy-benzofuran-3-ylmethoxy)-11-1-indole-2-carboxyfic acid
{1-[(1S,9aR)-1- (octahydro-quinolizin-l-yOrnethylLpiperidin-4-y1}-amide
4-(4-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(142-(4-hydroxypperidin-1-y1)-ethyli-piperidin-411).-amfde
4-(4-Methoxy-benzofuran-3-ylmethoxy)-1H-indoie-2-carboxylic acid
{142-((35,48)-4-hydroxy3-methyl-piperidin-1-y1)-ethyti-piperidin-4-y1)-amide
4-(4-Methoxy-benzofuran-3-yimethoxy)-1H-indole-2-carboxylic acid {
i-RS)-2-(4-hydroxyptperldin-1-y0-propyft-piperidin-4-y1)-amide
4-(4-Methoxy-benzaturan-3-ylinethoxy)-111-Indoie-2-carboxylic acid
{14(S)-2-((3S,4S)-4-
hydroxy-3-methyl-piperidin-1-y1)-propyli-piperidin-4-A-amide
4-(4,6-dimethoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid 11-(1
S,9aR)-1- (octahydro-quinolizin-1-yl)methyll-piperidin-4-y1}-amide
dihydrochloride
4-(4,6-Dimethoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-12-(4-hydroxypEperldin-1-A-ethyl]-piperldin-4111-amide  - 15 - 



4-(4,6-Dimethoxy-benzofuran-3-ylmethoxy)-11-1-indole-2-carboxylic acid
{HZ-((35,49)-4- hydroxy-3-methyl-piperidin-1-y1)-ethya-piperidin-4-y1)-amide
dihydrochloride 4-(4,6-Dimethoxy-benzofuran-3-ylmethm)-1H-indole-2-carboxylic
acid {11(8)-244- hydroxypiperidin-1-y0-propyl]pipeddin-411}-amide
4-(4,6-Dimethoxy-benzofuran-3-ylmethoxy)-1H-indoie-2-carboxylic acid
{14(5)-24(38148)-4-
hydroxy-3-rnethyl-piperidin-1-y1)-propyll-plperidin-411}-amIde
4-(5,6-dirnethyr-benzoftwan-3-ylmethoxy)-1H-lndole-2-carboxylic acid
{1-[(1S,9aR)-1- (octahydro-quinolizin-1-yi)methyll-pipenclinA-A-amide
dihydrochloride 4-(5,6-Dimethyl-benzofuran-3-yrmethm)-1H-indole-2-carboxylic
acid {142-(4-hydroxypiperidirt-1-0-ethyt]-piperidin-4-y1}-amido
4-(5,6-Dirnethyl-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{112-{(35,48)-4- hydroxy-3-methyl-piperidin-1-y0-ethyMpiperidin-4-y1)-amide
dihydrochlorida
4-(5,6-Dirnethyl-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxypiperidin-1-y1)-propyli-piperidin-4-yryamide
dihydrochloride 4-(5,8-Dimethyl-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid (1-[(S)-2-((35,4S)-4-
hydroxy-3-methyl-piperidin-1-yi)-propyll-piperidin-411}-amide dihydrochloride
4-(4-Ethoxy-pheny1)-1H-Indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperidin-1-y1)-propyl)- piperidin-4-y1)-amide
4-(4-Methoxy-phenyl)-11-1-indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperidin-1-y1)-propylipiperidin-4-y1}-amide
4-Phenoxy-1H-Indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-ylkamide
4-m-Tolyloxy-1H-indole-2-carboxylic acid
(1-(2-azepan-1-yi-ethyi)-piperidin-4-yll-amide
4-rn-Tolyloxy-11-1-indole-2-carboxylic acid
(1-{2-(3-(RS)4iydroxy-piperidin-1-y1)-ethyl]- piperidin-4-y1)-amide
4-ms1oryfoxy-1H-indole-2-carboxylic acid
{112-(4-hydroxy-piperidin-1-14)-ethyl)-piperidin-4- y1)-amide  



- 16 - 4-p-rolyloxy-1H-indole-2-carboxylic acid
I1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]-amide
4-p-Tolylmry-1H-indole-2-carboxylic acid
(1-[2-(3-(RS)Mydroxy-piperidin-1-y1)-ethyll-piperidfn4-y1)-amide
4-p-ToWloxy-1H-indole-2-carboxylic add
(142-(4-hydroxy-piperidin-1-y1)-ethyll-piperidin-4-y1)- amide
4-(3-Huoro-phenoxy)-11-i-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1)- amide
4-(3-Ffuoro-phenoxy)-1H-indole-2-carboxylic acid
{1-[2-(4-hydroxy-piperidin-1-yi)-ethyripiperidin-4-yibamide
4-(4-Fluoro-phenoxy)-1H-indole-2-carboxylic acid
1-(2-azepan-1-yl-ethyl)-piperidin-4-ylp amide
4-(4-Fluoro-phenoxy)-11-1-indole-2-carboxylic acid
(1-(2-(4-hydroxy-piperidin-1-y1)-ethyl]- piperidin-4-yiyamide
4-(34-Difluoro-phanoxy)-1H-indole-2-carboxylic acid
11-(2-azepan-1-yl-ethyl)-pipericiln-4-y11- amide
4-(3,5-Difluoro-phenoxy)-1H-indole-2-carboxylic add
[1-(2-azepan-1-yl-ethyb-piperidin-4-yI)- amide
4-(3,5-Dtfluoro-phenoxy)-1H-indofe-2-carboxylic acid
(142-(3-RS-hydroxy-piperidin-1-y1)- ethyil-pipeddin-4-y1}-amide
41-(3,5-Difluoro-phenoxy)-1H-indole-2-carboxylic acid {142-(4-hydro;
cy-piperidin-1-y1)-ethylk 4-(6-Chloro-pyridin-2-yloxy)-1H-indole-2-carboxyfic
acid [1-(2-azepan-1-kethyl)-piperidin-4- A-amide
4-lsobutoxy-1H-Indole-2-carboxylic add
[1-(octahydro-quInollzin-1-ylmethyl)-piperidin-4yl] amide dihydrochloride 



- 17 - 4-lsobutoxy-1H-indole-2-carboxyllc acid
(1-(1-methyl-piperidin-3-ylmethyl)-piperldin-4-ylja mide
4-Cyclobutyimethoxy-1H-indole-2-carboxylic add
(1-[(18,9aR)-1-(octahydro-quinolizin-1- yl)methyg-piperidin-4-yryarnide
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
(1-[(S)-2-((3R,4R)-4-hydroxy-3-methylpiperidin-114)-propylkpiperidin-4-y1)-ami
de 4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
(1-[()-2-((3S,4R158)-3,4-dThydroxy-5-
methyl-piperidin-1-y1)-propyr1-piperidim4-y1).-amide
4-Cyclobutylmethoxy-1H-indole-2-carboxylic add
(1-[(R)-3-hydroxy-2-((38,48)-4-ydroxy-3-
methyl-piperidin-1-y1)-propylLpiperidin-4-yll-amide
4-(Furan-3-ylmethoxy)-111-indole-2-carboxylic acid
(1-[(1319aR)-1-(octahydro-quinolizin-1- yl)methyl]-pipericlin-4-y1}-arnide
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-((3R4R)-4-hydroxy-3-methylpiperldin-1-y1)-propylFpiperidin-4-y1}-ami
de 4-(2-Methy1-thiazol-4-ylmethoxy)-1H-indole-2-carboxylic acid
[1-(octahydro-quinolizin-1- ylmethyl)-piperidin-4-y1]-amide
4-(Benzo(uran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(142-(3,4-dihydroxy-5-methylpiperidin-1-y0-propyl]-piperidin-4-y1}-amide
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(S)-2-((3RS,4SR).-3,4-
dihydroxy-piperidin-1-0)-propyikpiperidin-4-y1}-amide
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-24(3RS.4SR)-3,4-
dihydroxy-piperidin-1-y0-propyl)-piperidin-4-y1)-amide
4-(5-Chloro-benzofuran-3-ylme1hoxy)-1H-indole-2-carboxylic add
(1-[(96,9aS)-1-(octahydropyrido[2,1-c][1 Ajoxazi
n-91/1)methyll-piperidin-4--yll-am id e 



- 18 - 4-(4-Methoxy-phenyi)-1H-Indole-2-carboxylic acid
{1-1(18,9aR)-1-(octahydro-quinolizin-1- ypmethyll-pipenclin-4-y1}-amide
4-(4-Ethoxy-phenyl)-1H-indole-2-carboxylic add
(1-[(13,9aR)-1-(octahydro-quinolizin-1- yl)methy1]-piperidin-4-y1)-arnide
4-(6-Methoxy-pyridin-3-yI)-1H-indole-2-carboxylic acid
{1-[(S)-2-((33,48)-4-hydroxy-3-methylprperidin-111)-propyll-piperidin-4-y1)-am
ide 4-(6-Methoxy-pyridin-3-yi)-1H-indole-2-carboxylic acid
(1-(2-((38,48)-4-hydroxy-3-methylpiperidin-1-y1)-ethyll-piperidin-4-y1}-amide
4-p-Tolyloxy-1H-indole-2-carboxytic acid
(1-((13,9aR)-1-(octahydro-quinolizin-1-yOmethyl]- piperldin-4-y1)-amide
4-lsobutoxy-1H-indole-2-carboxylic acid
[1-(2-azepan-l-y1-13-rnethyl-ethyl)-piperidin-4-y]l amide
4-lsobutoxy-1H-Indole-2-carboxylic acid
[1-(2-azepan-1-y1-1R-methyl-ethyl)-piperidin-4-y11- amide
4-(Furan-3-ylmethory)-1H-indole-2-carboxylic acid
i1-(2S-azepan-1-yl-propy1}-piperidin-4-y11- amide 4-(Furan-3-ylmethoxy)1
H-indole-2-carboxylic acid [1-(2R-azepan-1-yl-propY1)-PiPerldin-4-11- amide
4-isobutoxy-1H-indole-2-carboxylic acid
{1-12-(3,6-dihydro-2H-pyridin-1-yI)-ethyfkpiperidin-4- yI}-amide
4-lsobutox3i-1H-incfole-2-carboxylic acid
{1-[2-(4-hydroxy-azepan-1-y1)-ethylj-piperldin-4-yi}- amide
4-lsobutoxy-1H-indole-2-carboxylic acid
(1-12-(3-amino-azepan-1-y1)-ethyl)-piperidin-4-y1}- amide 



4-rsobutoxy-11-1-indole-2-carboxylic acid
{142-(341uoro-piperidin-1-y1)-ethy11-piperidln-4-yly amide  - 19 -
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxybc acid
(4-(2-piperldin-1-yl-ethyl)- phenyl]-amide
4-(5-Chloro-benzoturan-3-ylmethoxy)-1H-Indole-2-carbogf3c acid
(442-(4hydroxy-piperldin1-y1)-ethyl1-pheny1}- a nide 4-Phenyl-1
H-indole-2-carboxylic acid [1 -(2 -azepan- 1-yl-ethyl) -pi peridin-4-yIj-amide
4-(4-Trifluoromethyl-phenyl)-11-1-indole-2-carboxylic acid [1-(2-azepan- 1
-yi-ethyl)-piperidin-4- A-amide 4-p-Toly1-1 H-ind oie- 2 -carboxylic add [1
-(2-azepan-1-yl-ethyi)-piperld in-4-yl]-amide 4-(4-Dim ethylamin o-phenyi) -1
H-indole- 2-carboxylic acid [1-(2-azepan-1-yl-ethyl)-piperidin-4- y11-amide
4-Benzo[1,2,51oxadiazok5-y1-1H-indole-2-carboxylic acid
[1-(2-azepan-1-ykethyl)-piperidin-4- starnide
4-(4-Methoxy-phenyl)-1H-3ndole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperldin-4111- amide 4 -(3-Cyano-phenyI)-1 H-i rld
ole-2-carboxylic acid [1-(2-azepan-1-yl-ethyl)-piperldin-4-yll-amide
4-(4-Ethoxy-phenyt)-1H-Indole-2-carboxylic acid 11 - (2-azepan-1hy I)-pi
peridi amide 



4-[3-(3-Methoxy-propoxy)-phenyl1-11-1-indole-2-carboxylic acid
11-(2-azepan-1-yl-ethyl)- piperidin-4-y1]-amide
4-(4-Trtfluoromethoxy-phenyl)-1H-Indole-2-carboxylic acid
(1-(2-azepan-l-yl-ethyl)-piperidin4-y1Famide
4-(2,4-Dimethoxy-pheny0-1H-Indole-2-carboxylic acid
11-(2-azepan-1-ykethyl)-pipericlin-4-y11- amide
4-(3,4-Dimethoxy-phenyI)-1H-indo1e-2-carboxylic acid
[1-(2-azepan-1-yt-ethyl)-piperldin-4-y1]- amide  - 20 - 4-Benzo[I
,3]dioxo1-5-y1-11-1-indole-2-carboxylic acid [1- (2-azep a n-1-yl-ethyl)-p
iperidin-4-y amide 4-Pyridin-4-y1-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]-amide
4-(6-Methoxy-pyridin-3-y1)-1H-indole-2-carboxylic acid
(1-(2-azepan-1-yl-ethyl)-piperidin-4-yliarnide
4-(4-Ethoxy-pheny1)-1H-indole-2-carboxylic acid
[1-(2-piperidin-1-yl-ethyl)-piperidin-4-ylk amide
4-(4-Methoxy-pheny1)-1H-indo1e-2-carboxylic acid
(142-(4-hydroxy-pipericlin-1-)4)-ethyl)- piperidin-4-y1)-amide
4-(4-Ethoxy-phenyI)-1H-Indole-2-carboxylic acid
{1-12-(4-hydroxy-piperidin-1-y0-ethy1]- piperidin-4-y1}-amide
4-(6-Methoxy-pyridin-3-y1)-1H-indole-2-carboxylic acid
(1-f2-(4-hydroxy-piperidin-1-y4)-ethylipipei1din-4-y0-amide
4-(4-Methoxy-pheny9-1 H-indole-2-carboxylic acid
(1-(2-(3-hydroxy-8-aza-bIcyclo[3.2.1joct-8- y1)-ethyll-piperidin-4-y1)-emide 



4-(6-Methoxy-pyridin-3-yI)-1H-indole-2-carboxylic acid
{1-[2-(3-hydroxy-8-azabicydo[3.2.1]oct-8-y1)-ethyli-piperidin-4-y!)--amide
4-1-1ydroxy-1H-indole-2-carboxylic acid
ri-(2-azepan-1-yl-ethyl)-piperidin-4-ylEamide
4-Methoxy-benzo[b]thiophene-2-carboxylic add
[1-(2-azepan-1-yr-ethyl)-piperidin-4-yli-amide
4-lsobutoxy-henzo(b)thiophene-2-carboxy1ic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-yl]. amide
4-lsobutoxy-benzo[b]th3ophene-2-carboxylic acid
[1-(2-piperidin-1-yl-ethyp-piperidin-4.yl3amide
4-Methoxy-benzofuran-2-carboxylic acid
[I-(2-azepan-1-yl-ethyl)-piperidin-4-yli-amide  - 21 - According to a third
aspect of the invention there is provided a compound of formula (1) for use
as a pharmaceutical for the prevention, amelioration or treatment of an
autoimmune or inflammatory disease or condition. According to a fourth aspect
of the invention there Is provided a process for the preparation of a
compound of formula (I) comprising:  (a) reacting a compound of formula
(Ill):  wherein IR is H or a lower alkyl group, with a compound of formula
NH2-X-Q-Y, the groups R, R9, Z, X, Q and Y being defined above; or  (b) for
the preparation of compounds of formuta (I) wherein X is prperidin-4-y1 and Q
is --CH2-CH2-, and Y is a group having the formula -NR7Rs wherein N, R7 and
R8 are linked to define collectively a heterocycloaikyl, bridged cycloalkyl,
bridged heterocycloalkyl, heteroaryi, or fused aryl-heterocycloaticyl,
reacting a compound of formula (IV):  



OH      - 22 - (c)for the preparation of compounds of formula (I) wherein X is
pipericlin-4-y1 and Q is CH2-, reacting a compound of formula (V):  (V) in
which R, R9 and Z are as defined above, with a compound of formula HO-CH2-Y,
in which Y is as defined earlier; or (d)for the preparation of compounds of
forrnula (I) wherein R Is an optionally substituted aryl group, appropriately
substituting the Br group in a compound of formula (V1) for said substituted
aryl group: 



(VI) wherein Z, R9, X, Q and Y are as earlier defined; and recovering the
resultant compounds of formula (I) in free or salt form. The process of the
invention is effected in conventional manner. Process variant (a) Is a
condensation reaction between acid or ester and amine. It is conveniently
effected by reacting the acid with the amine in the presence of coupling
agents, for example TI3TU/DlEA in a solvent such as DNIF, or by reacting the
ester with the amine in the presence of a coupling agent such as HOBTIEDC.
Process variant (b) is a condensation reaction which is conveniently carded
out using a reagent such as cyanomethyl-triphenyl phosphonium iodide and
Hunig's base.  - 23 - Process variant (c) is a condensation reaction is also a
condensation reaction which is convenientfy carried out using a reagent such
as cyanomethyl-triphenyi phosphonlum iodide and Hunig's base. Process variant
(d) is a substitution reaction and is conveniently effected using the
appropriate aryl-boronic acid and triphenylphosphine in the presence of lead
(II) acetate The compounds of the invention can be recovered from the reaction
mixture and purified in conventional manner. Isomers, such as enantiomers, may
be obtained in conventional manner, e.g. by fractional crystallization or
asymmetric synthesis from corresponding asymmetrically substituted, e.g
opticarly active, starting materials. The starling materials and intermediates
are either known or can be prepared according to known methods or analogously
as described In the Examples. According to a fifth aspect of the invention
there is provided compound obtainable by any one of the above mentioned
processes. According to a sixthaspect of the invention there is provided a
pharmaceutical composition comprising a compound of formula (I) in association
with a pharmaceutically acceptable diluent or carrier. 



According to a seventh aspect of the invention there is provided the use of a
compound of formula (I) in the manufacture of a medicament for use in the
treatment of an autoimmune or inflammatory disease or condition. According to
an eighth aspect of the Invention there is provided a method of inhibiting
chemokine receptors or macrophage proteins or of reducing inflammation in a
subject in need of such treatment, which method comprises administering to
said subject an effective amount of a compound of formula (I). According to a
ninth aspect of the invention there is provided a method of treating an
inflammatory or autoimmune disease or condition, comprising administering to
said subject an effective amount of a compound of formula (ft.  - 24 -
Agents of the invention may be prepared by processes described below:  - 25 -
EXPERIMENTAL SECTION Abbreviations:  BOG:t-Butyloxycarbonyl Boc20:DI-t-butyl
dic-arbonate DCC:Dicyclohexyl-carbodhmide 



DCE:Dichloroethane DCM:Dichlorornethane DEAD:Diethyl azadicarboxyiate
DIEA:Ethyl-diisopropyl-amlne DMAP:Dimethyl-pyridin-4-yl-amine
DME:1,2-Dimethoxy-ethane DMF:bl,N-Dimethyl forma mide
EDC:(3-Dimethylamino-propy1)-ethyl-carbodlimide hydrochloride
Ether:Ethoxy-ethane Et0H:Ethanol Et0Ac:Acetic acid ethyl ester
HCI:Hydrochloric acid HOBT:Benzotriazot-1-ol LAN:Lithium aluminumhydride 



LIDA:Lithium drisopropylamine MeOH:Methanol NaOH:Sodium hydroxide
NMP:14Methyl-pyrrolidin-2-one Pd/C:Palladium on carbon TBAF:Tetrabutylammonium
fluoride TBME:t-Butyl-methyl ether TBDMS: t-Butyl-dImethyl-sily1
TBTU0-(1H-benzotriazol-1-y1)-N,N,N,Nctetramethyluronium tetrafluoroborate
t-BuOH2-Methyl-propan-2-ol TFA:Trifluoro-acetic acid THE:Tetrahydrofuran  - 26
- 



IH-NMR spectra are recorded on a Vadan Gemini 400 MHz NMR spectrometer.
Significant peaks are tabulated in the order: multiplicity (s, singlet d,
doublet; t, triplet; q, quartet; m, multiple; hr, broad) and number of
protons. Electron Spray Ionization (ESI) mass spectra are recorded on a
Hewlett Packard 5989A mass spectrometer. Mass spectrometry results are
reported as the ratio of mass over charge. Preparative HPLC purifications are
performed with XTerraTM RP18 19x150mm columns, using acetonitrile/water or
MeCH/water as eluent systems. All reagents, starting matertals and
intermediates utilized in these examples are available from commercial sources
or are readily prepared by methods known to those skilled In the art.
Synthesis of the amine building blocks The amines 1, 5, 7, 10, 12, 14, 17, 20,
21, 24, 27, 30, 35, 41, 50, 56, 60, 61, 63, 67, 70 and 72 are prepared
according the reaction schemes outlined below. Reaction Scheme 1:
(2)(3)(4).  - 27 - Reaction Scheme 2: Reaction Schema 3:  



Reaction Scheme 4:     HZ. RIC "15\1' (34)(30) 01\ (31)(1 enarthomer)   



- 28 - Reaction Scheme 5: Reaction Scheme 6:    Reaction Scheme 7:  - 29 -
Reaction Scheme 8:   



Reaction Scheme 50;    Reaction Scheme 11:   (73?  - 30 - Synthesis of
1-(2-Piperldin-1-yl-ethvIl-oloeridin-4-ylamine tri-hydrochloride (11 (reaction
scheme 1):   (1) (1-13enzyl-piperidin-4-y1)-carbamic acid tert-butyl ester (2)



1-Benzyl-piperidin-4-ylamine (50 g, 262.76 mmol) Is dissolved in a mixture of
200 ml of water, 145 rut of 2 molar aqueous sodium hydroxide and 350 ml of
t-BuOH at 0C. A solution of Boc20 (63.1 g, 1.1 equivalents) in 150 ml of
t-BuOH is added dropwise within one hour at 0C, A white suspension is formed
which is allowed to stir overnight at room temperature. The reaction mixture
is diluted with ether and washed with water,. The organic layers are dried
over anhydrous sodium sulfate and evaporated under reduced pressure. Yield:
71.5 g of a pale yellow soiid (93%). MS (ESI): 291 [M+1-04, 1H-NMR (DMSO-d8):
6 (ppm) 7.2-7.35 (m, 5H), 6.77 Oar d, 1H), 3,44 (s, 2H), 3.22 (br m, /H), 2.75
(m, 2H), 1.95 (dl, 2H), 1.68 (m, 2H), 1.38 (s, 9H), 1,36 (dt 2H). (2)
Plperidln-4-yl-carbamic acid tert-butyl ester (3) A solution of the ester 2
from above (66 g, 227.27 mmal) in 1 I of ethanol is hydrogenated under normal
pressure with 10 g of Pd/C (10%) for 16 hours at room temperature. The mixture
is filtered over celite and evaporated under reduced pressure.
Recrystallisation from ether gave 34,5 g (76%) of white crystals. MS (ESI):
201 [1114-Hr, 401 [2M+H]+, 1H-NMR (DMSO-de): 5 (ppm) 6.7 (bid, NH), 3.22 (hr
in, 1H), 2.88 (di, 2H), 2.39 (dt, 2H), 1.8 (br s, NH), 1.6 (dt, 2H), 1.35 (s,
9H), 1.18 (dl, 2H) (3) 142-Piperidin-1-yl-ethyl)-piperidin-411]-carbamic acid
tert-butyl ester (4)  Piperidin-4-yl-carbamic acid tert-butyl ester (3) (4.8
g, 23.72 mmol), 142-Chloro-ethyr)- piperidine hydrochloride (5.3 g, 26.09
mmol) and DIEA (8.9 ml, 52.18 mmot) are dissolved in 150 ml of chloroform and
refluxed for 18 hours, After addition of more 1-(2-Chioro-ethyl)- piperidine
hydrochloride (2.85 g, 13.05 mmol) and DIEA (4.4 ml, 26.09 mmol) the reaction
mixture Is relaxed for another 4 hours. After cooling to room temperature, the
mixture is  diluted with DCM and washed with water and 5% aqueous sodium
hydrogen carbonate solution. Evaporation gave 7.3 g of brownish crystals which
are recrystallized from ether/hexane. Yield: 5.3g (72%) of beige crystals. MS
(ES1): 312 [M+Hr, 1H-NMR (DMSO-cle): 5 (ppm) 6.75 (br d, NH), 3.18 (br m, 1H),
2.8 (m, 2H), 2.3-2.4 (m, 8H), 1.92 (dt, 2H), 1.65 (m, 2H), 1.48 (m, 4H), 1.38
(s, 9H), 1.3-1.4 (m, 4H). (4)1-(2-Piperidin-1-yfethyl)-piperidin-4-ylamine
td-hydrochloride (1) Ester 4 from above (5.2 g, 16.7 mmol) is suspended at 0C
in 60 ml of a 4M solution of HCI in dioxane and stirred at room temperature
for 3 hours. After evaporation under reduced pressure the crude product is
dried at high vacuum. Yield: 5,3g (99%) of light beige crystals. MS (ESI): 212
[M+Hr 1H-NMR (D20): 6 (ppm) 4.14 (m, 2H), 4.04 (br m, 5H), 3.8 (m, 4H), 3.65
(dt, 2H), 2.85 (d, 2H), 2.45 (m, 2H), 2.35 (m, 4Hy, 2.15 (m, 2H). Synthesis of
1-(2-Azeoan-141-ethyl)-oineridin-4-ylamine tri-hydrochloride (5) (reaction 



scheme 1  (1)(1 -(2-Azepan-1ethyl)-plperldin-4-y11-carbam ic ac id tert-butyl
ester (6) It is synthesized analogously to ester 4 starting from
2-(hexamethylenimino)ethyl chloride (13.89) and ester 3 (12.4 g). Yield: 149
of a colorless solid (63%). MS (ESI): 326 [M+Hr, 1H-NMR (DMSO-d6): 5 (ppm)
6.75 (br d, NH), 3.18 (br m, 1H), 2.8 (m, 2H), 2.3-2.6 (m, 8H), 1.95 (dt,
2H), 1.65 (m, 2H), 1.55 (m, 6H), 1.38 (s, 9H), 1.3-1.4 (m, 4H).
(2)1-(2-Azepan-1-yl-ethyl)-piperldin-4-yiamine tri-hydrochloride (5)  - 32 -
ft is prepared analogously to 1 starting from ester 6 (14 g). Yield: 13 g
(90%) of a colorless solid, MS (ES]): 226 fivl+Hj+, 1H-NMR (120C, DMSO-de): 6
(ppm) 8.5 (br, N143+), 3.5 (m, 5H), 3.4 (in, 2H), 3,3 (m, 4H), 2.97 (m, 2H),
2.18 (m, 21-1), 2.05 (m, 2H), 1.9 (m, 41-1), 1.7 (m, 41-0. Synthesis of
1-12-(4-MethYl-PIPerldin-1-vn-sthyll-niperldin-4-yramlne tri-hydrochlorlde
f7) (reaction scheme 2);  



r"  (1) [1 -(2-1-tydroxy-ethyl)-plperldln-4-y1]-carbamic acid tert-butyl ester
(8)  To a solution of piperidin-4-yl-carbamic acid tert-butyl ester 3 (10 g,
50 mmol) in 100 ml of methanol are added sodium carbonate (21.2 g, 200 mmol)
and 2-bromoethanol (7,1 ml, 100 mmoi). The mixture is stirred over night_ The
solvents are then evaporated and the residue is triturated with DCM, filtered
and evaporated again. The crude product is purified by chromatography using
Et0Ac/Me0H (saturated with ammonia) : 9/1. Yield 8.07 g (66%). MS (E31): 245.2
[WM', 1H-NMR (DMSO-de): 5 (ppm) 8.75 (bid, 1H), 4.34 (t, 1H), 3.46 (g, 2H),
3.19 (him, 1H), 2.8 (m, 2H), 2.35 (t, 2H), 1.95 (m, 2H), 1.66 (m, 2H), 1.39
(s, 9H), 1.35 (m, 2H). (2)
(112-(4-Methyl-piper1clin-1-y1)-ethyl1-piperldin-4-y1}-carbamic acid
tert-butyl ester (9) A mixture of ester 8 (3 g, 12.28 mmoD, 4-methyl
piperidine (1.46 ml, 12.28 rnmol) and DIEA (2.7 ml, 15,98 mmol) in 30 ml of
propionitrile is treated with solid cyanomethyl-trimethylphosphonium iodide
(3.58g, 14.74 mmol) and heated at reflux for 3 hours. After cooling to room
temperature, a 2M-K2003 solution is added until basic and the mixture is
extracted twice with DCM. The organic layers are washed with brine, dried over
anhydrous sodium sulfate and evaporated. The crude material is purified by
chromatography using Et0Ac/Me0H (saturated with ammonia) : 9/1.  - 33 - Yield.
2 g (50%). MS (ESI): 326.3 [M+Hit, 1H-NMR (DIVISO-d6): 6 (Ppm) 6.74 (br d,
1H), 3.16 (in, 1k-fl, 2.78(m, 4H), 2.33 (bra. 4H), 1.88 (m, 4H), 1.64(m,
21-I), 1.53 (m, 2H), 1.36 (s, 91-1), 1.32 (m, 1.08 (m, 2H), 0.86 (d, 314). (3)
112-(4-Methyl-piperidin-111)-ethyli-plperldln-4-ylamine hi-hydrochloride (7)
The tert-butyl ester 9 (2 g, 6.14 mmol) is suspended In 10 ml of dioxane. DCM
Is then added until the solid dissolved. To this mixture, 4M-HCI in dioxane
(12.3 ml, 49.2 mmol) is added. After stirring over night the solvents are
evaporated to leave a white solid product. Yield: 2.06 g (100%). MS (EST 226.2
[M+H] Synthesis of
1-12-URS)-2-Methyl-plper1din-1-yll-ethyll-plperIdln-4-ylarnIne trl. 



hydrochloride (101 (reaction scheme 21:  HzNa (1) (1
-[21(S)-2-Methyl-piperidin-l-y1)-ethyri-piperidin-4-y1)-earbamic acid tert-
butyl ester (11) it is prepared analogously to 9 starting from tert-butyl
ester 8 (2 g, 8.19 mmol), (S)-2-methylpipendine (0.985 ml, 8.19 mmol), DIEA
(1.8 ml, 10.65 m mot) and cyanomethyl-tdmethylphosphonium iodide (2.39 g, 9.83
mmol). Yield: 1.35 g (51%). MS (EST 326.3 [M+H], 11-I-NMR (CDC13): 6 (ppm)
4.42 (bid, 1H), 3.47 (in, 1H), 2.84 (m, 4H), 2.47 (rn, 3H), 2.15-235 (m, 2H),
2.1 (m, 2H), 1.92 (m, 21-1), 1.2-1,75 (m, 81-9, 1.44 (s, 9H), 1.08 (d, 3H).
(2) 142-((n)-2-Methyl-piperidin-1-y1)-ethy1J periciln-4-yiamine
trl-hydrochloride (10) It is prepared by 80C-cleavage of tert-butyl ester
11(1.3 g, 3.99 mrnot) with 4M-HCI in dioxane (8 ml, 32 mmol) as described for
amine 7. Yield: 1,3g (97%). MS (ES1): 226,2 (M+Hlt  - 34 - Synthesis of
(R)-142-14-Arnino-Piperidin-l-y1)-ethyll-olperldin-3-ol fl-hydrochloride 1_12)
(reaction scheme 2):  



H2Nr`vj (1)
(142-((R)-3-11ydroxy-piperldin-1-y1)-ethylkpiperldin-4-y1)-carbamic acid
tertbutyl ester (13) It is prepared analogously to 9 starting from tart-butyl
ester 8 (3.52 g, 1441 mmoi), (R)-3- hydroxy-piperidine hydrochloride (2.1891
15.85 mmol), DIEA (5.6 ml, 33.14 mmol) and cyanomethyl-trImethyl-phosphonlum
iodide (4.2 g, 17.29 mmol). Yield: 1.71 g (36%). MS (BSI): 328.2 [WM+, 1H-NMR
(CDC1D): 6 (ppm) 4.61 (br d, 1H), 3.89 (rn, 3H), 3.53(m, 1H9, 3.03 (m, 2H),
2.55-2.73(m, 6H), 2.44(m, 1H), 2.3 (m, 2H), 1.83-2.02 (m, 31-0, 1.5-1.7 (m,
4H), 1.44(s, 9H). (2) (R)-142-(4-Amino-piperidin-1-y1)-ethyli-piperidin-I-ol
tri-hydrochloride (12) It is prepared by BOC-cleavage of tert-butyl es-ter 13
(1.7 g, 5.19 mmol) with 4M-1-3C1 in dioxane (10.4 ml, 41.52 mmol) as
described for amine 7 Yield: 1.69 g (98%). MS (BSI): 228.3 [M-1-Hr Synthesis
of (33,43)-1-12-(4-Amino-piperldin-1-Y1)-ethY11-3-methyl-Piperldin-4-ol
hydrochloride (14):  (1)2,2-Dimethyl-propionic acid
(38,45)-142-(4-tert-butorycarbonylamino- piperidin-1-y1)-ethy11-3-methyl -p I
perldln-4-y1 ester (15) A solution of ted-butyl ester 8 (4.8 g, 19.65 mmol)
and trlethylamine (4.1 ml, 29.47 mmol) in 150 nil of DCM is cooled to -78C.
Trifle anhydride (4.3 nil, 25.54 mmo0 is slowly added and stirring continued
for 1 hour. The mixture is then al/owed to warm up to OC and a solution of 



- 35 - 2,2-dimethyl-propion1c add 38-methyl-piPeridin-4S-y1 aster, 17,
preparation see below, (3.72 g, 18.66 mmol) in 20 ml of DCM is added at OC.
Stirring is continued at room temperature for 1 hour. The mixture is washed
twice with water, dried over sodium sulphate, filtered and evaporated. Yield:
9.3 g (>100%, contained some triethylamine). MS (ES!): 426.3 [M+Hr. (2)
(112-((39,43)-4-Hyd roxy-3-methyl-piperi din -1-y1)-ethyl]-piperldin -4-yI)-
ca rbamic acid tert-butyl ester (16) Crude 15 (8.2 g, 19.27 mmol) is treated
with Na0Me (0.5M in methanol, 77 ml, 38.5 mmol) and heated under reflux for
24 hours. The solvent is then evaporated, the residue taken up in DCM and
extracted with 1N-NaOH and brine. Drying and evaporation gave a brown oil
which is purified by chromatography on silicagel using DCM (saturated with
ammonia) and MeDH (from 1% to 5%). Yield: 3.079 (46%). MS (BSI)! 342.31M+Hr
1H-NNIR (CDCI3): 5 (ppm) 4.51 (br d, 11-1), 3,5 (br m, 1H), 3,17 (td, 1f1),
2.85-3.08(m, 4H), 2,63 (in, 4H), 2.1-2.35(m, 3H), 1.48-2.04 (m, 9H), 1.42 (s,
9H), 0.99 (d, 3H). (3) (39,45)-1-[2-(4-Ami n o-piperidin-1-y1)-ethyl]-3-methy
I- pl peridl n-4-of trihydrochloride (14) It is prepared by BOG-cleavage of
ted-butyl ester 16 (3.07g, 8.98 mmol) with 4M-HCI in clioxane (11.2 ml, 44.8
mmol) as described for amine 7. Yield 3.1 g (98%). MS (BSI): 328,2 [10+1-5,
11-I-NMR (CDCI3): 6 (ppm) 4.61 (br d, 1H), 3.89 (m, 3H), 3.53 (m, 1H), 3.03
(m, 2H), 2.55-2.73 (m, 6H), 2.44 (m, 1H), 2.3 (m, 2H), 1.83-2.02 (m, 3H),
1.5-1,7 (m, 41-0, 1.44 (s, 9H). Synthesis of 212-DImethyl-propionlc acid
(39,49)-3-rnethyi-piperldin-4-y1 ester (17) (reaction scheme 2):  Otk 1-1N 



- 36 - (1) Step A: trans-2,2-ohnethyl-prop1onic acid
1-benzy1-3-methyl-plperidln-4-yf ester (18) To a cis/trans mixture of
1-benzy1-3-methyl-piperidin-4-01 (50 g, 243 mmol, prepared as described in
Can. J Chem. (1972) 50, 803) in TRF is added theihylamine (51 ml, 365 mmol)
followed by 2,2-dimethyl-propionyl chloride (45 ml, 365 mmol). The reaction is
exothermic and a precipitate is formed. The mixture Is heated under reflux for
18 hours, cooied, filtered and washed with ether. The organic layers are
washed with 1N-NaOH and brine, dried and evaporated. The crude is purified by
chromatography on sillcagel using hexane and Et0Ac (5%) to give pure
trans-isomer as a colourless oil. Yield: 38g (54%). MS (ESE): 290.11H-NMR
(DMSO-de): 5 (ppm) 7.3 (in, 51-I), 4.29 (kl, 1H), 3.45 (d, 2H), 2.74 (d, 2H),
2.05 (td, 1H), 1.8 (m, 3H), 1.46 (m, 1H), 1.14 (s, 9H), 0.8 (d, 31-0. (2) Step
B: trans-2,2-climethyl-propionic acid 3-methyl-piperidin4-yi ester (19) The
trans-ester 18 (104 g, 359 mmol) is hydrogenated In methanol (1700 ml) with
Pd/C in the presence of one equivalent of FICI (431 ml, 359 mmol, 1.25M In
Me0H). The mixture is filtered and evaporated. The residue is redissolved In
ether and extracted with 1N-NaOH and brine. Evaporation gives a colourless
oil. Yield: 62.7 g (87%). MS (ES!): 200.2 [M+Hri, 1H-NMR (00013): 6 (ppm) 4.46
(td, 1H), 3.06 (m, 211), 2.66 (td, 1H), 2.35 (in, 111), 1.94 (m, 1H), 1.68 (m,
2H), 1.34-1.46 (m, 1H), 1.2 (s, 91-1), 0.96 (d, 3H). (3) Step C:
2,2-Dimethyl-proplonic acid (35,45)-3-methyl-plperldin-4-y1 ester (17)
Racemic 19 (62.7 g, 314.4 mmol) is dissolved in Et0Ac (300 ml) and a solution
of L-(+0,01- Dibenzoyl tartaric acid (56.3 g, 157.2 mmol) in Et0Ac (450 ml) is
added. The formed solid is filtered off, washed with cold Et0Ac and dried. It
is then re-crystallized from hot methanol (400 ml). The crystals are collected
and the free base is liberated by treatment with 1NNaOH and extraction with
ether. Yield: 13 g (21%). MS and 1H-NMR are identical to racemic 19. (cch =
65.1 (c=1 in Me0H).  



- 37 - Synthesis 2,2-Dimethyl-orooionic acid (3R,41R1-3-methyl-oloeridin-4-y1
ester (20): (NA The mother liquor of 17 from above is treated with 1N-NaOH to
obtain the free base which is then crystallized with D-(+)-0,0'-Dibenzoyl
tartaric acid as described above to give the antipode 20. Yield: 16 g (25%).
MS and 1H-NMR are identical to racemic 19. [al = -64.7 (c=1 in Me0H)
Synthesis of 1-12-(4-Amino-piperidin-1-y1)-ethyll-oloerldin-4-ol
tri-hydrochloride (21) (reaction scheme 3):  OH (1)
1-(2-Hydroxy-ethyl)-Mperldin-4-ol (22) Piperidin-4-ol (5 g, 49.4 mmol) is
dissolved in 200 ml of ethanol and anhydrous sodium carbonate (21 g, 197.6
mmol) is added. 2-Bromo-ethanol (6.9 ml, 98.8 rnmol) is added dropwise and
the reaction mixture is refiuxed for 16 hours. After evaporation under
reduced pressure the mixture is stirred with 200 ml of DCM and filtered. The
clear filtrate is evaporated under reduced pressure und dried at high vacuum.
Yield: 4.3 g (60%) of a colorless oil MS (ESI): 146 [M+Hr, 1H-NMR (DMSO-do):
6 (ppm) 4.52 (d, 1H), 4.32 (t, 1H), 3.48 (dt, 2H), 3.4 (m, 1H), 2.7 (m, 2H),
2.35 (t, 2H), 2.05 (m, 2H), 1.68 (m, 21-0, 1.3-1.4 (m, 2H). (2)
{142-(4-Hydroxy-piperidin-1-y1)-ethyl]piperldin-4-yll-carbamic acid
tert-butyl ester (23) 



Pipendin-4-yl-carbamic acid tert-butyl ester 3 (5 g, 25 mmol),
1-(2-Hydroxy-ethyl)-piperidin-4- ol 22 (4 g, 27.5 mmol) and DIEA (5.6 ml,
32.5 mmol) are suspended in 25 ml of propionitril.
Cyanomethyl-trimethyl-phosphonium iodide (4 g, 30 mmol) is added and the
reaction mixture  - 38 - is refiuxed. Additional portions of
cyanomethyt-trimethyl-phosphonium iodide (1.5 g, 11.26 mmol) are added after
90 minutes and after 3 hours. After cooling to room temperature, a solution
of potassium carbonate (4 g) in 250 ml of water is added and the product is
isolated by extraction with DCM. Evaporation under reduced pressure gave 6.9
g of a red oil which could be crystallized from ether. Yield: 2.2 g (27%) of
colorless crystals. MS (ESi): 328 (M+Hr, 1H-NMR (DMSO-ds): 5 (ppm) 6.72 (br
dr 1H), 4.5 (d, 1H), 3.42(m, 1H), 3.2 (m, 1H), 2.8 (m, 2H), 2.7 (rn, 2H),
2,35 (m, 4H), 2.0 (dt, 21-0, 1.9 (dl, 2H), 1.68(m, 41-0, 1.4 (s, 9H), 1.35
(m, 4H). (3)1-1244-Amino-plper1din-1-y1)-ethylypIperidin-4-ol
tri-hydrochloride (21)  Ester 23 (2.29' 6.72 mmoi) is dissolved in 4M HC1 in
dioxane at 0C and stirred at room temperature for 3 hours. After evaporation
of the solvent the product is dried at high vacuum, Yield: 2.39 (100%) of a
white solid. MS (ES1): 228 [M-1-Hr, 1H-NMR (DMS0-(16): (ppm) 5 (m, 1H), 3.4
(m, 41-1), 2.7 (m, 4H), 2.4 (m, 2H), 1.85-2.0 (m, 4H), 1.65 (m, 41-0, 1.35
(m, 4H), 1,2 (m, 2H). Synthesis of 342-(4-Am I n
o-piperldin-1-0-ethyll-8-aza-bicyclof3.2.11octan-3-ol  hydrochloride (24)
(reaction scheme 3):  OH
(1)8-(2-Hydroxy-ethyl)-8-aza-blcycio[3.2.11octan-3-ol (25)
8-Aza-blcyclo[3.2.1]octan-3-ol hydrochloride (5.1 g, 31,45 mmol)) and sodium
carbonate (13.3 g, 125.8 mmol) are suspended in 150 ml of ethanol at room
temperature. 2-Bromoethanol (4.4 ml, 62.9 mmol) is added dropwise within 20
minutes and the reaction mixture is refluxed for 15 hours. After cooling to
room temperature the reaction mixture is evaporated under reduced pressure.
The mixture is stirred with 200 ml of DCM and filtered, The clear filtrate is
dried over anhydrous sodium sulfate, filtered, evaporated under reduced
pressure und dried at high vacuum. Yield: 5.4g (100%) of a colorless oil. 



- 39 - MS (ESO: 172 [WV, 1H-NMR (DM80-d6): 6 (ppm) 4.25 (d, 2H), 3.78 (t, 1H),
3.42 (t, 2H), 3.06 (in, 2F11, 2.36 (t, 2H), 2.03 (m, 21-1), 1.85 (m, 2H), 1,75
(m, 2H), 1.55 (d, 2H), (2)
11-(2.(3-Hyriroxy-S-aza-bicyclo[3.2.1]oct-8-y1)-ethyll-pipericlin-4-y1)-carbam
ic acid tert-butyt ester (26) Piperidin-4-yl-carbamic acid tert-butyl ester 3
(1 g, 6 mmol), 8-(2-hydroxy-ethy1)-8-azab3cyclo13.2.11octan-3-01 25 (1 g, 5.5
mmol) and DIEA (1.1 ml, 6.5 mmol) are dissolved in 5 ml of propionitril.
Cyanomethyl-trimethyl-phosphonium Iodide (792 mg, 6 mmol) is added under
stirring and the reaction mixture is refluxed and followed by TLC. Additional
cyanomethyltrimethyl-phosphonium iodide (400 rug) is added after 2 hours and
the mixture Is refluxed for another hour. After cooling to room temperature,
DCM. The combined organic layers are washed with brine, dried over anhydrous a
solution of potassium carbonate (4 g) in 250 ml of water is added and the
product is isolated by extraction with sodium sulfate, filtered and evaporated
under reduced pressure. The crude product (1.9 g) is crystallized from ether.
Yield: 940 mg (53%) of light beige crystals. MS (ESI): 354 PON', 1H-NMR
(DMSO-dey (ppm) 6.73 (br d, 1H), 4.25 (d, OH), 3.8 (m, 1H), 3.17 (in, 11-I),
3.08 (m, 2H), 2.8 (m, 21-1), 2.35 (m, 4H), 2,0 (m, 2H), 1.92 (m, 2H), 1.85
(CI, 2H), 1.78 (m, 2H), 1.65 (in, 21-I), 1.53 (m, 2H), 1.38 (s, 9H), 1.33 (m,
2H). (3) 842-(4-Amino-piperldin-1-y1)-ethyl].13-aza-bicyclo[32.1]octan-3-ol
tri. hydrochloride (24) Ester 26 (4.5 g, 12,73 rnmol) is dissolved in 4M HClin
dioxane at 0C and stirred at room temperature for 3 hours. After evaporation
of the solvent the product is dried at high vacuum. Yield: 4.6 g (100%) of a
white solid. MS (ES1): 254 [M-1-1-94. Synthesis of
1-(24(2S.61i)-2,6-Dimethyl-oloarldin-1-y1)-ethvIl-piperldin-4-ylamine Di-
hydrochloride [27) (reaction scheme 3):    40 - (1)
(142-(2,6-Dimethyl-piperldin-1-y1)-ethy1J-piperidln-4-y1)-carbamic acid
tort-butyl ester (28) Compound 28 1s prepared analogously to 2$ starting from
cis-2,6-dimethylpiperldin (13.4 ml, 44.17 mmof) and bromethanol (6.1 ml, 88.33
mmol). 



Yield: 3.9 g (56%) of a yerlow oil. MS (ES!); 158.1 [M+I-fr ]+, 1H-NMR
(DMSO43): 5 (ppm) 4.48 (lx, 1H), 3.4 (t, 214), 2.6 (1, 2H), 2.4 (m, 21-0,
1.1-1.6 (m, 6H), 1.03 (d, 61-9 (2)
(1[2-(2,6-Dimethyl-piperldin.1-y1)-ethy1]-piperldin-411}-carbamic acid
tart-butyl ester (29) Compound 29 is prepared analogously to 25 starting from
compound 28 (3.85 g, 24.48 rrimol) and piperidin-4-yl-carbamic acid
tert-butyr ester 3 (4.46 g, 22.25 mmol). Yield: 616g (82%) of a yellow oil.
MS (SSD: 34(14 [M+1-11. , 1H-NMR (DMSO-de): 5 (ppm) 6.73 (br d, 11-0, 3.18
(in, 1H), 2.75 (m, 2H), 2.55 (m, 2H), 2.35 (m, 2H), 2.25 (rn, 2H), 1.92 (m.
21-0, 1.65 (m, 2H), 1.57 (m, 2H), 1.49 (m, 21-0, 1.38 (s, 9H), 1.35 (m, 214),
1.12 (m, 2H), 1.03 (d, OH). (3)
142-((2S,GR)-2,6-DIrnethyl-piperldin-111)-ethyq-piperidin-4-ylemine
trihydrochloride (27) Compound 27 Is prepared analogously to 24 starting from
the BOG protected derivative 29 (6.16g. 18.14 mmol). Yield: 6.3 g (100%) of a
whfte solid. MS (ES!): 240.3 [M+H]. Synthesis of 1R)-1-4(3a 7a)-2
2-0imeths4-tetrahydro-r1,31diosoloT4,5-c1owidin-5-Y0- propan-2-oi (30)
(reaction scheme 4):  (1)3,6-Dihydro-2H-pyridine-1-carboxylic acid benzyl
ester (31)  - 41 - 1,2,3,6-Tetrahydro-pyridine (3 g, 361 mmol).are treated
with 10% aqueous sodium carbonate (2.1 ml) and cooled to 0C. Within lh,
benzyl chloroformiate (Z-chloride, 5.1 ml, 36 mmol) is added dropwise within
lh. After additional stirring for 2h, the mixture Is treated with 30 ml of
brine and extracted four times with diethyl ether. The organic layers are
dhed over sodium sulphate and evaporated. The crude product, 7 g of a
colorless oil, is purified by Flash-chromatography (silica gel, cyclohexane /
ethyl acetate 9:1). 



Yield: 3.63 g (46%) of a colorless oil. MS (ES!): 218 1M+Hr, 1H-NMR (CDCI3): a
(ppm) 7.28- 7.4 (in, 5H), 5.83 (m, 1H), 6.66 (m, 11-1), 5.15 (s, 2H), 3.95 (m,
2H), 3.58 (t, 21-1), 2.15 (m, (2)3,4-Dihydroxy-plparldine-1 -carboxylic acid
benzyl ester (32) 31 (3.63 g, 16.7 mmol) is dissolved in 16 ml of a 1:1
mixture of water and acetone. After addition of N-methyt-morpholine-N-oxide
(2.9 g, 24.8 mmol), a 1% solution of osmium tetroxide in tort. Butanol (7.23
ml, 0.28 mmol) is added. The mixture is stirred at room temperature for 20h.
Then 70 rn1 of a saturated sodium bisulfhe sotution is added. After 15 min
stirring at room temperature, the reaction mixture is extracted with ethyl
acetate, The organic layers are dried over sodium sulphate and evaporated. The
crude product, 47 g of a yellow oil, is purified by Flash-chromatography
(silica gel, ethyl acetate). Yield: 3.83 g (91%). MS (ES1): 252 [M+Hr, 1H-NMR
(CDC13):  (ppm) 7.27-7.4 (m, 511), 5.13 (s, 21-1), 3.88 (m, 1H), 3.79 (m, 2H),
3.66 (m, 2H), 3.5 (dd, 1H), 3.34 (m, 1H), 2.13 (m, 2H), 1.82 (111, 11-1), t7
(m, 1H). (3)2,2-Dimethyl-tetrahydro-[1, 3)d lorolo[4,5-c]pyrid I ne-S -ca
rboxylic acid benzyl ester (33) 32 from above (3.72 g, 14.8 mmol) is dissolved
In 20 ml of dichioromethane. After addition of 2,2-dimethoxypropane (3.6 ml,
30 mmol) and p-toluene sulfonic acid (141 mg, 0.7 mrnol) the mixture is
stirred at room temperature for 4h. Then the mixture is diluted with 30 ml of
dichlaromethane, washed subsequently with IN NaOH and brine, dried over sodium
sulphate and evaporated. The crude racemic product, 4,32 g of a yellow oh, Is
separated into its enantiomers by chiral HPLC (chiralcel, 0J, 20urri, hexane /
isopropanol 9:1). Yield: 810 mg peak 1 and 942 mg (peal(2) (40%) MS (ESI):
292.2 [M+H], 1H-NMR (CDC15): 5 (ppm) 7.25-7.4 (m, 51-i), 5.14 (s, 2H), 416.44
(m, 2H), 3.7-3.82 (m, 1H), 3.38-3.58(m, 3H), 1.74-2.0 (m, 2H), 1.44 (s, 31-0,
1,35 (s, 3H).  - 42 - (4)2,2-Dimethyl-hexahydro-i1,31dioxolo[4,5-cjpyridine
(34)(single cis- enantiomer, absolute configuration unknown) 33 (peak 1 from
above) (450 mg, 1.54 mmol) is dissolved in 10 ml of methanol. After addition
01 10% palladium on carbon (45 mg) the mixture is hydrogenated at room
temperature for 20h. Then the mixture is filtrated over elite. Evaporation
gave 240 mg (99%) of a colorless oil. MS (ESr): 158.2 [MtH]t, 1H-NMR (CDC13):
6 (ppm) 4,25 (m, 11-), 4.12 (m, 111), 2.9-3,1 (m, 3H), 2.78 (m, 1H), 1.85-2.40
(m, 3H), 1.52 (s, 3H), 1.38 (s, 3H). 



(5)1-(2,2-DImethyl-tetrahydro-(1,3]dioxolo(4,5-clpyridin-5-y1)-propan-2-ol
(30)(single enantiorner, absolute configuration of dloxol unknown) 34 (90 mg,
0.57 mmol), (R)-(+)-propylenoxide (166 mg, 2.8 mmol), and triethylamine (160
ul, 1.1 mmol) are dissolved in 2 nil of ethanol and stirred at room
temperature for 4h. The reaction mixture Is diluted with 20 ml of ethyl
acetate, washed subsequently with IN NaOH and brine, dried over sodium
sulphate and evaporated. The crude product, 100 mg of a yellow oil, is
purified by Flash-chromatography (silica gel, dichforomethane / methanol 1
ammonia 95:5:0.5). Yield: 70 mg (57%). MS (ES1): 216,2 Wi-Hit, 1H-NMR
(CDC13): 5 (ppm) 4.03-4.28 (in, 211), 3.9 (m, 1[1), 2.2-3.08 (in, 6H),
1.36-2.13 (m, 311), 1.51 (s, 311), 1.38(s, 311), 1.12-1.22 (dd, 31i).
Synthesis of
(R)-1-(2,2,7-trimethyl-tetrahydro-11,31dioxolo[4,5-c1pyridln-5-yi)-propan-2-
ol (351 (reacdon scheme 5):  - 43 - (1)Trifluoro-methanesulfonic acid
1-benzy1-3-(R,S)-methy1-1,2,3,6-tetrahydro- pyridin-411 ester (36)  1M
lithium-bis-ftrimethylsilyft-amid solution in THF (540 ul, 0.54mmol) is
diluted with 1 ml of THF and cooled to -78C. A solution of
1-benzy1-3-methyl-4-piperidone (100 mg, 0.49 mmol) in 0.5 ml THF is added via
syringewithin 5 min. After stirring for 2 h at this temperature, a solution
of N-phenykrifluoromethansulfonimid (188 mg, 0.52 mmol) in 1 ml of THF is
added within 10 min. The beige suspension is stirred for another 4h at 0C.
The yellow solution is quenched with 1 ml of saturated ammonium chloride
solution, diluted with ice-cold water and three times extracted with ethyl
acetate. The organic layers are washed with brine, dried over sodium sulphate
and evaporated. The crude product, 311 mg of a yellow oil, is purified by
Flash-chromatography (silica gel, cyclohexane / ethyl acetate 41). Yield: 127
mg (77%) of a colorless oil. MS (ESI): 336 [M+H]t 1H-NMR (DMSO-d6): 6 (PPn1)
7.22 - 7.36 (m, 5H), 5.89 (dd, 1H), 3.54-3,65 (m, 2H), 3.05 (br s, 2H), 2.75
(m, 1 H), 2.59 (m, 1H), 2.32 (m, 1H), 1.06 (d, 3H).
(2)1-Benzy1-3-(R,S)-methy1-1,2,3,6-tetrahydro-pyridine (37) 36 from above
(100 mg, 0.3 mmol), palladium-(11)-acetate (1.34 mg, 6 urnol),
triphenylphosphin (3.1 mg, 12 umol) and triethylamine (125 ul, 0.9 mmol) are
dissolved in 1 ml of DMF. After addition of formic acid (22.5 ul, 0,6 mmol)
the mixture is stirred for lh at 60C. The reaction mixture is diluted With
ethyl acetate, washed subsequently with 1N NaOH and brine, dried over sodium
sulphate and evaporated. The crude product, 78 mg of a yellow oil, is
purified by Flash-chromatography (silica gel, cyclohexane / ethyl acetate
3:1). Yield: 42 mg (75%) of a yellow oil. MS (ES!): 188.2 1M+Hr, 1H-NMR
(CDCI3): 5 (ppm) 7.23- 7.41 (m, 5H), 5.62 (s, 2H), 3.63 (br s, 2H), 3.12 (d,
1H), 2.83 (m, 2H), 2.48 (rn, 1H), 2.02 (br s, 1H), 0.96 (d, 3H). 



(3)(31i8,4SR,6RS)-1-Benzyl-5-methyl-piperidine-3,4-diol (racemic) (38) 37
(570 mg, 3 mmol) is dissolved in 10 ml of a 1:1 mixture of water and acetone.
After addition of N-methyl-morpholine-N-oxide (529 mg, 4.5 mmol), a 2.5%
solution of osmium tetroxide in tert. Butanol (527 ul, 52 umol) is added. The
mixture is stirred at room temperature for 24h. Then 10 ml of a saturated
sodium bisulfite solution is added. After 15 min stirring at room
temperature, the reaction mixture is extracted with ethyl acetate. The  - 44
- organic layers are washed subsequently with 1NI NaOH and brine, dried over
sodium sulphate and evaporated. The crude product, 460 mg of a dark brown
oil, is purified by Flash-chromatography (silica gel, dichloromethane /
methanol / ammonia 95:5:0.5). Yield: 290 mg (43%) of the cis dial, trans to
the methyl group and 20mg (3%) of the all-cis derivative. MS (ES)): 222
IMI-1111, 1H-NMR (DMS0-(15): 6 (ppm) 7.17-7.32 (m, 51-I), 4.21 (d, 1H), 4.04
(br d, 1H), 3.58 (m, 1H), 3.41 (dd, 2H), 3.02 (m, 1H), 2.62 (m, 1H), 2.56
(bid, 11-), 2.12 (bid, 1H), 1.69-1.88 (m, 2H), 0.86 (d, 3H).
(4)(3aRS,7RS,7aSR)-5-Benzy1-2,2,7-trImethyl-hexahydro41,3idioxolo[4,5-
c]pyrldine (racemic) (39) 38 from above (290 mg, 1.3 mrnol) is dissolved in 4
ml of dichloromethane. After portionwise addition of 2,2-dimethoxypropane
(1.6 ml, 13 mmol) and p-toluene sulfonic acid (300 mg, 1.6 mmol) the mixture
is stirred at room temperature for 16h. Then the mixture is diluted with
dichloromethane, washed subsequently with 1N NaOH and brine, dried over
sodium sulphate and evaporated. The crude product, 333 mg of a yellow oil, is
purified by Flash-chromatography (silica gel, cyclohexane /ethyl acetate
3:1). Yield: 303 mg (89%) MS (ES1): 262.2 [M+H)+, 1H-NMR (CDC1a): 6 (ppm)
7.20-7.40 (m, 5H), 4.19 (hr s, 1F)), 3.69 (hr s, 11-9, 3.43-3.63 (m, 2H),
2.89 (m, 1H), 2.53 (in, 2H), 2.02 (m, 1H), 1.88 (m, 1H), 1.53 (s, 3H), 1.37
(s, 3H), 1.00 (d, 3H).
(5)(3aRS,7RS,7a5R)-5-Benzy1-2,2,7-trimethyl-hexahydro-[1 ,31d c]pyrldIrre
(racemic) (40) 39 from above (250 mg, 0.96 mmol) is dissolved in 5 ml of
isopropanol. After addition of 10% palladium on carbon (25 mg) the mixture is
hydrogenated at room temperature for 16h. Then the mixture is filtrated over
carte Evaporation gave 170 mg (100%) of a colorless oil. MS (EST 172,2
LIVI+Iir, 1H-NMR (CDC13)( a (ppm) 4.05 (m, 1H), 3.67 (dd, 1H), 3.39 (d, 1H)1
2,98 (n, 2H), 2.21 (t, 1H), 2.05 (m, 1H), 1.73 (m, 1H), 1.52 (s, 3H), 1.37
(s, 3H), 0,98 (d, 3H). 



- 45 - 40 (175 mg, 1 mmol), (R)-(+)-propylenoxide (297 nip, 5.1 mmol), and
triethylamine (285 ur, 2 mmol) are dissolved in 3 ml of ethanol and stirred at
room temperature for 6h. After evaporation the residue is dissolved In ethyl
acetate, washed subsequently with IN NaOH and brine, dried over sodium
sulphate and evaporated. The crude product, 214 rig of a yellow oil, is
purified by Flash-chromatography (silica gel, dichloromethane ( methanol /
ammonia 95:5:0.5). Yield: 140 mg (80%). MS (ESI): 172.2 [M-i-H1+, 1H-NMR
(CDCI3): 6 (ppm) 4.05 (m, 1H), 3.67 (dd, 1H), 3.39 (d, 1H), 2.98 (iii, 2H),
2.21 (t, 11-0, 2.05 (m, 1H), 1.73 (m, 1H), 1,52 (s, 3H), 1.37 (s, 3H), 0.98
(d, Synthesis of
[3R,4R165}-142-14-Amino-piperidin-1-y11-ethyll-3,5-dimethyl-piperldin-4-ol
tri-hydrochloride [41) (reaction scheme 61:  ;OH (1)
ft-11-Benzy1-3-methyl-piperldin-(4E)-ylideneFN,N-dimethyt-hydrazine (42)
N,N-dimethyihydrazine (3 ml, 39.3 mmol) and 1-benzy1-3-methyl-piperidin-4-one
(4 g, 191 mmol) are dissolved in 50 ml of ethanol and refluxed for 18 hours,
The reaction mixture is evaporated under reduced pressure and dried at high
vacuum. Yield: 4.Bg g of a pale oil (99%) MS (ESI): 246 /M+Hr, 1H-NMR
(DMSO-da): 6 (ppm) 7.29 (m, 4H), 7.23 (m, 1H), 3.48 (m, 2H), 2,8 (m, 1H), 2.65
(m, 1H), 2.35- 2.55 (m, 2H), 2.29 (s, 6H), 2.25 (m, 1H), 1.9 - 2,1 (m, 1H),
1.00 (d, 3H). (2)
N'-(1-Elenry1-3,5-dimethyl.piperidin-4-ylidene)-N,N-dimethyl-hydrazine (43)
Dilsopropylamine (3.3 ml, 23.5 mmol) is dissolved In 20 ml of THE and cooled
to -5C. A 1.6M solution of n-butyllithium in THF (14.7 ml, 23.5 mmol) is added
dropwise within 10 min. After additional 10 min at -5C, a solution of 42
(4,89' 19,6 mmol) in 30 ml of THF is added within 20 min (the color of the
reaction mixture changed to red). Now, the solution is cooled to -78 C.
Methyliodide (1.33 ml, 21.5 mmol) is added dropwise within 15 min and the
mixture is allowed to warm to room temperature over night. Dlchloromethane is
added and the  - 46 - 



solution is washed with water. Evaporation gave 5 g of a colorless oil, which
Is further purified by flash-chromatography (silicagel, ethyl acetate /
hexanes 1:1) Yield: 1.7g g of a white solid (33%), MS (ESI): 260 (WM+, 1H-NMR
(DMSO-do): 6 (ppm) 7.33 (m, 4H), 7.22 (m, 1H), 3.48 (m, 2H), 3.37 (m, 1H),
2.68 (m, 11-9, 2.59 (ir, 1H), 2.43 (m, 1H), 2.43 (m, 1H), 2.29 (s, 6H), 2.15
(in, 11-0, 2.0 (m, 1H), 1.23 (d, 6H). (3)
1-Benzy1-3,5-dimethyl-piperidin-4-one (44) 43(1.7 g, 6.5 mmol) is dissolved in
a 1.25M solution of HCI in methanol (20 ml, 25 mmot) and refluxed for 1.5 h
The reaction mixture is evaporated under reduced pressure and dried at high
vacuum. The residue (1.7 g of a colorless oil) is dissolved in ethyl acetate
and treated with 5M NaOH. The organic layers are evaporated under reduced
pressure. Yield: 1,4g g of a colorless oil (84%). MS (ES]): 218 IMA-H14,
1H-NMR (DMSO-d8): 5 (ppm) 7.3 (m, 4H), 7.25 (m, /H), 3.58 (in, 2H), 3.07 (m,
211), 2.68(m, 2H), 1.97 (dd, 2H), 0.82 (d, 6H). (4)
1-Benzy1-3,5-dimethyl-piperidin-4-ol (45) Sodiumboronhydride (121 mg, 3.2
mmoi) is added to a solution of 44 (1,4 g, 6.4 mmol) In 15 ml of methanol and
the mixture is stirred at room temperature for 30 min. The mixture Is
evaporated, and the residue is dissolved in ethyl acetate and washed with
water. Yield: 1.4g g of a colorless oil (99%). MS (ESI): 220 [MA-Hr. (5)
Acetic acid (35,4R,5R).1-benzy1-3,5-dfmethyl-p1peridin-4-y1 ester (46) DMAP
(40 mg, 0.3 mmol) is added to a solution of 45 (1.4 g, 6.4 mmo0 in 10 ml of
pyridine. After addition of acetic anhydride (0.9 ml, 9.5 mmol) the mixture is
stirred at 110C for 2h. The mixture is evaporated, and the residue is
dissolved in dichloromethane and and washed with water. Evaporation gave 1.6 g
of a colorless oil, which is further purified by flash-chromatography
(sllicagel, ethyl acetate I hexanes 1:9) Yield: 0.7 g of a colorless oil (42%,
fraction 1). MS (ES!): 262 [WM', 1H-NMR (DMSO-d6): 5 (ppm) 7.2 - 7.3 (in,
51-I), 4,18 (dd, 11-0, 3.42 (s, 21-0, 2. 8 (in, 211), 2.05 (s, 3H), 1.7-1.8
(m, 41-9,0.72 (d, 6H).  - 47 - (6)Acetic acid
(3R,4R,56}-3,5-dimethy(-piperidin4-yi ester (47) 



Palladium hydroxide on carbon (20%, 300 rig) is placed into a flask filled
with argon and carefully covered with 25 ml of methanol. A solution of 46
(0.7 g, 2.7 mmol) in methanol is added and the mixture is hydrogenated at
room temperature for 15h. After filtration over celite, the filtrate is
evaporated and dried under high vacuum. Yield: 0.41 g of a colorless oil
(89%). MS (ES): 172 [M+Hr, 1H-NMR (13MSO-d13): 6 (ppm) 4,22 (dd, 1H), 2.8
(dd, 2H), 2.15 (dd, 2H), 2.05 (s, 3H), 1.5 (m, 21-I), 0.7 (d, 6H). (7)Acetic
acid (3S,4R,5R)-1-C2-(4-tert-butoxycarbonylamino-piperidin-1-y1)-
ethyl]-3,5-dimethyl-piperidin-4-y ester (48)  47 (23g, 13.4 mmol) is
dissolved in 5 ml of propionitrif and after addition of 8 (3.3 g, 13.4 mmol),
cyanomethyl-trimethyl-phosphonium iodide (4.4g, 33.6 mmol) and
Nethyldiisopropylamine (11.5 ml, 67.1 mmol) the mixture is refluxed for 24 h
(TLC control). Then the mixture is evaporated under reduced pressure. The
residue is diluted with ethyl acetate, washed 10% K2CO3 - and NaCI-solution,
and dried over Na2SO4. Yield: 3.3 g of a brown oil (62%), MS (ESE): 398
[M+H].
(8)(1-124(38,4R,5R)-4-Hydroxy-3,5-dimethyl-piperidin-1-y1)-ethyrj-piperldin-4
-yfl- carbamic acid tort-butyl ester (49) 48 (3.3 g, 8.3 mmol) is dissolved
in 100 ml of methanol and after addition of Na0Me powder (2.2g, 415 mmol) the
mixture is refluxed for 6 h (TLC control). Then the mixture Is evaporated
under reduced pressure. The residue is diluted with ethyl acetate, washed
with water, and dried over Na2804. Evaporation gave 3.1 g of a brown oil. The
crude product Is purified by recrystallization from ether. Yield: 800 mg of a
colorless solid (27%). MS (ES!): 356 [M+1-fr, 1H-NMR (DMSO-de): 6 {ppm) 6.7
(br d, 1H), 4.4 (d, 1H), 3.15 (br m, 1H), 2.75 (m, 4H), 2.4 (m, 11-1), 2.3
(m, 4H), 1.9 (m, 2H), 1.3- 1.7 (m, 81-I), 1.38 (s, 9H), 0.85 (d, 6H).  - 48 -
49 is dissolved in a 4M solution of HCI in dioxane (20 ml) and stirred for 4
h (TLC control) at room temperature. Then the mixture is cooled down to 0 C
and filtrated. The residue is washed with ether. Evaporation gave 510 mg
(89%) of grey crystals. MS (ES1): 2561M+11]*. 



Synthesis of 14(S)-2-(4-Amino-piperidin-i-y11-1-methyl-ethq-olperidin-4-ol
tri- hydrochioride (50) (reaction scheme 71,  0,0H 112N (1)
2,2-Dimethyl-propionic acidl-benzyl-piperidin-4-yi ester (51) A solution of
1-benzyl-piperidin-4-ol (259, 130.7 mmol) and triethylamine (36.1 ml, 261.4
mmol) In 250 ml of THF is treated with 2,2-dimethyl-propionyl chloride (32.2
ml, 261.4 mmol). The suspension is heated under reflux over night. The solvent
is evaporated, the residue taken up in DCM and washed with saturated sodium
bicarbonate solution and brine. Drying and evaporation gave an orange oil,
Yield: 38.3 g(100% crude). MS (ES!): 276 [M+Hr, 1H-NMR (CDC13): 6 (ppm) 7.31
(m, 4H), 7.25 (m, 1H), 4.79 (m, 1H), 35(s, 2H), 2.61 (m, 2H), 232(m, 2H), 1.86
(m, 2H), 1,69(m, 2H), 1.18 (s, 91-1). (2) 2,2-Dimethykpropionic acid
piperidin-4-yi aster (52) A solution of piperidine 51 (35.99 g, 130.7 mrnol)
in methanol is hydrogenated with PcI/C in the presence of one equivalent of
HCI (104.5 nil, 130.7 mrnol, 1.25M in Me0H). After filtration and evaporation,
the crude is taken up in ether and washed with 1N-NaCH and brine. Drying,
evaporation and distillation (0.08 mbar, 75-90C) gave a colourless oil. Yield:
17.98 g (74%). MS (EST 186 EIVH-Hr, 111-NMR (DMSO-d6): 6 (ppm) 922 (br s, 1H),
4.89 (in, 1H), 3.08 (m, 4H), 1.99 (m, 2H), 13'8 (m, 2H), 1.15 (s, 91-9.  - 49
- A soiution of piperidine 52 (2 g, 10.8 mmol) and (R)-2-Methyl-oxirane (3.78
ml, 54 mmol) in 2 ml of ethanol is stirred for 24 hours in a closed flask. The
solvent is evaporated and the residue distilled in a Kugelrohr apparatus (0.08
mbar, 75-900). Yield: 2.589 (98%). 



MS (ESI): 244,2 IM+1-114, 1H-NMR (CDC's): 6 (ppm) 4.65 (m, 1H), 4.1 (br s,
1H), 3.72 (m, 1H), 2.55(m, 2H), 2.31 (m, 21-9, 213 (m, 1I-1), 2.14(m, iH),
1.75(m, 214), 1.55 (m, 21-), 1.14 (s, 9H), 1.03 (d, 31-1), [aki = -23.1 (c=1
in Me0H) (4)2,2-Dimethyl-propionic acid 1
-((S)-244-tert-butoxycarbonylamino-piperidin-1-
y0-1-methyl-ethyll-pfperidin-4-y1 ester (54) A solution of alcohol 53 (1.26
g, 5.16 mmol) and triethylamine (1.43 ml, 10.32 mmop In 80 mil of DCM is
cooled to -780. Triflic anhydride (0.85 ml, 5.16 mmol) is slowly added and
stirring continued for 1 hour. The mixture is then allowed to warm up to OC
and cooled back to -780 after 15 minutes. A solution of
piperidin-4-yl-carbamic acid tert-butyl ester, 3, (1.03 g, 5.16 mmol) in 40
ml of DCM is slowly added at -780. After complete addition, the cooling bath
is removed and the dark solution is allowed to warm up to room temperature.
The mixture is washed twice with water, dried over sodium sulphate, filtered
and evaporated. The crude is purified by chromatography on siliciagei using
DCM (saturated with ammonia) and Me0H (1%). Yield: 1.7 g (77%). MS (ESt):
4263 [Mi-Hr, 1H-NMR (CDCI3): 6 (ppm) 4.74 (m, 11-1), 4.43 (m, 1H), 3.43 (br
m, 111), 2.89 (m, 1H), 1.97-2.82 (1n, 11H), 1.87 (m, 4H), 1.64 (m, 21-0, 1.43
(s, 914), 1.38 (m, 1H), 1.19 (s, 9H, 1,0 (d, 3H). [olD = -9.3 (c=1 in Meal)
15)(1-1(S)-2-(4-Hydroxy-piperidin-111)-propyr]-piperidin-4-y1}-carbamic acid
tert- butyl ester (65) Ester 54 from above (1.7 g, 3.52 rnmol) is treated
with Na0Me (0.5M in methanol, 21 ml, 10.5 mrnof) and heated under reflux for
24 hours. The solvent is then evaporated, the residue taken up in DCM and
extracted with 1N-NaOH and brine. After drying and evaporation the crued is
purified by chromatography on silicagef using DCM (saturated with ammonia)
and Me0H (from 1% to 3%) to give a white powder.  - 50 - Yield: 0.77 g (55%).
MS (ESI): 342.3 [M+H]", 11-1-NMR (CDCIs): 6 (ppm) 4.43 (m, 11-1), 3.64 (m,
11-1), 3.43 (m, 1H), 2.88 (m, 1H), 2.75 (m, 4H), 1.8-2.45 (m, 10H), 1.3-1.65
(m, 5H), 1.44 (s, 9H), 0.99 (d, 3H). [a]is = -15.3 (c=1 in Me0H).
(6)1-[(S)-2-(4-Amino-pipericlin-1-y1)-1-methyl-ethyll-piperldin-4-ol tri- 



hydrochloride (50) It is prepared by BOC-cleavage of tert-butyl ester 55
(0.666 g, 1.95 mmol) with 4M-HCI in dioxane (2.93 ml, 11.72 mmol) as
described for amine 7. Yield: 0.64 g (93%). MS (ESI): 2413 [M+111+, 1H-NMR
(DMSO-de): O (ppm) 10.5-10.85 (br m, 2H), 8.3-8.8 (br m, 31-1), 2.75-4.15 (br
m, 151-1), 1.6-2.3 (br m, 7H), 1.39 (d, 3H). [0,]0 +13.2 (o--1 in Me0H)
Synthesis of
(35,43)-1-f(S)-2-(4-Amino-piperidin-1-y1)-1-methyl-ethy11-3-rnethyl-
plperidin-4-ol tri-hydrochloride (66) (reaction scheme 7);  Crj4^T- HIN   (1)
2,2-Dimethyl-propionlc acid
(35,45)-1-((11)-2-hydroxy-propy1)-3-methylpiperfdin-4-yi ester (57) A
solution of piperldine 17 (2 g, 10.8 mmol) and (R)-2-Methyl-oxirane (3.78 ml,
54 mmol) In 2 ml of ethanol is stirred for 24 hours in a closed flask. The
solvent is evaporated and the residue distilled in a Kugelrohr apparatus
(0.08 mbar, 75-900). Yield: 2.58 9(98%). MS (ESI): 258.2 [M+H], 1H-NMR
(CD30D). 6 (ppm) 439 (td, 1H), 3.82 (m, 1H), 2.95 (m, 1H), 2.76 (m, 1H), 2.42
(td, 1H), 2.17-2.33 (m, 2H), 1.96 (m, 1H), 1.75-1.9 (m, 2H), 1.62 (m, 11-3),
1.2 (s, 9H), 1.13 (d, 3H), 0.89 (d, 31-1). [cc) = -23.1 (c=1 in Me0H) (2)
2,2-Dimethyl-propionic acid
(32,45)-1-[(S)-2-(4-tert-hutoxycarbonyiaminoplperldin-1-y1)-1-methyl-ethyll-3
-methyl-piperidin-4-yi ester (58) 



-51 - A solution of alcohol 57 (1.26 g, 5.16 mmoft and triethylamine (1,43
ml, 10.32 mmol) in 80 ml of DCM is cooled to -78C. Tat anhydride (0.85 ml,
5.16 mmor) is slowly added and stirring continued for 1 hour. The mixture is
then allowed to warm up to OC and cooled back to -78C after 15 minutes. A
solution of piperldin-4-yl-carbamic acid tert-butyl ester, 3, (1,03 g, 5.16
mmoft in 40 ml of DCM is slowly added at -78C. After complete addition, the
cooling bath is removed and the dark solution is allowed to warm up to room
temperature. The mixture is washed twice with water, dried over sodium
sulphate, filtered and evaporated. The crude is purified by chromatography on
silicagel using DOM (saturated with ammonia) and Me0H (1%). Yield: 1.7 g
(77%). MS (ESI): 440.3 [WM', 1H-NMR (CD30D): 6 (ppm) 4.3 (td, IH), 3.34 (m,
1H), 3.01 (m, 1H), 2.78-2.91 (m, 4H), 2,52 (dd, 11-ft, 2.42 (td, 1H),
2.02-2.3 (m, 4H), 1.94 (m, 1H), 1.84 (m, 3H), 1.5 (m, 31-1), 1.45 (s, 9H),
1.21 (s, 9H), 1.04 (d, 3H), 0.9 (d, 3H). lab = (c=1 in Me0H) (3)
(1-[(5)-2-((35,43)-4-Hydroxy-3-methyl-plperldin-1-y1)-propyl]tiperidin-410-
carbamic acid tert-butyl ester (59) Ester 58 from above (1.7 g, 3.52 mmol) is
treated with Na0Me (0.5M in methanol, 21 ml, 10,5 mmol) and heated under
reflux for 24 hours. The solvent is then evaporated, the residue taken up in
DCM and extracted with 1N-NaOH and brine. After drying and evaporation the
crued is purified by chromatography on silicagel using DCM (saturated with
ammonia) and Me01-f (from 1% to 3%) to give a white powder. Yield: 0.77g
(56%). MS (ESI): 356.3 (M+Hr, 1H-NMR (CD30D): 6 (ppm) 4.86 (s, 1H), 3.32 (m,
1H), 2.94-3.06 (iii, 2H), 2.72-2.87 (m, 3H), 2.49 (dd, I H), 2.34 (td, 11-9,
2.14-2.28 (m, 2H), 1,97-2.1 (m, 2H), 1.75-1.93 (m, 31-0, 1.53 (m, 4H), 1.44
(s, 9H), 1.04 (d, 3H), 0.97(d, 3H). [G]p -15.3 (0=1 in Me0H) (4)
(38,4-.5)-1-((S )-244-Amino-pi perI d I n-111)-1-methyl-ethy1H-mettryl-piperl
d I n 01 tri-hydrochiorlde (56) It is prepared by BOC-cleavage of tort-butyl
ester 59 (0.666 g, 1.95 mmol) with 4M-HCI in dioxane (2.93 ml, 11.72 mmol) as
described for amine 7.  - 52 - Yield: 0.84 g (93%). MS (ESI): 256.2 [M+H],
1H-NMR (CD30D): 6 (ppm) 4.25 (br m, 1H), 4.03 (br m, 3H), 3,05-3,9 (m, 9H),
1.95-2.55 (m, 7H), 1.54 (d, 3H), 1.1 (d, 3H). lab = +13.2 (c=1 in Me0H)
Synthesis 2,2-DImethyl-propionic acid
(36,46)-14(S)-2-hydrexy-3-trityloxy-propy11-3- 



methyl-piperldin-4-4 ester (60):   (S)-2-Trityloxymethyl-oxirane (636 mg, 2
mmol) and 2,2-dimethyl-propionic add (38,48)-3- methyl-piperidfn-4-yl ester
(17, 400 mg, 2 mrnol) are dissolved in 7 ml of ethanol and stirred at room
temperature for 23h. The white suspension is heated to 40C and stirred for
additional 2h. The reaction mixture is evaporated under reduced pressure and
the crude product is purified by Flash-chromatography, (silica gel, 20 % ethyl
acetate in cyclohexane). Yield: 681 mg (66%) of a white foam. MS (ESI): 516.4
(M+Hr, 1H-NMR (CDCI3): 6 (ppm) 7.4 (d, 6H), 7.31 (dd, 6H), 7.23 (dd, 3H), 4.82
(d, 1H), 4.22 (m, 1H), 3.74 (m, 1H), 2.95 (d, 2H), 2.72 (m, 2H), 2.22 - 2.41
(m, 2H), 2.07 (m, 1h9, 1.58 - 1.84 (m, 3H), 1.14 (s, 9H), 016 (d,, 3H).
Synthesis of (14(18,9a R)-110 cta
hydro-quInollzin-144)methvil-piperldln-4-ylamine td- hydrochloride (61)
(reaction scheme 8):  1-12N
(1){11(1S,9aR)-1-(Octahydro-quino11zin-111)methya-piperldln-4-ylkcarbamic acid
tert-butyl ester (62)  - 53 - 3 (3 g, 15 mmol) is dissolved in 150m1 of
propionitril. Ethyldiisopropylamine (10.2 nil, 60 mmol), (-)-lupinine (2.5 g,
15 mmol) and cyanomethyl-trirnethyl-phosphonium iodide (Zaragoza reagent, 7.3
g, 30 mmol) are added. The reaction mixture is heated to 120C and stirred for
22 hours. Then the mixture Is evaporated under reduced pressure. The residue
is dissolved with ethyl acetate, washed 10% K2G03 - and NaGi-solution, and
dried over Na2SO4. Evaporation gave 5.7 g of a brown oil. The crude product is
purified by Flash-chromatography (ethyl acetate, then methanol (ethyl acetate
(4:6), shicagel). Yield: 4.3g (81,7%) of a brown oil. MS (E51): 352 [ivf-FH]',
1H-NMR (DMSQ-d): 5 (ppm) 6,7 (br d, 11-1), 3.2 (m, 11-i), 2.7- 2.75 (m, 4H),
2.4 (dd, 1H), 2.2 (dd, 1H), 1.38 (s, 9H), 1.15 - 2.0 (m, 201-1).
(2)11(15,9aR)-1-(Octahydro-quinolizin-1-yOmethyll-piperldin-4-ylamine
hydrochloride (61) 



The ester 62 (3.8 g, 10.8 mmol) is dissolved in 15 ml of dioxane and after
addhlon of 70 ml of a 4M solution of HUM dn of FIGlin dioxan the mixture is
stirred for 4 hours at RT. The product is filtered off and Is used in the next
step without further purification. Yield: 3.9g (100%). MS (EST 252 [M+Hr.
Synthesis of i911,92S)-1-10ctahydro-pyrldof2,1-c1(1,41oxazin-9-yll-methanol
(racematel (63) (reaction scheme 91:
(1)413-Bromo-propy1)-morpholine3,6-dione (64) A pale yellow suspension of
morphohne-3,5-dione (1.2 g, 10 mmol), of 1,3-dlbromopropane (3.4 ml, 33 mmol),
and potassium carbonate (2.7 g, 19 mmoD In 23 nil of 2-butanone is refluxed
under an argon athmosphere for 22 hours. After cooling, the suspension is
concentrated on a rotary evaporator, poured into ice/water, and extracted
twice with ethyl acetate. The combined organic phases are washed with brine,
dried over anhydrous sodium sulphate, and evaporated. The residual yellow oil
(2.06 g) is purified by chromatography (Biotage 40M1, I= 15 cm,
cyclohexane/ethyl acetate 3:1).  - 54 - Yield: 1.24 g (52.5%) of a colorless
oil MS (ED: 236 WC, 1H-NMR (CDCI3): 6 (ppm) 4.37 (s, 4H), 3.95 (t, 2H), 3.39
(t, 2H), 2.18 (m, 2H), (2)
4-0xo-1,3,4,8,7,8-hexahydro-pyrldo[2,1-c][1,41oxazine-9-carboxyllc acid ethyl
ester (86) To an ice-cold suspension of sodium hydride (150 mg, 60% in mineral
0113.75 mmol) in 26 ml of anhydrous THF under argon is added a solution of
triethyl phosphonoacetate (0.31 ml, 1.5 mmol) in 6 ml of anhydrous THF. The
suspension is stirred at RT for 2 bra, then 64 (354 mg, 1.5) in 6 ml of THF is
added, and the resulting mixture is relluxed for 10 hours. After cooling, the
suspension Is concentrated on a rotary evaporator, poured onto ice/sat,
aqueous ammonium chloride solution, and extracted twice with ethyl acetate.
The combined organic phases are washed with brine, dried over anhydrous sodium
sulphate, and evaporated. The residual yellow oil (339 mg) is purified by
chromatography (Biotage 12Mi, I= 16.5 cm, cyclohexanetethyi acetate 3:1).
Yield: 60,3 mg (17.8%) of a colorless oil. MS (ESI): 226 [M+H], 1H-NMR
(CDC13): 6 (ppm) 4.94 (s, 2H), 4.27 (s, 2H), 4.20 (q, 2H), 3.75 (dd, 2H), 2.46
(in, 2H), 1.88 (m, 2H),1.30 (t, 3H) 



(3) (9RS,9aSR)-4-0xo-octahydro-pyrldoc2,1-c][1,41oxazIne-9-carboxylic acid
ethyl ester (racemate) (66) A soiution of 65 (225 mg, 1.0 mmol) in 5 ml of
acetic acid is hydrogenated over 225 mg of platinum dioxide at RI and normal
pressure for 18 hours. Another 225 mg of platinum dioxide Is added and
hydrogenation continued for 24 hours. The black suspension is diluted with 10
ml of DCM and filtered through a pad of cellte. The filtrate is evaporated to
give 268 mg of a yellow oil which is purified by chromatography (Biotage
12Si, 1=7.5 cm, ethyl acetate/ethanol 9:1), Yield: 144 mg (63.3%) of a yellow
oil. MS (ESI): 228 [M+1-11*, 1H-NMR (DMSO46): 6 (ppm) 4,45 (m, 11-0, 4,00 (m,
2H), 3.9 - 3.75 (m, 4H), 3,60 (m, 1H), 2.65 (m, Ii-1), 2.55 (m, 1H), 1.90
(in, 2H), 1.76 (m, 1H), 1,45 (in, 1H), 1.16 (t, 3H),  - 55 - To a solution of
66 (114 mg, 0.5 mmol) in 5 ml of anhydrous THF is added LAN (40 mg, 1.0 mmol)
and the mixture refluxed for 9 hours. The mixture is cooled to 0C and treated
successively with 0.04 ml of water, 3N aqueous sodium hydroxide (0.04 ml,
0.12), and 0.12 ml of water. The mixture is stirred for 15 min. and then
extracted three times with DCM. The combined organic phases are dried over
anhydrous sodium sulphate and evaporated under educed pressure. The residual
pale yellow oil (75 mg) is purified by chromatography (Biotage 12Si, I= 7.5
cm, DCM/Me0H/conc. Ammonia 95:4.5:0.5). Yield: 35,1 mg (41.0%) of a pate
yellow oil. MS (ESI): 172 [M+Hr, 1H44MR (DMSO-cle): 5 (ppm) 4,30 (tor s, 1H),
3.65-3:55 (Al, 411), 3.50- 3.35 (m, 2H), 230 (br d, 1H), 2.55 (br d, 1H),
2.10-1.95 (m, 2H), 1.85- 1.60 (m, 2H), 1.60-1.50 (m, 2H), 1,35-1.20 (m, 2H).
Synthesis of 18R,838)-14hexahydro-pyrrolo12,1-c1(1,41oxazin-84)-methanol
(racemate) (67) (refection scheme 10):  HO
(1)'4-0xo-3,4,6,7-tetrahydro-1H-pyrroto(2,1-c][1,41oxezine-8-carboxylic acid
ethyl ester (68) 



To a suspension of sodium hydride (480 mg, 60% In mineral oil, 12 mmol) in 10
ml of anhydrous VHF is added morpholine-3,5-dione (1.2 g, 10 rnmol) in 20 ml
of THF under an argon athmosphers. After 10 min.,
1-carbethoxycyclopropyltdphenylphosphonium tetrafluoroborate (Fuchs reagent,
6.8 g, 11 rind)) in 20 ml of THF are added and the rnbcture is refluxed for 21
hours. After cooling, the suspension is concentrated on a rotary evaporator,
poured onto ice/sat, sodium bicarbonate solution, and extracted three times
with ether. The combined organic phases are washed with brine, dried over
anhydrous sodium sulphate, and evaporated. The residual yellow oil (3.04g) Is
purified by chromatography (Silica gel 60, 0.063-0.2 mesh, cyciohexane/ethyl
acetate 1:1). Yield: 1.08 g (51.2%) of a colorless solid. MS (El): 211 [m],
1H-NMR (DMSO-de): 5 (ppm) 4.77 (s, 2H), 4,17 (s, 21-1), 4.11 (q, 2H), 3.82 (m,
2H), 2.70 (rn, 2H), 1.22 (t, 3H),  - 56 - (2)
(BRS,BaSR)-4-0xo-hexahydro-pyrrolof2,1-c][1,4]oxazine-8-carboxylic acid ethyl
ester (racemate) (6E) A solution of 68 (1.056 g, 5.0 mmol) in 25 ml of acetic
acid is hydrogenated over 1.0569 of platinum dioxide at RT and normal pressure
for 18 hours. The black suspension is diluted with 20 ml of DCM and filtered
through a pad of celtte.The filtrate is evaporated to give 1.09 g of a yellow
oil which is purified by chromatography (Silica gel 60, 0.063-0.2 mesh, ethyl
acetate/ethanol 9:1). Yield: 809 mg (75.7%) of a yellow oil. MS ([V): 214
[M+H], 1 H-NMR (DMS0-43):  (ppm) 4.15-3.80 (m, 611), 3.70-3.05 (m, 4H), 2.70 -
1.90 (m, 2H), 1.18 (t, 3H). (3)
(8RS,8aSR)-1-(Hexahydro-pyrrolo[2,1-011,4]oxazin-8-yl)-methanol (racemate)
(67) To a solubon of 69 (1.1 g, 5.0 mmol)In 50 mf of anhydrous TI-IF are added
LAH (400 mg, 10 mmol) and the mixture refluxed for 18 hours. The mixture is
cooled to 0C and treated successively with 0.4 ml of water, 0.4 ml of 3N aq.
sodium hydroxide, and 1.2 ml of water. The mixture is stirred for 15 min. and
then extracred three times with DCM. The combined organic phases are dried
over anhydrous sodium sulphate and evaporated. The residual yellow oil (880
mg) Is purified by chromatography (Silica gel 60, 0,063-0.2 mesh,
DCM/Me0H/conc. ammonia 90:9:1). Yield: 552 mg (70.2%) of a pink oil. MS (ESI):
158 [M+H], 1H-NMR (DMSO-de). (ppm) 4.42 (br 9, 1H), 3.85 (m, 1H), 3.65(m, 1H),
3.35 (m, 2H), 3.15 (m, 1H), 2.95(m, 1H), 2.85 (in, 1H), 2.15-1.90 (m, 51-1),
1.75 (nn, 1I-1), 1.20 (m, 1H). Synthesis of 4-12-Azepan-1-ykethyri-phenylamine
di-hydrochloride (70):  



(1)142-(4-Nttro-phenyl)-ethylFazepane (71) 1-(2-Bromo-ethyl)-4-riltro-benzene
(10 g, 43.47 mmol) is added under argon to a mixture of azepane (4.9 ml, 43.47
mmol) and potassium carbonate (8 g, 43.47 mmol) in 100 ml of  - 57 - OMF.
After stirring over night at room temperature, the mixture is filtered and
evaporated under high vacuum. The residue is dissolved in ethyl acetate,
washed with water and brine and dried over sodium suffate. Evaporation gave
9.1 g (84%) of a yellow oil. MS (ESI): 247.2 IMI-Hr, 1H-NMR (CDC13): 6 (ppm)
8.15 (d, 2H), 7.66 (d, 2H), 2.87 (t, 2H), 2.73 (t, 2H), 2.65 (t, 4 H), 1.5 -
1,6 (m, 8H). (2)4-(2-Azepan-1-yl-ethyt)-phenylamine di-hydrochloride (70)
Compound 71(9.1 g, 36.65 mmot) is hydrogenated for 3h at room temperature with
palladium on carbon in 150 ml of ethanol and 18.3 ml of 4M aqueous
hydrochloric acid. The mixture is filtered over celite and evaporated. Yield:
10:7 g (100%) of a beige solid, MS (ES!): 219 pl+Hr, 1H-NMR (CDC13): 6 (ppm)
10.85 (br, 111), 9.8 (br, 31-0, 7.3 (m, 2H), 7.2 (m, 2H), 3.42 (m, 2H), 3.25
(m, 2H), 3.18 (m, 2 H), 3.08 (m, 21-I), 1.85 (m, 4H), 1.68 (m, 2H), 1.58 (m,
2H). Synthesis of
1(R)-144-Amlno-pheny1)-ethyll-methyl-Itetrahydro-pyran-4-y1)-amine di-
hydrochloride (73) (reaction scheme 111:   to  



(1)Methyl4(R)-1-(4-nitro-pheny1)-ethytHtetrahydro-pyren-4-y1)-amine (73)
(R)-a-Methyl-4-nitro-benzylammonium hydrochloride (Aldrich, 3g, 15 mmol),
tetrahydropyridon (1.5 9, 15 mmol), pyridine (1.2 ml, 15 mmol) are dissolved
in 100 mi DCE. Sodium triaceloxyborohydride (4 g, 19 mmol, 95%) is added
under stirring at room temperature: after 18 hours reaction time formaldehyde
(2.4 nil, 30% in water) is added followed by sodium triacetoxyborohydride (3
g, 14 mmol, 95%) and the mixture is again stirred for 18 hours at room
temperature. After addition of 2m HCI the product is isolated by distribution
between aqueous ammonia and Et0Ac. The combined organic layers are washed
with brine, dried over anhydrous sodium sulfate, filtered and evaporated
under reduced pressure. The crude product (3.2 g, 82 %) is used without
further purification, MS (ES!): 265 (M+1-11+, 1H-NMR (CDC13): 6 (ppm) 8.20
(d, 2H), 7.55 (d, 2H), 4.0 (br m, 2H), 3.95 (br m, 1H), 3.3 (br M, 2H), 2.7
(br m, 1H), 2.20 (s, 3H), 1.7 (br m, 4H), 1.40 (d, 3H)  - 58 -
(2)[(R)-1-(4-Amino-pheny1)-ethy1F-methyl-(tetrahydro-pyran-4-yfyamine di.
hydrochloride (72)
Methyl-KR)-1-(4-ritro-pheny1)-ethyll-(tetrahydro-pyran-4-y1)-amine 73 from
above (3,2 g, 12 mmon is stirred with RaNi (1 g) in 100 ml of Me0H. Hydrazine
rrionohydrate (3.2 ml) is added dropwise at room temperature and the reaction
mixture is stirred for further 3 hours. After filtration and evaporation
under reduced pressure the product is isolated by distribution between 820
and brine, drying the organic phase with sodium sulfate, filtration and
evaporation as yellow oil (2.6 g, 92%). MS (ESI): 235 [M+H]t, 1H-NMR (CDC6):
5 (ppm) 7.15 (d, 2H), 6.65 (d, 2H), 4.0 (br m, 2H), 3.7 (br m, 1H), 3.6
(NH2), 3.3 (br m, 2H), 2.7 (br m, 1H), 2.20 (s, 3H), 1.7 (hr m, 4H), 1.30 (d,
3H) Synthesis of the indole-2-carboxarnicles The lndole-2-carboxamides are
generally prepared by a TBTU-mediated coupling a( appropriately substitute('
indole-2-earboxylic acids with the corresponding amines in the oresence of
Fltinicr's base (Reaction Scheme 12).  Reaction Shenie 12: RNH2 Tirril 



R3 R2DIEAR3 R2 R40DMFR40 R501-1RBNN-R Re HiR6 R1 " An illustrative example is
given below. Example  4-Methoxy-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidln-4-ylyamide  A solution of
4-Methoxy-1H-indole-2-carboxylic acid (930 mg, 4.86 mmol), amine 5(t.53 g,
4.86 mmol) and DIM (2.5 ml, 14.58 mmol) in 20 ml of DMF Is treated with solid
TBTU (1.58 g, 4,86 mmol). The mixture is stirred over night and then
evaporated. The crude residue is dissolved in Et0Ac and washed twice with
sodium bicarbonate (10%). The aqueous layers are re-extracted with DCM, the
combined organic layers are washed with brine and dried over sodium sulfate.
The crude product is then purified by chromatography on silicagel using DCM
(saturated with ammonia) and Me0H (from 0% to 2%). Yield: 0.975 g (50%) of
beige powder. MS (E51): 399.3 [M+Hr, 1H-NMR (DMSO-do): 6 (ppm) 11.65(s, 1H),
8.24 (d, 1H), 7.28(s, 1H), 7.09 (t, 1H), 7.0 (d, 1H), 6.5 (d, 1H), 3.75-3.9
(m, 4H), 2.92-3.25 (m, 8H), 2.73 (m, 2H), 2.27(m, 2H), 1.52-1.9 (m, 12H). The
formation of the clihydrochlorides can be achieved by treatment of a solution
of the free base in DCM or acetone with 2M HCI in ether at 0C. Example 2
4-lsopropoxy-1H-indole-2-carboxyLic acid
(1-(2-azepan-1-yl-ethyl)-piperidin-4-yli-amide 



NQ  This compound is synthesized analogously to Example 1 from
4-lsopropoxy-1H-Indole-2- carboxylic acid 74 (preparation see below) and
amine 5. MS (ES1): 427.3 [M+1414, 1H-NMR (DMS0-1218): 6 (ppm) 8.24 (d, 111),
7.22(d, 11-1), 7.06(t, 1H), 6.98 (d, 1H), 6.51 (d, MD, 4,75 (m, 11-1), 3.75
(m, 1H), 2.99 (m, 21-1), 2.53-2.64 (m, OH), 2.39 (m, 2H), 2.02 (m, 2H), 1.77
(m, 2H), 1.49-1.63 (m, 10H), 1.35 (d, 6H).  - 60 - Synthesis of
4-lsobropoxy-11-1-indole-2-carboxylic acid (74): (1) Step A:
4-Hydroxy-1H-Indole-2-carboxylic acid methyl ester (75) To an ice cold
solution of 4-Methyroxy-1H-indole-2-carboxylic acid methyl ester (1 9, 4.87
mmol) in DCM (10 ml) is added Ber3 (1M in DCM, 4.9 ml, 4.9 mmol). It is
stirred for 1 hour and another equivalent (4.9 ml) of BBr3 Is added. After
another hour, the mixture is poured on ice and the pH is adjusted to 7 with
sodium bicarbonate. Extraction with DCM gave a yellow powder. Yield: 0.82 g
(88%). MS (ESI): 192.0 [M+H)., 1H-NMR (DMSO-d8): 5 (ppm) 11.76 (br s, 1H),
9.73 (s, 1H), 7.21 (d, 1H), 7.05 (dd, 1H), 6.89 (d,1 II), 6.4 (d, 1H), 3.86
(s, 3H). (2) Step B: 4-lsopropoxy-1H-Indole-2-carboxylic acid methyl ester
(76) DEAD (0.227 ml, 1.47 mmol) is slowly added to a solution of
4-Hydroxy-1H-indole-2- carboxylic acid methyl ester 75 (200 mg, 1,05 mmol),
triphenylphosphine (384 mg, 1.47 minol) and isopropanol (0.108 ml, 1.43 mmol)
in 2 ml of THF. Stirring is continued for 20 minutes and the solvent is then
evaporated. The crude mixture is purified by chromatography on sllicagel
using cyclohexaneJEt0Ac (9/1). Yield: 89 mg (37%). MS (ES1): 234.0 [M-i-Hr,
1H-NMR (DMSO-de): 5 (ppm) 11.89(s, 1H), 7.26 (t, 114), 7.07 (s, 11-1), 6.98
(d, 1H), 6.54 (d, 114), 4.72 (rn 11-I), 3.85 (s, 3H), 1,33 (d, 6H). 



(3) Step C: 4-lsopropoxy-11-1-indole-2-carboxylic acid (74)
4-Isopropoxy-11-1-indole-2-carboxylic acid methyl ester 76 (114 mg, 0.49 mmol)
is dissolved in 5 ml of THF. A 2M-solution of LION In water (2.5 nil, 6 mmol)
is added and the mixture Is stirred for 48 hours. The solvent is then
evaporated and the residue is partitioned between water and Et0Ac. The water
layer is acidified with HCI and extracted twice with Et0Ac. The combined
organic layers are washed with brine, dried over anhydrous sodium sulfate,
filtered and evaporated to give a yellow powder. Yield: 95 mg (89%). MS (EST
219,9 [M+1-1]', 1H-NMR (DMSO-c18): a (ppm) 11.72 (br s, IH), 7.14 (dd, 11-i),
7.0 (m, 2H), 6,55 (d, 111), 4.72 (m, 1H), 1.33 (d, 61-1).  -61 - Example 36b,
4-lsopropoxy-1H-inciole-2-carboxylic acid
(142-(4-hydroxy-piperidin-1-y1)-ethyll-piperidin-4- y1}-amide  N-CN-\
`---Nr)-OH  This compound is synthesized analogously to Example 1 from
4lsopropoxy-1H-indole-2- carboxylic acid 74 (preparation see Example 2) and
amine 21. MS (ES1): 429.3 [M+H14, 1H-NMR (DMSO-d): 5 (ppm) 11.42 (s, 1H), 8.2
(d, IH), 7.19 (s, 1H), 7.02 (t, 114), 6.94 (d, 1H), 6.46 (d, 1H), 4,72 (in,
1H), 4.5 (lx. s, 1H), 3.74 (m, 1H), 3.25- 3.45 (m, 31-0, 2.86 (m, 21-1), 2.71
(m, 21-), 2.37 (br. s,414), 2.0 (in, 4H), 1_73 (in, 4H), 1.54 (m, 21-1), 1.33
(d, 6H). Example 4 



4-Cydopropylmethoxy-1H-indole-2-carboxylic acld [1
-(2-azepan-1-yl-ethyl)-plperldln-4-y11- amide  This compound is synthesized
analogously to Example 1 from 4-Cyclopropylmethoicy-1Hindole-2-carboxylic add
77 (preparatfon see below) and amine 5. MS (ESL): 439.3 IM-tH)4, 1H-NMR
(DMSO-d6): 5 (ppm) 11.43 (s, 11-1), 8.2 (d, 1H), 7.27 (s, 114), 7.01 (t, 1H),
6.96 (d, 1H), 6.42 (d, 1H), 3.9 (d, 214), 3.72 (m, 1H), 2.87 (m, 2H), 2.522.52
(iii, 6H), 2.37 (in, 29), 2.0 (m, 214), 1.76 (m, 2H) 1.47-1.63 (m, 1014), 1.3
(m, IH), 0.61 (in, 21-1), 0.37 (m, 2H).  - 82 - Synthesis of
4-CyclopropvImethoxy-1H-indole-2-carboxylic acid (77): (1) Step A:
4-Cyclopropylmethoxy-1F4-Indole-2-carboxylic acid (78) DEAD (2.1 ml, 13.65
mmol) is slowly added to a solution of 4-hydroxy-1H-indale-.2-carboxylic acid
ethyl ester 79 (29, 9.75 mmol), triphenylphosphine (3.58g, 13.65 mmol) and
cyclopropyl-methanol (1.05 ml, 12.26 mmol) in 20 ml of TI-IF, so that the
temperature always remained below 30 OC. Stirring is continued for 2 hours and
the solvent is then evaporated, The crude residue is purified by
chromatography (cyclohexane:Et0Ac / 95:5). Yield: 1.17 g (46%). MS (ESI):
260.1 [M+1-11., 1H-NMR (CDC6): 5 (ppm) 8,85 (s, 1H), 7.4 (s, 1H), 7.19 (t,
1H), 6.99 (d, 1H), 6.45 (d, 1H), 4.4 (q, 21-1), 3.95 (d, 21-I), 1.41 (t, 314),
1.34 (m, 1H), 0.66 (m, 2H), 0.4 (m, 2H). (2) Step
B:4-Cyclopropylmethoxy-11-1-Indole-2-carboxylic acid (77) The
4-cyclobutylmethoxy-1H-indole-2-carboxylic acid ethyl ester 78 obtained above
Is meted with a 2M-solution of KOH in Et0H (16.9 ml, 33.8 mmol) and stirred
for 24 hours. The solvent is then evaporated and the residue Is partitioned
between water and DCM. The water tayer is acidified with HCI and extracted
twice with Et0Ao. The combined organic layers are washed with brine, dried
over anhydrous sodium sulfate, filtered and evaporated to give a white powder.
Yield: 1.02 g (99%). MS (ESI): 232.2 1M-t-H]., 1H-NMR (CDC13): 5 (ppm) 8.84
(s, 1H), 7.55 (s, 1H), 7.26 (t, 11-0, 7.01 (d, 1H), 6.48(d, 114), 3.97 (d,
214), 1.36 (m, 114), 0.66 (m, 2H), 0.41 (m, 21-0, 



Example 5 4-0yciopropylmethoxy-1H-indole-2-carboxylic acid
{112-(4-hydroxy-piperidin-1-y1)-ethylipiperidin-4-y0-amide  - 63 -  This
compound is synthesized analogously to Example 1 from
4-Cyciopropylmethoxy-1Hindole-2-carboxylic acid 77 (preparation see Example
4) and amine 21. MS (ESI): 441.3 (M+HI, 1H-NMR (DMS0-68): 5 (ppm) 1143 (s,
1H), 8.2 (d, 1H), /27 (s, 19), 7.01 (t, 19), 6.96 (d, 19), 6,42 (d, 1H), 4.49
(d, 1H), 3.91 (d, 2H), 3.72 (m, 11-0, 3.4 (m, 1H), 2.86 (m, 2H), 2,71 (m,
2H), 2.38 (br. s, 49)1.99 (m, 49), 1.75 (nn, 2H), 1.68 (m, 29), 1.54 (m, 2H),
1.22-1.42 (m, 3H), 0.61 (in, 2H), 0.37(m, 2H). Example 6
4-Cyclopropylmethoxy1H-indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperidin-1-y1)- propylppiperidin-4-M-amide 7  This
compound is synthesized analogously to example 1 from
4-cyclopropylmethoxy-19- indole-2-carboxylic acid, 71 (see example 4) and
amine 50. MS (FBI): 455.4 [M+H}t, 1H-NMR (013300): 6 (ppm) 7.14 (s, 1H), 6.98
(t, 1H), 6.89(d, 1H), 6.33 (d, 19), 3.83 (d, 2H), 3.75 (in, 1H), 3.45 (m,
1H), 2.93 (In, 1H), 217 (m, 19), 2.88 (m, 3H), 2.39 (m, 1H), 2.26 (m, 29),
2.11 (m, 2H), 1.95 (m, 19), 1.79 (m, 29), 1.73 (m, 2H), 1.55 (m, 2H) 1.42 (m,
2H), 1.21 (m,11-1), 0.93 (d, 39), 0.51 (m, 2H), 0.28 (m, 2H). Example 7 



4-Cyclopropyimethoxy-11-1-indole-2-carboxylic acid
(1-[(6)-2-((35,45)-4-hydrm-3-methylpiperidin-1-y1)-propyll-piperidin-4-01-arni
de  - 64 -  This compound is synthesized analogously to example 1 from
4-cyclopropylmethoxy-1Hindole-2-carboxylic acid, 77 (see example 4) and amine
56. MS (ES. 469.2 [M+Hr, 1I-I-NMR (DMSD-d6): (ppm) 11.44(s, 1H), 8.2 (d, 1H),
7.27 (s, 111), 7.01 (t, 1H), 6,95 (cl, 1H), 6.41 (d, 1H), 4.44 (d, 1H), 3.91
(d, 2H), 3.74 (m, 11-I), 261- 2.95 (m, 6H), 2.04-2.38 (m, 411), 1.86-1.97 (rn,
2H), 1.66-1.61 (m, 3H), 1.45-1.63 (m, 2H), 1.2-1.43(m, 3H), 0.91 (d, 3H),
0.137 (d, 3H), 0.61 (m, 2H), 0.37 (m, 2H). Example 8
4-lsobutoxy-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yi-ethyl)-piperidin-4-yl]-amide  This compound is synthesized
analogously to Example 1 from 4-isobutoxy-1 H-indoie-2- carboxylic acid 80
(preparation see below) and amine 5. MS (EEO: 441,3 (M+Hr, 1H-NMR (DMSO-c10):
6 (ppm) 11.45 (s, 1H), 8.21 (d, 1H), 7.23 (d, 1H), 7.03 (t, 1H), 6.97 (d, 1H),
6.46 (d, 1H), 3.84 (d, 2H), 3.75 (m, 1H), 2.99 (m, 1H), 2.53- 2.67 (m, 64-1),
2.41 (m, 2H), 2.1 (m, 11-1), 2.02 (r, 2H) 1.78 (m, 21-1), 1.48-1.62 (m, 8H),
1.06  (d, 6H).  - 66 - (1) Step A: 4-Hydroxy-111-indole-2-carboxylk acid ethyl
ester (79) 



To a solution of 4-Benzyloxy-11-1-indole-2-carboxyiic acid ethyl ester (29 g,
98.2 mmol) in a mixture of Me0H (750 ml) and DCM (500 ml) is added 1 gram of
Pd/C (10%). It is hydrogenated under normal pressure for 24 hours. After
filtration and evaporation a white powder is obtained. Yield: 19.639 (97%).
MS (EST 206.0 [Mil-H], 1H-NMR (DMSO-c10): 6 (ppm) 11.72 (br s, 1H), 9.69 (s,
1H), 7.2 (s, 1H), 7.05 (t. 1H), 6.98 (d, 11-1), 6,38 (d, 1H), 4.33 (q, 2H),
1.32 (t, 3H). (2) Step 13: 4-lsobutoxy-1H-Indole-2-carboxylic acid ethyl
ester (81) DEAD (10.2 ml, 65.28 mmol) Is slowly added to a solution of
4-Hydroxy-1H-indole-2- carboxylic acid ethyl ester 79 (9.57 g, 46.63 rnmol),
triphenylphosphine (17.129, 65.28 mmol) and isobutanol (5.9 ml, 63.42 mmol)
in 100 m/ of Mir, so that the temperature always remained below 30 00.
Stirring is continued for 3 hours and the solvent is then evaporated. The
crude mixture is purified by chromatography on silicagel using first
cyclohexane as eluent, then increasing amounts of Et0Ac (from 5% to 50%).
Yield: 8 g (65%). MS (ES!): 250.0 [WHY, 1H-NMR (DMSO-de): 6 (ppm) 8.86 (s,
1H), 7,36 (s, 1H), 7.22 (t, 1H), 6.99 (d, 1H), 6.48 (d, 1H), 4,4 (q, 2H),
3.86 (d, 21-1), 2.2 (m, 1H), 1.42 (t, 3H), 1.09(d, 6H). (3) Step C:
4-lsobutoxy-1H-indole-2-carboxylic acid (80)
4-lsobutoxy-1H-indole-2-carboxylic acid ethyl ester 61(5.2 g, 19,9 mmot) s
mixed with a 1M-solution of KOH in Et0H (99.5 nil, 99.5 mmoi) and stirred for
24 hours. The solvent is then evaporated and the residue is partitioned
between water and ether. The water layer Is acidified with NCI and extracted
twice with ether. The combined organic layers are washed with brine, drled
over anhydrous sodium sulfate, filtered and evaporated to give a beige
powder. Yield: 4.32 g (93%). MS (ESI): 234:2 [M+H]', 1H-NMR (DMSO-de): (ppm)
11.74 (br s, 1H), 7.13 (dd, 1H), 7.06 (s, 11-1), 7.0 (d, 1H), 6.49 (d, 11-),
3.85 (d, 21-1), 3.35 (br s, 1H), 2.1 (m, 11-1), 1.03 (d, Bid).  - 66 -
Example 9 4-lsobutoxy-1H-Indole-2-ca rbmilc acid
[1-(2-piperidin-1-yl-ethyl)-piperldin-4-yl]-amide  



\NTh  \--N9  This compound is synthesized analogously to Example 1 from
4-/sobutoxy-1H-indole-2- carboxylic acid 80 (preparation see Example 8) and
amine 1. MS (ESI): 427.3 [Mt-hif, 1H-NMR (DM60-1:18): 5 (ppm) 11.45 (s, 1H),
8.21 (d, 1H), 7,23 (d, 1H), 7.03 (t, 1H), 6.96 (d, 1H), 3.84 (d, 2H), 3.75
(m, 1H), 2,88 (m, 2H), 2,38 (m, 8H), 2.1 (m, 1H), 2.02 (m, 2H), 1.78 (m, 2H),
1.32-1.63 (in, 9H), 1.07 (d, 6H). Example 10
4-isobutoxy-1H-indole-2-carboxylic acid
11-[2-(R8)-2-methyl-piperidin-114)-ethyli-piperldin-4- y11-amide This
compound is synthesized analogously to Example 1 from
4-lsobutoxy-1H-Indole-2- carboxylic add BO (preparation see Example 8) and
amine 10. MS (ESI): 441.3 IMHjs, I H-NMR (DMSO-c18): 5 (ppm) 11.43 (s, 1H),
8.19 (d, 1H), 7.22 (d, 1H), 7.03(t, 1H), 6.97(d, 1FI), 6.45 (d, 11-0, 3.85(d,
211), 3.75(m, 1H), 2.65-2.93(m, 7H), 2.05-2.43 (in, 5H), 2.01 (m, 25), 1.78
(m, 21-f), 1.1-1.62 (m, 6H), 1.06 (d, 6H), 1.01 (d, 3H). Example 11   - 67 -
This compound is synthesized analogously to Example 1 from
4-lsobutoxy-1H-inciole-2- carboxylic acid 80 (preparation see Example 8) and
amine 7. 



MS (ESI): 441.3 IM+H)+, 1H-NMR (DMSO-d5): 5 (ppm) 11.44 (s, 1H), 8.2 (d, 1H),
7.22 (d, 1H), 7.02 (t, 1H), e.e (d, 19), 6.46 (d, 1H), 3.86 (d, 2H), 3.76 (m,
1H), 2.86 (rn, 4H), 2.4 (br s, 4H), 2.11 (m, 1H), 2.02 (m, 2H), 1.9 (m, 2H),
1,79 (m, 2H), 1.55(m, 4H), 1.3 (m, 1H), 1.11 (rn, 2H), 1.06 (d, 6H), 0.88 (d,
31-0. Example 12 4-lsobutoxy-1H-indole-2-carboxylic acid
(142-(2,6-dimethyl-piperidin-1-y1)-ethyll-piperidin-4- y1)-amide  This
compound Is synthesized analogously to Example 1 from
4-lsobutoxy-1H-indore-2- carboxylic acid 80 (preparation see Example 8) and
amine 27. MS (EST 455.3 [M+Hr, 1H-NMR (DMSO-de,): 5 (ppm) 8.2 (d, 1H), 7.22
(d, 1H), 7.04 (t, 6.96 (d, 1H), 5.45 (d, 1H), 3.85 (d, 2H), 3.75(m, 1H), 2.87
(m, 21-1), 2.7 (m, 2H), 2.43 (m, 2H), 2.32(m, 21-1), 2.1 (m, 2FI), 2.03 (m,
2H), 1.78(m, 2H), 1.45-1.65 (m, 5H), 1.0-1.35 (m, 16H). Exampre 13  - G8 -
N-0-rm  This compound is synthesized analogously to Example 1 from
4-lsobutoxy-1H-Indole-2- carboxylic add 80 (preparation see Example 8) and
amine 12. MS (ESI): 443.3 [M+Hr, 1H-NMR (DM80-4): 5 (ppm) 11.45 (s, 1H), 8.21
(d, 1H), 723 (s, 1H), 7,04 (t, 1H), 6.97 (d, 1H), 6.45 (d, 1H), 4.54 (d,
IF!), 3.84 (d, 1H), 3.75 (m, 1H), 3.42 (in, 1H), 2.62-2.93 (m, 2H), 2.49 (br
s 4H), 2.1 (m, 1H), 2.0 (m, 2H), 1.3-1.9 (m, 1/H), 1.06 (d, 6H). 



Example 14 4-lsobutoxy-1I4indofe-2-carboxylic acid
(1-[2-((S)-3-hydroxy-plperidln-1-y1)-ethyli-piperidin-4- y1}-amide  This
compound is obtained by preparative separation of racemic material using a
chiral HPLC stationary phase (CHIRALCEL 0J-H 1170). The absolute
stereochemistry is assigned by comparison with the enantomedcaily defined
(R)-Isomer of example 13. Example 15 4-Isobutog-1H-indole-2-carboxylic acid
(142-(4-hydroxy-piperidin-1-y1)-ethylFpiperidin-4-y1)- amide  - 69 - This
compound is synthesized analogously to Example 1 from
4-lsobutoxy-1H-indole-2- carboxylic acid 80 (preparation see Example 8) and
amine 21. MS (ESI): 443.3 [M+Hr, 1H-NMR (DMSO-d6): 6 (ppm) 11.45 (s, 1H), 8.2
(d, 114), 7.23 (d, 1H), 7.04 (t, 1H), 6.97 (d, 1H), 6.45 (d, 1H), 4.5 (d,
1H), 3.85 (d, 2H) 3.74 (m, 1H), 3.41 (in, 1H), 2,88 (m, 2H), 2.71 (m, 2H),
2.38 (in, 4H), 2,1 (m, 1H), 2,0 (m, 4H), 1.76 (m. 2H), 1.68 (in, 2H), 1.55
(m, 2H), 1.35 (m, 2H), 1.06 (d, 6H). Example 16
4-lsobutoxy-1H-indole-2-carboxylic acid
(1.42-(3-hydroxy-8-aza-brcyclo[3.2.11oct-8-yl)-ethyilpiperidin-4-y1)-amide
HH / 



OH  This compound is synthesized analogously to Example 1 from
4-lsobutoxy-1H-1ndole-2- carboxylic acid 80 (preparation see Example 8) and
amine 24. MS (EST 469.3 1M+H)+, 1H-NMR (DMSO-d6): 6 (ppm) 8.23 (d, 1H), 7.72
(s, 1H), 6.9-7.1 (m, 2H), 6.46 (d, 1H), 4.57 (br s, 1F1), 3.85 (d, 2H), 3.77
(m, 1H), 3.2-3.7 (br m, 4H), 2.94 (m, 2H), 2.75 On, 2H), 2.56(m, 21-t},
1.5-2.25(m, 15H), 1,06(d, 6H), Example 17 4-lsobutoxy-1H-indole-2-carboxylic
acid (1-[(S)-2-(4-hydroxy-piper1din-1-y1)-propyll-piperidin411)-amide  - 70 -
MS (ESI): 457.2 [M+H]t 1H-NMR (DMSO-d6): 6 (ppm) 11.43 (s, 1H), 8.19 (d, 1H),
7.22(d, 1H), 7.02 (t, 1H), 6.96 (d, 11-1), 6.44 (d, 1H), 4.47 (d, 1H), 3.84
(d, 2H), 3.73 (m, 1H), 3.37 (m, 11-1), 2.6-2.95 (m, 5H), 2.05-2.38 (in, 6H),
1.92 (iii, 11-I), 1.76 (m, 2H), 1.69 (m, 2H), 1.2-1.65 (m, 4H), 1.05 (d, 6H),
0.92 (d, 3H). Example 18 4-lsobutoxy-1H-Indole-2-carboxylic acid
14-(2-azepan-1-ykethyl)-phenyIkamide  This compound is synthesized analogously
to Example 1 from 4-lsobutoxy-1H-indole-2- carboxylic acid 80 (preparation see
Example 8) and amine 70. MS (E81): 434.3 [M+H], 1H-NMR (DM50-d1): 6 (ppm)
11.65 (s, 1H), 10.07 (s, 1H), 7.67 (d, 2H), 7.48(d, 11-1), 7.18 (d, 2H), 7,08
(t, 1H), 7.01 (d, 1H), 6.49(d, 1H), 3.88(d, 2H), 2.57- 2.62 (in, 8H), 2.13 (m,
2H), 1.48-1.63 (m, 8H), 1.08 (d, 6H). 



Example 19 4-lsobutoxy-1H-indore-2-carboxylic acid
(4-([methyHtetrahydro-pyran-4-y1}-aminokmethyllcyclohexyl)-amide  This
compound Is synthesized analogously to Example 1 from 4-lsobutoxy-1H-Indole-2-
carboxylic acid BO (preparation see Example 8) and
trans-4-Amino-cyclohexylmethgmethyl-(tetrahydro-pyran-4-y1)-amine
(W02000068203)  - 71 - MS (ES1): 442.3 [M+Hr, 1H-NMR (DMSO-d); 6 (ppm) 11.43
(s, 1H), 8.18 (d, 1H), 7.23(a, 1H), 7.03(t, 1H), 6.96 (d, 1H), 8,45(d, 1H),
3.82-3.93 (iii, 4H), 3.74 (in, 1H), 3.22-3.31 (m, 2H), 2.7 (s, 3H), 2,45 (m,
11-1), 2.18 (m, 4H), 



2,11 (m, 1H), 1.85 (m, 4H), 1,6 (m, 2H), 1.2-  1.48 (m, 5H), 1.06 (d, 6H).
Example 20 4-lsobutoxy-1H-4ndole-2-carboxylic acid
(4-(jrnethyl-(tetrahydro-pyran-4-y1)-aminOymethy1}- phenyl)-amide  This
compound is synthesized analogously to Example 1 from
4-1sobutoxy-1H-indole-2- carboxylic acid 80 (preparation see Example 8) and
(4-Amino-benzyl)-methyr(tetrahydropyran4-y1)-amine (W09932468). MS (ESI):
436.2 [M+Ht, 1H-NMR (DMSO-do): 5 (PPn1) 11.65 (s, 1H), 10.12 (s, 11-I), 7.74
(d, 2H), 7.5 (s, 11-1), 7.27 (d, 2H), 7.09 (t, 1H), 7.02 (d IH), 6.5 (d, 1H),
3.84-3.94 (rn, 4H), 3.52 (s, 2H), 322-3.32 (m, 2H), 2.6 (m, 1H), 2.08-2.2 (m,
4H), 1,72 (m, 2H), 1.53 (111, 2H), 1.07 (d, 6H). Example 21
4-lsobutoxy-1H-indole-2-carboxylic acid
(4-{(R)-1-(methyl-(tetrahydro-pyran-4-y1)-aminolethyl)-pheny1)-amide   - 72 -
This compound is synthesized analogously to Example 1 from
4-lsobutoxy-1H-in1oie-2- carboxylic acid 80 (preparation see Example 8) and
amine 72. 



MS (ESI): 450.2 [M+H], 1H-NMR (DMSO-dc): 6 (ppm) 11.66 (s, 1H), 10,12 (s,
1H), 7.73 (d, 2H), 7.5 (d, 1H), 7.3 (d, 2H), 7.09 (t, 1H), 7.02 (d, 1H), 6.5
(d, 1H), 3.76-3.91 (in, 5H), 3.1- 3.33 (m, 2FI), 2.68 (m, 1H), 2.04-2.2 (m,
4H), 1,36468 (m, 4H), 1.28 (d, 3F1), 1.08 (d, 6H). Example 22
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
[1-(2-azepan-1-ykethyD-piperidin-4-y11- amide  MCN-tN0  This compound is
synthesized anarogoushy to Example 1 from 4-Cyclobutylrnethoxy-11-1-
indole-2-carboxylic acid 82 (preparation see below) and amine 5. MS (EST):
453.3 [M+Hr, 1H-NMR (DMSO-c18): 6 (ppm) 11.43(s, 1H), 8.21 (d, 1H), 7.19(s,
1H), 7.03 (t, 1H), 6.96 (d, 1H), 6.47 (d, 1H), 4.05 (d, 2I-D, 3.74 (in,
11-1), 2.86 (m, 2H), 2.78 (I, 1H), 2.55-2.7(m, 6H), 2.4 (m, 2H), 1.83-2.18
(in, 8H), 1.76 (in' 2H) 1.47-1.63 (n, 10H). Synthesis of
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid (82): (1)Step A:
4-Cyclobutylmethoxy-111-indole-2-carboxylic acid (83) DEAD (2.1 ml, 13.65
mmol) is slowly added to a solution of 4-hydroxy-1H-indole-2-carboxylic acid
ethyl ester 79 (2 g, 9.75 mmol), triphenyiphosphine (3.58 g, 13.65 mmol) and
cyclobutyl-methanol (1.25 ml, 12.26 mmol) In 20 mi of THF, so that the
temperature always remained betow 30 OC. Stirring is continued for 2 hours
and the solvent is then evaporated. The crude residue is purified by
chromatography (cyclohexane:Et0Ac /95:5).  - 73 - Yield: 1.86g (70%). MS
(ESI): 274.2 [M+Hr, 1H-NMR (CDC's): 3 (ppm) 8.83 (s, 1H), 7.35 (s, 1H), 721
(t, 1H), 6.98 (d, 1H), 6.49 (d, 1H), 4.4 (q, 2H), 4.07 (d, 2H), 2.85 (m, 1H),
2.17 (m, 2H), 1.95 (in, 4H), 1.42(t, 3H). 



(2)Step 13; 4-Cyclobutylmethoxy-1H-indole-2-carboxyfic acid (82) The
4-cyclobutylmethoxy-1H-indole-2-carboxylic acid ethyl ester 83 obtained above
is mixed with a 2M-solution of KOH in Et0H (16.9 ml, 33.8 mmol) and stirred
for 24 hours, The solvent is then evaporated and the residue is partitioned
between water and DCM. The water layer is acidified with HCI and extracted
twice with Et0Ac. The combined organic layers are washed with brine, dried
over anhydrous sodium sulfate, filtered and evaporated to give a white powder.
Yield: 1.65g (99%). MS (ES!): 246.3 (M+Hr, 1H-NMR (CDCIs): 6 (ppm) 11.74 (br.
s, 1H), 7.14 (t, 11-I), 7.03 (s, 1H), 6.99 (d, 1H), 6.51 (d, 1H), 4.05 (d,
2H), 2.8 (m, 1H), 2.11 (m, 2H), 1.93 (m, 4H). Example 23
4-Cyclobutylmethoxy-1H-Indole-2-carboxylic acid
(112-(3-(R)-hydroxy-piperidin-1-yl)ethyllpiperidin-4-y1}-amide  OH This
compound is synthesized analogousfy to Example 1 from
4-Cyclobtrtylmethoxy-1Hindole-2-carboxylic acid 82 (preparation see Example
22) and amine 12. MS (EV): 455.4 [WM., 1H-NMR (DMSO-d6): 6 (ppm) 11.43 (s,
1H), 8.22 (d, 11-9, 7.19 (s, 1H), 7.03 (t, 1H), 6,97 (d, 1H), 6.47 (d, 1H),
4.58 (bra, 1H), 4.05 (d, 2H), 3.75 (m, 1H), 3.43 (in, 1H), 2.88(m, 314),
2.78(m, 1H), 2.68(m, 1H), 2.42 (br. s, 4H), 1.83-2.2(m, 8H), '1.77 (m, 4I-1),
1.58 (m, 4H), 1.38 (m, 2H),  - 74 - Example 24
4-Cyciobuty1methoxy-1H-indo1e-2-carboxylic acid
(142-(4-hydroxy-piperidin-1-y1)-ethyllpiperidin-4-y1)-amide This compound Is
synthesized analogously to Example 1 from
4-Cyclobutylmethoxy-1Hindole-2-carboxylic acid 82 (preparation see Example 22)
and amine 21. 



MS (ESI): 455.4 [M+H)t, 1H-I9MR (DMSO-c16): 6 (ppm) 11,43 (s, 1H), 8.21 (d,
11-1), 7.19 (s, 1H), 7,03 (t, 1H), 6.98 (d, 1F1), 6.47 (d, 1H), 4.49 (s,
11-1). 4.05 (d, 2H), 3.73 (m, 1H), 3.41 (m, 111), 2.87 (m, 2H), 2.78 (m, 1H),
2.7 (m, 2H), 2.38 (in, 4H) 2.14 (m, 21--1), 1.83-2.07 (m, 8H), 1.76 (m, 2I-9,
1.68(m, 2H), 1.54(m, 2H), 1.35 (m, 21-9, Example 25 4-Cyclobutylmethoxy-11
i-indole-2-carboxyllc acid
{14243S,4S)-4-hydroxy-3-methylpiperidin-1-y1)-ethyli-plperidin-4-y1)-iamide
This compound is synthesized analogously to example 1 from
4-cyclobtrtylmethoxy-111- indoie-2-carboxylic acid, 82 (see example 22) and
amine 14. MS (ESI): 469.2 [M+H], 1H-NMR (DMSO-do): 6 (ppm) 11.44 (s, 1H), 8.21
(d, 1H), 7.19 (s, 1H), 7.03 (t, 11-9,6.96 (d, 1H), 6.46 (d, 11-I), 4.48 (d,
11-8, 4.04 (d, 21-I), 3.73 (br m, 1H), 2.64- 2.97 (m, 61-1), 2.37 (in, 41-1),
2.05-2.2 (m, 2H), 1.81-2.05 (m, 71-1), 1.65-1.81 (m, 3H), 1.461.65 (in, 3H),
1.27-1.46 (n, 2H), 0.86 (d, 3H)  - 75 - Example 26
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
11-12-(3-(R)--hydroxy-piperidin-1-y1)-ethyllploarldin-4-y1)-amide    



This compound is synthesized analogously to Example 1 from
4-Cyclobutylmethoxy-1Hindole-2-carboxylic acid 82 (preparation see Example
22) and amine 24, MS (ES!): 481.3 [M+Hr, 1H-NMR (DMSO-d6): 5 (ppm) 11.44 (s,
1H), 8.21 (d, 1H), 7.19 (s, 111), 7.03 (t, 114), 6.96 (d, 1H), 6.47 (d, 11-0,
4.31 (bra, 11-9, 4.04 (d, 2H), 3.8 (br. S, 1H), 3.74 (m, 114), 2.89 (m, 2H),
2.78 (m, 111), 2.42 (br. m, 61-0, 1.7-2.2 (m, 161-I), 1.56 (m, 41-0. Example
27 4-Cyclobutylmethoxy-1H-Indole-2-carboxylic acid
(1-1(3)-2-(4-hycfroxy-ptoeridin-110-propy0- pipericfin-4-y1)-amide This
compound is synthesized analogously to example 1 from
4-cyclobutylmethoxy-1HIndole-2-cerboxylic add, 82 (see example 22) and amine
W. MS (ESI): 469.2 [M-I-H1', 1H-NMR (DMSO-c16): 5 (ppm) 11.45 (s, 1H), 8.21
(d, 1H), 7,18 (s, 1H), 7.03 (t, 1H), 6.96 (d, 11-1), 8.45 (d, 111), 4.46 (cl,
1H), 4.05 (d, 211), 3.74 (in, 1H), 3.36 (nn, 111), 2.6-2.95 (m, 6H),
2.04-2.4(m, 71-0, 1.83-2.0 (m, 4H), 1.54-1.81 (m, 41-0, 1.45-1.63 (m, 211),
1.23-1.42 (m, 211), 0.92 (d, 3H).  - 76 - Example 28
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
(1-[(S)-2-((38,4S)-4-hydroxy-3-methylpiperidin-1-y1)-propyll-piperldin-411)--
amIde  OH  This compound is synthesized analogously to example 1 horn
4-cyclobutylmethoxy-11-iIndle-2-carboxylic acid, 82 (see example 22) and
amine 56. 



MS (ESI): 483.2 [WHY, 1H-NMR (DMSO-c16): 8 (ppm) 11.46 (s, 1H), 8.22 (d, 1Fi),
7.19 (s, 1H), 7.03 (t, 1F-1), 6.96 (d, 1H), 6.4e (d, 1H), 4.44 (d, 1H), 4.04
(d, 2H), 314 (m, 1H), 2.6-2.95 (m, 7H), 2.33(m, 1H), 2.24(m, 1H), 2,02-2.19(m,
4H), 1.82-2.01 (m, 6H), 1.66-1.81 (m, 3H), 1.45-1.64 (m, 2H), 1.2-1.43 (m,
2H), 0.91 (d, 31-1), 0.87 (d, 3H). Example 29
4-(3-Methyl-butyloxy)-1H-indole-2-carboxylic acid
{142-(4-hydroxy-piperidin-1-y1)-ethyllpiperidin-4-y1)-arnide dihydrochloride
This compound is synthesized analogously to Example 1 from
4-(3-methyl-butylm)-1Hindole-2-carboxylic acid (84) (preparation see below)
and amine 21. Yield: 110 mg (43%). MS (ESI): 457 [M+H]', 1H-NMR (DMSO-d6): 6
(ppm) 11.4(s, 1H), 10.5 - 10.8 (br, 2H), 8.58 (d, 1H), 7.22 (s, 1H), 7.05 (dd,
1H), 6.95 (d, 1H), 6.48 (d, 1H), 4.1 (t, 2H), 3.4 - 3.75 (m, 9H), 2.9 - 3.2
(m, 4H), 1.65 - 2.1 (m, 11H), 0.95 (d, 6H).  - 77 - Synthesis of
443-methy1-butyloxy1-1H-indole-2-carboxylIc acid (84): This compound is
synthesized analogously to (85) from 3-methyl-butan-1-ol. Yield: 0.549 (100%).
MS (ES1): 246 [M-HT. Example 30 4-Cyc1openty/methoxy-1H-indole-2-carboxylic
acid (112-(4-hydroxy-piperldin-1-y1)-ethyqpiperidin-411)-amide  



This compound is synthesized analogously to Example I from
4-Cyciopentylmethoxy-1Hindole-2-carboxyfic acid 86 (preparation see below)
and amine 21, MS (ESD: 469.3 [M+Hr, 1H-NMR (DMSO-d6): 0 (ppm) 11.42 (s, 1H),
8.19 (d, 1H), 7.18 (s, 1H), 7.01 (t, 11-1), 6.95 (d, 1H), 6.45 (d, 1H), 4.48
(br. a, 1H), 3.93 (d, 2H), 3.72 (m, 1H), 3.4 (m, 11-0, 3.15 (brs, 1H), 2.86
(m, 2H), 2.7 (m, 2H), 2.37 (m, 4H) 1.99 (m, 4H), 1.25-1.88 (m, 16H).
Synthesis of 4-CycloPenbilmethoxy4H-Indoie-2-carboxyllc acid 186)1 (1)Step A:
4-Cyclopentylmethoxy.1H-indole-2-carboxylic acid ethyl ester (87) DEAD (5.3
ml, 34.1 mmoi) is slowly added to a solution of
4-hydroxy-1H-Indole-2-carboxylic acid ethyl ester 79 (2 g, 24.36 rnmol),
trIphenylphosphine (8.959, 34.1 mmol) and cycropentyl-methanol (3.58 ml,
33.13 mmol) in 30 ml of THF, so that the temperature always remained below 30
OC. Stirring is continued for 2 hours and the solvent is then evaporated. The
crude residue is purified by chromatography (cyciohexane:Et0Ao / 90:10).  -
78 - Yield: 3.88 g (55%). MS (ESI): 288,3 [M+Hr, 1H-NMR (01DC13): 6 (ppm)
8.88 (br. s, 1H), 7,35 (s, 1H), 7.21 (t, 1H), 6.98 (d, 1H), 6.48 (d, 1H), 4.4
(q, 2H), 3.98 (d, 2H)1 2.47 (m, 1H), 1 89 (m, 2H), 1.65 (m, 4H), 1.42 (t, 3H
and overlapping rn, 2H). (2)Step B:
4-Cyclopentylmethoxy-1H-indole-2-carboxylic acid (88) The
4-cyclopentylmethoxy-1H-indole-2-carboxylic acid ethyl ester 87 obtained
above is mixed with a 2M-9olution of KOH in Et0H (33.8 ml, 67.6 mmol) and
stirred for 24 hours, The solvent is then evaporated and the residue Is
partitioned between water and ether. The water layer is acidified with HCI
and extracted twice with DOA. The combined organic layers are washed with
brine, dried over anhydrous sodium sulfate, filtered and evaporated to give a
white powder. Yield. 2.55 g (73%). MS (ESI): 260.1 [M+H]+, 1H-NMR (DNISO-d):
6 (ppm) 11.73 (br. s, 1H), 7.12 (t, 1H), 7.02 (s, 1H), 6.98 (d, 1H), 6.5 (d,
1H), 3.96 (d, 2H), 2.39 (m, 1H), 1.82 (m, 2H), 1.6 (m, 4H), 1.4 (m, 2H).
Example 31  4-(1,2-Dimethyl-propotry)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-ykethyl)-pipericlin-4-y1]- amide NC\ 



\N-ir This compound is synthesized analogously to Example 1 from
4-(1,2-Dimethyl-propoxy)-1Hindole-2-c-arboxylic acid 88 (preparation see
below) and amine 5.  MS (ES!): 455.2 [M+f-lf, 1H-NMR (DMSO-da 6 (ppm) 11.4 (s,
1H), 8.2 (d, 11-I), 7.18(d, 1H), 7.02 (dd, 1H), 6.93 (d, 1H), 6.47 (d, 1H),
4.37 (m, 1H), 3.74 (m, 1F-1), 2.88 (m, 2H), 2.52-2.62 (m, 6H), 2.37 (m, 2H),
1.89-2.06 (m, 3H), 1.75 (m, 2H), 1.46-1.62 (m, 10H), 1.24 (d, 3H), 1.0 (m,
6H).  - 79 - Synthesis of 441,2-Dfirethyl-propoxv)-1H-Indole-2-carboxyllc acld
[88): (1) Step A: 4-(1,2Dfmethyl-propoxy)-1H-Indole-2-carboxyl1c acid ethyl
ester (89) DEAD (5.3 ml, 341 mmol) is slowly added to a solution of
4-Hydroxy4H-indole-2-carboxylIc acid ethyl ester 79 (5 g, 24.36 mmol),
triphenylphosphine (8.95g, 34.1 mmol) and 3-Methylbutan-2-ol (3.58 ml, 33.13
mmol) in 50 ml of THF, so that the temperature always remained below 30 0C.
Stirring is continued for 3 days and the solvent is then evaporated. The crude
mixture is purified by chromatography on silicagel using first cyclohexane as
eluent, then increasing amounts of Et0Ac (from 5% to 50%). Yield: 2.49 (36%),
MS (ESI): 276.3 [11/1+14]., 1H-NMR (CDCla): 6 (ppm) 8.9 (br s, 1H), 7.35 (s,
1H), 7.2 (dd, 1H), 6.96 (d, 1H), 5.5 (d, 1H), 4,4 (q, 2H), 4.34 (t, 1H), 2.03
(m, 1H), 1.42 (t, 31-0, 1.31 (d, 3H), 1.04 (in, el-1). (2) Step B:
4-(1,2-Dtmethyl-propoxy)4F1-indole-2-carboxylic acid (88)
4-(1,2-Dimethyl-propoxy)-1H-indole-2-carboxylic acid ethyl ester 89 (2.4 g,
8.72 mrnol) is mixed with a 1M-solution of KOH in Et0H (418 ml, 87.2 mmol) and
stirred for 48 hours. The solvent is then evaporated and the residue is
partitioned between water and ether. The water layer is acidified with HCI and
extracted twice with ether. The combined organic layers are washed with brine,
dried over anhydrous sodium sulfate, filtered and evaporated to give a beige
powder. Yield. 2.14 g (99%). MS (ESI): 248.1 1M+1-11., 1H-NMR (DMSO-de): 6
(ppm) 6.92 (bra, 1H), 7.52 (s, 1H), 7.27 (m, 1H), 5.99 (d, 1H), 6.51 (d, 1H),
4.34 (m, 1H), 2.02 (m, 1H), 1.33(d, 3H), 1,04 (m, 61-0 Example 32 



4-(2,2-Dimethyl-propoxy)-1H-indole-2-cartoxylic acid [1-(2-azepan-1
-yl.ethyl)-piperidin-4-y11- amide  - 80 -  m-01-to  This compound Is
synthesized analogously to Example I from
4-(2,2-Dimethyl-propoxy)-1Hindole-2-carboxylic acid 85 (preparation see
below) and amine 6, MS (ESI): 455.3 [M+Hr, 1H-NMR (DM8048): 5 (ppm) 11.47 (s,
1H), 8.25 (d, IH), 7.25 (d, 1H), 7.06 (t, 1H), 6.39 (d, 1H), 6.48 (d, 1H),
3.72-3.84 (n, 3H), 2.92 (m, 1H), 2.54-2.63 (m, 6H), 2.41 (m, 2H), 2.04 (m,
2H), 1.79(m, 2H), 1.5-1.65(m, 11H), 1.1 (s, PH). Synthesis of
4-(2,2-Dirnethyl-propoxy)-1H-indole-2-carboxylic acid 185); (1)Step A:
4-(2,2-Dimethyl-propotcy)-1H-indole-2-carboxylic acid methyl ester (90) DEAD
(0.414 ail, 2,66 mmo8 Is slowly added to a solution of 4-Hydroxy-14-indole-2-
carboxyric acid meihy! ester 75 (363 mg, 1.9 mmol), triphenylphosphine (698
mg, 2.66 mmol) and 2,2-Dimethyl-propan-1-ol (228 mg, 2.58 mmol) in 8 rat of
THF. Stirring is continued for 20 hours and the solvent is then evaporated.
The crude mixture Is purified by chromatography on silicagel using
cyclohexane/Et0Ac (9/1). Yield: 271 mg (55%). MS (ESI): 261.9 [M+Hr, 11-1-NMR
(CDC6): .5 (ppm) 8.9 (br s, 1H), 7.39 (s, 11-9, 7.23 (lid, 1H), 7.0 (d, 1H),
6,47 (d, 1H), 3.95 (s, 3H), 3.74 (s, 2H), 1.0 (s, 9H). .(2)Step B:
4-(2,2-Dimethyl-propoxy)-111-Indote-2-carboxylic acid (85) 



4-(2,2-Dimethyl-propoxy)-1H-indole-2-carboxylic acid methyl ester 90 (270 mg,
1.03 mmol) is dissolved in 20 ml of THF. A 2M-solution of (JOH in water (5.2
ml, 11 mrnol) is added arid the mixture is stirred for 48 hours. The solvent
is then evaporated and the residue is partitioned between water and ether. The
water layer is acidiffed with I-ICI and extracted twice with Et0Ac. The
combined organic layers are washed with brine, dried over anhydrous sodium
sulfate, filtered and evaporated to give a yellow powder.  - 81 - Yiefd: 230
mg (90%). MS (ESI). 248.0 [M+Hr, 1H-NMR (DMSO-d6): 6 (ppm) 11.75 (br s, 1H),
7,13 (dd, H), 7.08 (s, 1H), 7.0 (d, 1H), 8.49 (d, 1H), 4.74 (s, 21-1), 1.97
(s, 9H). Example 33 4-(4-Methyl-pentylOxy)-1H-indole-2-carboxylfc
acid11-[2-(4-hydroxy-piperldln-1-A-ethyl]- piperidin-4-yfFamide
dlhydrochloride  N  This compound is synthesized analogously to Example 1 from
4-(4-methyl-pentyloxy)-1Hindole-2-carboxylic acid (91) (preparation see below)
and amine 21. Yield: 145 mg (70%). MS (ESD: 471 1M+Hr, 1H-NMR (DivISO-d0): 6
(ppm) 11.5 (s, 1H), 10.4 -10.7 (br, 211), 8.58(d, 111), 7.25(s, 1H), 7.05 (dd,
1H), 6.95 (d, 1H), 6.45 (d, 1H), 3.95 - 4.2 (m, 41-1), .2.95 -3.8 (m, 12H),
1.7 -2.1 (m, 10H), 1.6 (iii, 21-0, 1.35 (m, 2H), 0.9 (d, 6H). Synthesis of
444-methYl-Pentooxy)-1I-14ndole-2-carboxylic acid (91): This compound is
synthesed analogously to OM from 4-methyl-pentan-1-ol. 



Yiefd: 011 g (94%). MS (ESI): 260 [M-H], 1H-NMR (DMSO-d6): 6 (ppm) 12,8 (s,
1H), 11.65 (s, 1H), 7.1 (dd, 11-1), 7.0 (s, 11-0, 6.98 (d, 1H), 6.48 (d, 1H),
4.05 (1, 2H), 1.77 (t, 2H), 1.63 (m, 1H), 1.35 (m, 2H), 0.9 (d, 6H). Example
34 4-(3,3-Dimeihyl-butoxy)-1H-indole-2-carboxylic acid
{1-(2-(4-hydroxy-plperidin-1-y1)-ethylipiperidirial-y1)-amide dihydrochloride
tr( This compound is synthesized analogously to Example 1 from
4-(3,3-dimethyl-butoxy)-1Hindole-2-carboxylic add (92) (preparation see below)
and amine 21. YieIth 80 mg (24%). MS (ES!): 471 [M+H]', 1H-NMR (DMSO-d6): 8
(ppm) 11,4 (s, 1H), 10.5 (br, 1H), 8.58 (d, 1H), 7.17 (s, 11-0, 7.0 -.7.1  (m,
2H), 6.5 (d, 1H), 4.2 (m, 2H), 4.15 (rn, 1H), 3,85 (rn, 1H), 3.65 (m, 4H), 3.1
-3.5 (m, 8H), 2.0- 2.2 (m, 6H), 1,75 -1.85 (m, 4H), 1.03 (s, 9H). Synthesis of
443,3-Dimethy)-butoxy)-1H-indole-2-carboxylic acld (92): This compound is
synthesized analogously to (85) from 3,3-dimethyl-butan-1-ol. Yield: 1.1 g
(100%). MS (EST 260 [M-Hr, 1H-NMR (DMSO-d6): 5 (ppm) 12.8 (s, 1H), 11.65 (s,
1H), 7.12 (dd, 1H), 6.98 (s, 1H), 6.95 0, 11-9, 6.52 (d, 1H), 4.13 (t, 2H),
1.75 (t, 2H), 1.0 (s, 9H), Example 345
4-(Furan-2-yfmethoxy)-1H-Indole-2-carboxylIc add
[1-(2-azepan-1-yl-ethyl)-piperid in-4-y0- amide 0 



- 83 - This compound Is synthesized analogously to Example 1 from
4-(furan-2-yimethoxy)-1Hindoie-2-carboxylic acid 93 (preparation see below)
and amine 5. MS (EST 465.3 [M-1-H1., 1H-NMR (DMSO-d6): 6 (ppm) 11.48 (s, 1H),
8.13 (d, 11-9, 7.71 (s, 1H), 7.23 (s, 1H), 7.06 (t, 1H), 7.0 (d, 1H), 6,133
(m, 2H), 6.48 (s, 1H), 5.13 (s, 2H), 3.72 (m, 1H), 186 (m, 2H), 2.5-2.6 (m,
6H), 2,36(m, 2H), 2,0 (m, 2H), 1,74(m, 2H) 1.45-1,6(m, 10H). Synthesis of
4-ffuran-2-ylmethoxy)-1H-Indole-2-carboxylle acid (93): (1) Step A:
4-(furan-2-ylmethoxy)-1H-indole-2-carboxylic acid ethyl ester (94) DEAD (2.1
ml, 13.65 mmol) is slowly added to a solution of
4-hydroxy-1H-indole-2-carboxylic acid ethyl ester 79 (2 g, 9.75 mrnol),
triphenylphosphine (3.58 g, 13.65 mmol) and furan-2-ylmethanol (1.18 ml, 12.26
mmol) in 10 ml of 11-1F, so that the temperature always remained below 30 00.
Stirring is continued for 2 hours and the solvent is then evaporated. The
crude residue is purified by chromatography (cyclohexane:Et0Ac / 95:5). Yield:
0.78 g (27%). (2) Step B: 4-(furan-2-ylmethoxy)-1H-indole-2-carboxylic acid
(93) The 4-(furan-2-ylmethm)-1H-indole-2-carboxylic acid ethyl ester 94
obtained above is mixed with a 1M-solution of MOM In Et0H (13.3 ml, 13.3 mmol)
and stirred for 24 hours. The solvent is then evaporated and the residue is
partitioned between water and ether. The water layer is acidified with HCI and
extracted twice with Et0Ac. The combined organic layers are washed with brine,
dried over anhydrous sodium sulfate, filtered and evaporated to give a white
powder. Yield: 0.329 mg (48%). 1H-NMR (DMS0-4): 5 (ppm) 12.79 (bra, 1H), 11.73
(s, 1H), 7.69 (s, 11-1), 7.14 (t, 1H), 7.02 (d, 1H), 6.38 (s, 1H), 6.68 (d,
1H), 6.61 (s, 1H), 6.47 (s, 11-1), 5.16 (s, 21-1).  Example 36 



4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
11-(2-azepan-1-yl-ethyr)-piperidin-4-y1)- amide  This compound is synthesized
analogously to Example 1 from 4-(furan-3-ylmethoxy)-11-1- indole-2-carboxylic
acid 95 (preparation see below) and amine 5. MS (E61): 465.3 [M+H]t 1H-NMR
(DMS0-(11): 6 (ppm) 11.46 (s, 1H), 8.14 (d, 1H), 7.82 (s, 1H), 7,68(s, 1H),
7.22 (s, 1H), 7.06(t, 1H), 6.99(d, 1H), 6.62(s, 1H), 6.6 (d, 1H), 5.03s, 2H),
3.72 (m, 1H), 2.87 (m, 21-0, 2.52-2,62 (m, 61-1), 2.37 (m, 2H), 20(m, 2H),
1.75 (m, 2H) 



1.45-1.62 (m, 10H). Synthesis of 4-(furan4-ylmethoxy)-1H-indole-2-carboxylic
acid (95): (1)Step A: 4-(furan-3-ylmethoxy)-1H-Indole-2-carboxyllc acid ethyl
ester (96) DEAD (2.1 ml, 13.65 mmol) is slowly added to a solution of
4-hydroxy-1H-indole-2-carboxylic acid ethyl ester 79 (2 g, 9.75 mrnol),
triphenylphosphine (3.56 g, 13.65 mmol) and furan-3-ylmethanol (1.18 ml, 12.26
mmol) in 10 ml of THF, so that the temperature always remained below 30 OC.
Stirring is continued for 2 hours and the solvent Is then evaporated. The
crude residue is triturated with ether and the white precipitate is filtered
off. It contained mainly product. The mother liquor Is purified by
chromatography (cyclohexane:EIOAc / 95:5) and combined with the first
precipitate. Yield: 3 g (>100%). (2)Step B:
4-(furan-3-ylmethoxy)-111-indole-2-carboxylic acid (85)  - 85 - The
4-(furan-3-ylmethoxy)-1H-indole-2-carboxylic acid ethyl ester 96 obtained
above is mixed with a 1M-solution of KOH in Et0H (35 ml, 35 mmol) and stirred
for 24 hours, The solvent is then evaporated and the residue Is partitioned
between water and ether. The water layer is acidified with HCI and extracted
twice with Et0Ac. The combined organic layers are washed with brine, dried
over anhydrous sodium sulfate, filtered and evaporated to give a white powder.
Yield: 163 9 (65%). MS (ES!): 258,0 [M+Hr, 1H-NMR (DMS0-(16): 6 (ppm) 12.79
(br s, 1H), 11.71 (s,11-1), 7.81 (s, 1H), 7.67 (s, 1H), 7.13 (m, 11-1), 7.01
(m, 2H), 6.62 (m, 21-9, 5.07 (s, 2H). Example 37
4(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-j2-(4-hydroxy-piperidin-1-y1)-ethyllplperidn-4-y1)-amide This compound is
synthesized analogously to example 1 from
4-(furart-3-ylmethoxy)-1Hindole-2-carboxylic acid 95 (see example 36) and
amine 21. MS (ESI): 467 [M-I-H], 1H-NMR (DMSO-d6): 5 (ppm) 11.48 (s, 1H), 8.13
(d, 1H), 7.81 (s, 1H), 7.68 (t, 1H), 7.22 (d, 1H), 7.06 (t, 1H), 6.98 (d, 1H),
6.62 (s, 11-0, SM (d, 1H), 5.03 (s, 2H), 4.48 (d, 11-1), 3.73 (m, 1H), 3.4 (m,
1H), 2.86 (m, 2H), 2.7 (m, 21-1), 2.36 (br. s, 4H) 2.0 (m, 4H), 1.72 (m, 4H),
1.62 (m, 2I-9, 1.35 (m, 2H). 



Example 38 4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
(142-((36,4S)-4-hydroxy-3-methylpipeddin-1-y1)-ethyl3-piper1din-4-y1}-amide  -
86 - N-C N-Th \-NRHOH This compound is synthesized analogotisly to example 1
from 4-(furan-3-ylmethoxy)-1Hindole-2-carboxylic acid 95 (preparation see
example 36) and amine 14. MS (ESE): 481.2 (Ni+F114, 1H-NWIR (CO300): 6 (ppm)
7.63 (s, 1H), 7.51 (s, 11-0, 7.23 (s, 11-0, 7.13 (t, 1H), 7.04 (d, 1H), 6.6
(d, 1H), 6.57 (s, 11-9, 5.08 (Sr 2H), 3.9 (m, 1H), 2.83-3.12 (m, 5H), 2.55 (m,
4H), 2.21 (m, 21-0, 2.11 (m, 1H), 1.64-2.0 (m, 3H), 1.51-1.83 (m, 5H), 0.99
(d, 3H). Example 39 4-(Furan-3-ytmethoxy)-1H-indole-2-carboxyfIc acid
(1-1(S)-2-(4-hydroxy-p1per1dIn411)- propyll-piperidin-4-y1)-amide  This
compound is synthesized analogously to example 1 from
4-(furan-3-ylmethoxy)-1Hindole-2-carboxylic acid, 95 (see example 36) and
amine 50. MS (EST 481.2 [M+Ht, 1H-NMR (DM30-d8): 6 (ppm) 11.47 (s, 1H), 8.14
(d, 11-9, 7.82 (s,  1H), 7.68 (s, 1H), 7.22 (s, iH), 7.05 (t, 1H), 6.99 (d,
1H), 8.62 (a, 1H), 6.60 (d, 1H), 5.03 (d, 21-1), 4.45 (d, 1H), 3.73 (m, 1H),
3.37 (m, 1H), 2.9 (m, 1H), 2.8 (m, 1H), 2.6-2.75 (m, 3H), 2.05-2.37(m, 5H),
1.9 (m, 114), 1.65-1.8 (m, 4H), 1.42-1.62(m 2I4), 1.2-1,4 (m, 2H), 0.92 (d,
3H).  



- 87 - Example 40 4-(Euran-3-yimethoxy)-1H-indole-2-carboxylic acid
{1-[(S)-2-((3S,43)-4-hydroxy-3-methylpiperictin-1-y1)-propyii-piperidin-4-y1)
-amide This compound is synthesized analogously to example 1 from
4-(furan-3-ylmethoxy)-1Hindole-2-carboxyfic acid, 95 (see example 36) and
amine 56. MS (EST): 495.2 im+Hr, 1H-NMR (DMSO-do): 6 (ppm) 11.46 (s, 1H),
814(d. 1H), 7.82(s, 1H), 7.68 (s, 1H), 7,23 (s, 111), 7.05 (t, 1H), 6.99(d,
1H), 6.62 (s, 1H), 6.6 (d, 1H), 5.03 (s, 21-I), 4.43 (d, 1H), 3.72 (m, 1H),
2.58-2.94 (in, 51-1), 2.32 (m, 1H), 2.24 (m, 1H), 2.03-2,19 (m, 21-0,
1.84-1.96 (m, 2H), 1.66-1.79 (m, 3H), 1.42-1.62 (m, 2H), 1.2-1.41 (m, 3)1),
0.91 (d, 3H), 0.86 (1, 31-1). Example 41  4-Benzyloq-1H-Indole-2-carboxylic
acid [1-(2-azepan-1-yl-ethyl)-piperidin-4-yi]-amide This compound is
synthesized analogously to Example 1 from 4-Benzyloxy-11-1-indole-2-
carboxylic acid and amine 5. MS (ESO: 475.3 [M+H)+, 1H-NMR (DM8046): 5 (ppm)
11,5 (s, 1H), 8.16 (d, 1H), 7.3-7.54 (m, 51-1), 7.20 (d, 11-0, 7.06 (t, 1H),
7.0 (d, 1H), 6.6 (d, 1H), 5.18 (s, 2H), 3.74 (m, 1H), 2.86 (m, 21-0,
2.47-2.62(m, 611), 2.37(n, 21-1), 2.0 (m, 21-1), 1.75 (rn, 211), 1.45-1.64(m,
10H).  - 88 - Example 42
4-(5-chloro-benzoturan-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(15,9aR)-1-(octahydroquinolizin-1-yl)Methyli-plperidin-4-yll-amide
dihydrochloride  



This compound is synthesized from
445-chloro-berizofuran-3-ylmethoxy)-1H-Mdole-2- carboxylic acid (97)
(preparation see below) and amine 61 analogously to the method described in
example 1. Yield: 200 mg (59%). MS (ESI): 575 [M+Hr, 1 H-NIVIR (DMS0-4): 6
(ppm) 11.5 (s, 1H), 10.1  10.7 (m, 211), 8.5 (t, 1H), 8.24 (s, 1H), 7.75 (d,
11-1), 7.68 (d, 1H), 7.37 (dd, 1K), 7.25 (m, 111), 7.1 (m, 1H), 7.05(d, 111),
6.7 (d, 1H), 5.35 (s, 2H), 4.0 (m, 1H), 2.8 - 3.6 (m, 14H), 1.3  2.1 (m, 12H).
Reaction Scheme 13:  - 89 - Synthesis of 4-11ydroxy-indole-1 a-dicarboxylic
acid 1-tert-butyl ester 2-ethyi ester 0021:  (1) Step A:
4-Benzyloxy-Mdole-1,2-dfcarboxylic acid 1-tert.buty1 ester 2-ethyl ester (103)
4-Senzyloxy-1H-indoie-2-carboxylic acid ethyl ester (50q, 169.3 mmof) is
dissolved in 500 ml of ethyl acetate and DMAP (141 mg, 3.4 mmol) Is added.
Then the mixture is cooled to 0C and 80C20 (36.9 g, 169.3 rnmol), dissolved in
20 ml of ethyl acetate, is added dropwise. After completion of addition the
reaction mixture is allowed to stir over night at room temperature. The
mixture is washed with 1M tartaric acid and brine. The organic layers are
dried over sodium sulfate and evaporated Yield: 72 g of a colorless oil, which
is used in the next step without further purification. MS (ESI): 396 1M+H)+,
1H-NMR (DMS0-43): 6 (ppm) 7.51 (m, 1H), 7.47 (m, 2H), 7.40(m, 



1H), 738 (it, 211), 7.31 (m, 1H), 7.21 (s, 1H), 6.92 (d, 1H), 5.26 (s, 2H),
4.28 (q, 2H), 1.56 (s, 9Ff), 1,31 (t, 3H). (2) Step B:
4-Hydroxy-indo1e-1,2-dicarboxylic acid 1-tert-butyl ester 2-ethyl ester (102)
103 (46.2 g, 116.8 mmot) is dissolved in ethanol (300 in!) and after addition
of ammonium formlale (8,3 g, 128.5 mmol) and 10% Pd-C (5 g) the mixture Is
stirred at room temperature for 1 h. Then the mixture is filtered off,
Evaporation under reduced pressure gave 6.899 of a white solid, which is
further purified by recrystallisation from ether / hexanes. Yield: 27.75 g
(78%). MS (ES!): 304 [M-Hc. 1H-NMR (DMS0-4): 6 (piam) 10.1 (s, 1H), 7,38 (d,
1I1), 7.26 (5, 1/1), 7.23 (dd, 1H), 6.66 (d, 1H), 4,3 (q, 2H), 1.56 (s, 91-1),
1.3 (t, 3H), Synthesis of
4-(5-chloro-benzofuran-3-ylmethoxyl-1H-Mdole-2-carboxylic acid (97): (1)Step
A; 2-(Benzotriazol-1-ylmethoxy)-5-chloro-benzaldehyde (98)
5-ChIcro-2-hydroxy-benzaidehyde (8.45 g, 54 mmol) is dissolved in DME (100
nil) and after addition of 1-(chlormethy9-1H-benzotriazole (9.96g, 59.4 mmol)
and K2COs (9.7 g, 70.2 mmol) the mixture is stirred at 45C for 1 h (TLC
control). Then the mixture is evaporated under high vacuum. The residue Is
diluted with ethyl acetate, washed with brine and dded  - 90 - over Na2804.
Evaporation gave 3.9 g of a colorless solid. The product is used in the next
step without further purification. Yield: 17 g (100%) of a white solid. MS
(ESI): 288 [M+H], 1H-NMR (DMS0-4): 6 (ppm) 10.01 (s, 1H), 8.08 (d, 1H), 7.97
(d, 1Ff), 7.78 (dd, 1H), 7.68 (d, 1H), 7.62 (dd, 1H), 7.55(d, 1H), 7.43 (dd,
1H), 6.96 (s, 2H). (2)Step B:
1-(4-Chloro-2-oxiranyl-phenoxynnethyl)-11-1-benzotriazole (99) 98 (15,5 g, 54
mmol) is dissolved in 150 ml of DCM and 150 ml of 40% aqueous sodium hydroxide
solution. After addition of trimethylsulfonium iodide (14.3 g, 70.2 mmol) and
tetrabutylammoniumiodide (1,4 g, 3,8 mmoft, the mixture is refluxed for 18h.
The reaction mixture is diluted with DCM, washed with water and the organic
layers are dried over Na2804. Evaporation gave 18.7 g of a yellow oil, which
is further purified by flash-chromatography (silicagel, ethyl acetate /
hexanes 3:7) Yield: 11.79 (72%) of a colorless oil. MS (ESI): 302 [M+Hr,
1H-NMR (DMSO-d5): 6 (ppm) 8.08 (d, 1H), 7.92 (d, 1H), 7.62 (dd, 1H), 7.5 (dd,
1H), 7.45 (dd, 1H), 7.4 (dd, 1H), 6.92 (d, 1H), 6.83 (dd, 11-1), 3.8 (m, 1H),
2.8 (dd, 2H), 2.48 (dd, 1H). (3)Step C: (5-Chloro-benzofuran-3-yI)-methanol
(100) 



99 (25.7 g, 85.1 mmol) is dissolved in 300 ml of tetrahydrofurane and cooled
to -78C. A 2M solution of LDA in THF (93.7 ml, 187.4 mmop is added dropwise
within 45 mm. The reaction mixture is allow to warmup to room temperature
within 17 h. Then the reaction mixture is quenched with saturated aqueous
ammonium chloride solution and evaporated under reduced pressure. The residue
is diluted with ethyl acetate, washed with water and brine and dried over
sodium sulfate. Evaporation gave 17.29 of an brown resin which is further
purified by flash-chromatography (silicagel, ethyl acetate / hexanes 2:8).
Yield: 10.4g mg of a white solid (67%). MS (ESI): 181 [M-Hr, 1H-NMR
(DMSO-d6): 0 (ppm) 7.91 (d, 1H), 7.72 (d, 1H), 7.56 (d, 1H), 7.32 (dd, 1H),
5.18 (t, 11-1), 4.58 (d, 2H). (4)Step D:
4-(5-Chloro-benzofuran-3-pmethoxy)-indole-1,2-dicarboxylic acid 1- tert-butyl
ester 2-ethyl ester (101)  100 (4 g, 21.9 mmol), 102 (6.7 g, 21.9 mmol),
triphenylphosphine (17.3 g, 65.8 mmol) and 40% diethyl azadicarboxylate
solution (31.8 nil, 65.8 mmol) are dissolved in THF and cooled  - 91 - to 0C.
Then a solution of N-ethyldiisopropylamine (11.2 ml, 65.8 mmol) in THE is
added dropwise. After the addition is completed, the mixture is stirred at
room temperature for 2 h. Then the mixture is evaporated under reduced
pressure. The residue is diluted with ethyl acetate, washed with saturated
NaHCO3-solutIon and dried over Na2304. The crude product Is purified by
Hash-chromatography (ethyl acetate / hexanes (3:7), silicage)). Yield: 7.7 g
(75%) of a slightly colored oil. MS (ESP): 469 [Mr, 1H-NMR (DMSO-d6): 6 (ppm)
8.27 (s, 1H), 7.79 (d, 1H), 7.63 (d, 1H), 7.53 (d, 1H), 7.40 (d, 1H), 7.36
(dd, 1H), 7.21 '(8, 1H), 7.04 (d, 1 H), 5.42 (s, 2 H), 4.29 (q, 2 H), 1.55
(s, 9 H), 1.29 (t, 3 H). (5)Step E: 4-(5-C hie
ro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid (97) 101 (7.7 g, 16.3
mmol) is dissolved in 15 ml of a 1:1:1 mixture of THF / water! ethanol and
after addition of KOH pellets (5,4 g, 81,9 mmok) the mixture Is stirred for 2
h at 85C Then the organic phase is evaporated under reduced pressure. The
residue is dissolved in ethyl acetate, acidified with 2M NCI and filtered
off. The crude product is purified by crystalisation from ethyl acetate.
Yield: 4.4 g (79%) of white crystals. MS (ESI): 340 [M-HI, 1H-NMR (DMSO-d8):
5 (ppm) 12.8 (s, 1H}, 11.7 (s, 1H), 8_25 (s, 1H), 7,79 (d, 1H), 7.62 (d, 1H),
7,35 (dd, 1H), 7.15 (dd, 1H), 7.0- 7.05(m, 2H), 6.71 (d, 1H), 5.39(s, 2H).
Example 43 



4-(5-Chloro-benzoturan-3-ylmethoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-ykethyl)- piperidirr-4-ylEamide  - 92 - This compound is
synthesized from 4-(5-chloro-henzofuran-3-yfmethoxy)-1H-indole-2- carboxylic
acid (97, see example 42) and amine 5 analogously to the method described in
example 1. Yield: 52 mg (16%). MS (ESO: 549 [M4-H)4, 1H-NMR (DMSO-d6): 6 (ppm)
10.98 (hr s, 1H), 8.12 (s, 1H), 7.68 (d, 1H), 7.53 (d, 1H), 7.0 -7.2 (m, 5H),
6.65 (d, 1H), 5.43 (s, 2H), 3.75 (m, 1H), 2.35 - 2.65 (m, 12H), 2.1 (m, 2H),
1,8 (m, 2H), 1.5 - 1,6 (m, 8H). Example 44
4-(5-Chloro-benzofuran-3-yimethoxy)-1H-indole-2-carboxylic acid
{142-(4-hydroxy-piperidin1-y1)-ethylholperldin-4-y1}-amide CI \ ii H
/N-Th\_10-0H This compound is synthesized from
4-(5-chloro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (97, see
example 42) and amine 21 analogously to the method described in example 1.
Yield: 50 mg (24%). MS (ES!): 551 [WM', 1H-NMR (DMSO-de): 6 (ppm) 11.45 (s,
1H), 8.22 (s, 1H), 8.12 (d, 1H), 7.78 (s, 1H), 7.67 (d, 11-0, 7.37 (d, 111),
7.18 (s, 11-0, 7.08 (dd, 1H), 7.02 (d, 111), 6.57(m, 1H), 5.33 (s, 211), 4.49
(h, 1H), 3.7 (m, 111), 3.4 (m, 1H), 185 (m, 211), 2.7 (m, 2H), 2,5 (m, 2H),
2.35 (m, 2H), 1.95 (m, 411), 1.25- 1.8 (m, 81-1). Example 45 



- 93 -    This compound is synthesized from
4-(5-ohloro-benzofuran-3-ylrnethoxy)-1H-indole-2- carboxylic acid (97, see
example 42) and amine 14 analogously to the method described in example 1.
Yield: 85 mg (45%). MS (ESI): 565 im+Fir, 1H-NMR (120t, DMSO-d6): 6 (ppm)
11.29 (br s, 1H), 8.2 (d, 1H), 84 (s, IH), 7.74 (s, 1H), 7.57 (d, 1H), 7,34
(d, 1H), 7,22 (s, 1H), 7.09 (m, 1H), 5.72 (d, 1H), 5.39 (s, 2H), 2.6 - 4.1
(m, 15H), 1.75- 2.2 (m, 8H), 1,00 (d, 3H). Example 46
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxypiperidin-111)-propy1)-piperidln-4-y1)-arnide
dihydrochloride  /ND__10__QH  This compound is synthesized from
4-(5-chloro-benzoturan-3-ylmethoxy)-1H4ndole-2- carboxylic add (97, see
example 42) and amine 50 analogously to the method described in example I.
Yield:125 mg (71%). MS (ESI): 565 [M+Hr, 1H-NlYIR (DM80-d6): 6 (ppm) 11.5 (s,
1H), 10.3 - 10.7 (br, 2H), 8.52 (d, 1H), 8.24 (a. 1H), 7.75 (d, 1H), 7.68 (d,
1H), 7.35 (dd, 1H), 7.23 (s, 1H), 7.1 (dd, 1H), 7.03(d, 1H), 6.7 (d, 1H),
5,35(s, 2H), 5.1 (br, 1H), 4.05 (m, 1119, 2.7 - 3.7 (m, 12H), 1.7- 2.1 (m,
8H), 1.35 / 1.3 (d, 3H) (rotamers). 



- 94 - Example 47 4-(5-Chloro-benzofuran-3-ylmethm)-1H-indole-2-carboxylic
acid {11(8)-2-((35,48)-4-
hydroq-3-methyl-piperidin-114)-propyl1-piperidin-4-y1}-amide dihydrochloride
This compound is synthesized from
4-(5-chloro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (97, see
example 42) and amine 56 analogously to the method described in example 1.
Yield: 123 mg (64%). MS (ESI): 579 [M+Hr, 11-I-NMR (DMSO-de): 5 (ppm) 11.5
(s, 1H), 10:4 -10.6 (br, 2H), 8.52 (d, 1H), 8.26 (s, 1H), 7.77(d, 1H), 7.68
(d, 1H), 7.38 (dd, 1H), 7.23(s, 1H), 7.12 (dd,11-1), 7.03 (d, 1H), 6.7 (d,
114), 6.35 (s, 2H), 5.1 (br, 1H), 4.05 (m, 1H), 2.8 3.9 (m, 13H), 1.9-2.1 (m,
6H), 1.31 (d, 3H), 0.94(d, 3H). Example 48
4-(4-Fluoro-benzofuran-3-ylmetkoxy)-1H-Indole-2-carboxylic acid
(1-1(1819aR)-1-(octahydroquinolizin-1-Amethyl]-pipericlin-4-y1}-amide
dihydrochloride   



- 95 - This compound Is synthesized from
4-(4-fluoro-benzofuran-3-rethoxy)-1H-indole-2- carboxyric add (104)
(preparation see below) and amine 61 analogously to the method described in
example 1. Yield: 49 mg (22.5%). MS (ES!): 559.3 [M+Hr, 1H-NMR (DMS0-1:18): 6
(ppm) 11,5 (s, 1H), 10.5 (br d, 1H), 10.2 (br d, 1H), 8.45 (rn, 1H), 8.25 (s,
1H), 7.5 (d, 1H), 7.38 (m, 1H), 7.25 (m, 1H), 7.1 (m, 2H), 7.03 (d, 1H), 6,7
(d, 11-0, 5.3 (s, 2H), 4.0 (m, 1H), 2.8 - 3.6 (m, 14H), 1.3-2.1 (m, 12H).
Synthesis of 4-(4-fiuoro-benzofurari-3-ylmethoxykl H -I n do I 9-2-carboxyl lc
acid (104): This compound is synthesized from 2-fluoro-6-hydroxy-benzalciehyde
analogously to the method described for 97 (see example 42). Yield: 220 mg
(49%) of white crystals. MS (Sp: 324.3 (M-HT. Example 49
4-(4-Fluoro-benzofuran-3-yimethoxy)-1H-indole-2-carboxylic acid
(1-(214-hydroxy-ploeridin1-y1)-ethapiperldin-4-y1)-arnide dihydrochloride  OH
This compound is synthesized from
4-(4-fluoro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic add (104, see
example 48) and amine 21 analogously to the-method described in example 1.
Yieid: 100 mg (81%). MS (ESI): 535 [M4I-i]', 1H-NMR (DMSO-d6): 6 (ppm) 11.45
(s, 1H), 10.5 (br, 1H), 10.35 (br, 1H), 8.48 (d, 1H), 8,23 (m, 2H), 7.5 (d,
Ft), 7.35 (m, 11-1), 7.2 (s, 1H), 7.1 (m, 1H), 7,03 (d, 1H), 8.7 (d, 1H), 5.3
(s, 2H), 5.05 (br, 1H), 4.05 (in, 1H), 2,9 - 3.75 (m, 13H), I.65-2.1 (m, 8H).



- 96 - Example 50 4-(Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(1S,9aR)-1-(octahydroquinolizin-1-yl)methyr)-piperidin-4-ylyamide
dihydrochloride  This compound is synthesized from
4-(benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic add (106) (preparation see
below) and amine 61 analogously to the method described in example 1, Yield:
68 mg (34%). MS (EST 541 [M+Hr, 1H-NMR (DMSO-d6): 6 (ppm) 11,56 (s, 1H), 10,5
(br d, 1H), 102 (br d, 111), 8.5 (t, 1H), 8.18 (s, 1H), 7.72 (d, 1H), 7.6 (d,
11-1), 7.25-7.35 (m, 31-1), 7.12 (d, 1H), 7.03 (d, 1H), 6.75 (d, 1H), 5.57
(s, 2H), 4.01 (it, 1H), 2.8-3.6 (m, 141-1), 1.3 - 2.1 (m, 12H). Synthesis of
4-ibenzofuran-3-yarrethoxylAH-Indole-2-carboxylic acid 1t05);  This compound
is synthesized from 2-hydroxy-benzaldehyde analogously to the method
described for 97 (see example 42). MS (EST 306 PVI-Hr, 1H-NMR (DMSO-de); 6
(ppm) 12.8 (br s, 1H), 11,7 (s, 1H), 8.15 (s, 1H), 7.73 (d, 1H), 7.58 (d, I
1-0, 7,33 (cid, 1H), 7.29 (dd, 1H), 7.15 (dd, 1H), 7.05 (s, 1H), 7.02 (d,
1H), 6.73 (d, 1H), 5.38 (s, 2H). Example 51
4-(Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-j2-(4-hydroxy-piperidinty1)- ethyli-plperidin-4-yl}-amide  -97.-  



This compound is synthesized analogously to example 1 from
4-(benzofuran-3-ylmethoxy)- 1H-indole-2-carboxylic acid, 105 (see example 50)
and amine 21. ris (ES1): 517.2 [M+Hr, 1H-NMR (DMSO-de): 5 (ppm) 11.48 (s, 1H),
8.17 (s, 1H), 8.1 (d, 7.28 (d, 1H), 7.18 (s, 1H), 7.09 (t, 1F-1), 7,01 (d,
3.71 (in, 1H), 3,39 (m, 111), 2.84 (m, 2H), 2.69 (m, 214), 2.35 (m, 4H) 1.98
(m, 4H), 1.69 (m, 4H), 1,48 (in, 2H), 1.34 (m, 2H). Example 52
4-(Benzofuran-3-yrmethoxy)-1H-indole-2-carboxylic acid
(1-(2-((36,48)-4-hydroxy-3-methylpiperidin-1-y1)-ethyli-piperidin-4-y1)-amide
This compound is synthesized analogously to example 1 from
4-(benzofuran-3-ylmethoxy)- 1H-indole-2-carboXylic acid (105, see example 50)
and amine 14. MS (ES1): 531.2 [M+1-114, 1H-NMR (DMSO-d6): 6 (ppm) 11.48 (s,
1H), 8.17 (s, 1H), 8.11 (d, 1H), 7.72 (d, 1H), 7,61 (d, 1H), 7.35 (1, 1H), 



7.29 (1, 1H), 7.19 (s, IF-I), 7.09 (t, 1H), 7.01 (d, 1H), 8,71 (d, 11-1),
5.35 (d, 2H), 4.47 (d, 114), 3.7 (m, 1H), 3.3 (m, 1H), 2.65-2,91 (in, 5H),
2,34 (m, 4H), 1.83-2.04 (m, 3H), 1.55-1,77 (m, 3H), 1.27-1.63 (m, 5H), 0.85
(d, 3H)  - 98 - Example 53
4-(Benzofuran-3-ylmethoxy)-11-1-indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperldin-1-y1)- propyll-piperidin-4-y1}-amide 



N N N-y N )-OH This compound is synthesized analogously to example 1 from
4-(benzofuran-3-ylmethoxy)- 1H-indole-2-carboxylic acid, 105 (see example 50)
and amine 50. MS (ESI): 531.3 [M+H]t 1H-NMR (DMSO-c18): 5 (ppm) 11.48 (s, 1H),
8.17 (s, 1H), 8.11 (d, 1H), 7.72 (d, 1H), 7.61 (d, 1H), 7.35 (t, 1H), 7.29 (t,
1H), 7.19 (d, 1H), 7.09 (t, 1H), 7.01 (d, 1H), 6.71 (d, 1H), 5.35 (s, 2H),
4.44 (d, 1H), 3.7 (br m, 1H), 3.35 (m, 11-9, 2.97 (m, 1H), 2,6- 2.9 (m,
41-9,2.0-2.35 (m, 41-1), 1.89 (m, 1H), 1.63-1.77 (m, 3H), 1.4-1.6 (m, 3H),
1.2-1.38 (m, 3H), 0.90 (d, 31-I). Example 54
4-(Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-((3S,45)-4-hydroxy-3-
methyl-piperidin-1-y1)-propylFpiperidin-4-y1}-amide  ON  - 99 - MS (ESO: 545.2
jk/H-14)., 1H-NMR (DMSO-d5): a (pprn) 11.48 (5, 1H), 8.17 (s, 11-9, 811 (d,
1H), 7.72 (d, 1H), 7.61 (d, 1H), 7,35 (t, 11-1), 7.29 (t, 1H), 7.19 (s, 1H),
7.09 (t, 1H), 7.01 (d, 1H), 6.71 (d, 1H), 5.35 (s, 211), 4.43 (d, 1H), 3.71(m,
1H), 2.59-2.92 (m, 6H), 2.31 (m, 1H), 2.22 (m, 11-1), 2.01-2.17 (m, 2H), 1.88
(m, 2H), 1.613476 (in, 3H), 1.2-1,58 (m, 4H), 0.89 (d, 3H), 0.86 (d, 311).
Example 55 4-(6-Fluoro-benzoturan-3-ylmathoxy)-1H-indo/e-2-carboxylic acld
{11(1S,9aR)-1-(octahydroquinolizin-1-y)rnethyll-piperidin-4-0-amide
dihydrochforide 



YCN  This compound is synthesized from
4-(6-fluoro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (106)
(preparation see below) and amine 61 analogously to the method described En
example 1. Yield: 80 mg (41.2%). MS (ES!): 559 [M+Hl+, 1H-NMR (DMSO-de): 6
(ppm) 11_55 (s, 1083 (hr d, 1H), 10.35 (hr d, 1H), 8.5 (m, 1H), 8.2 (s, 1H),
7.72 (dd, 1H), 7.58 (dd, 111), 7.25     11-0, 7.2 (m, 1H), 7.1 (d, 111), 7.03
(d, 1H), 6.7 (d, 1H), 5.35 (s, 2H), 4.0 (iii, 111), 2.5 - 3.6 (m, 14H), 1,3 -
2.1 (m, 12H). Reaction Scheme 14:   Synthesis of
4-(8-fluoro-banzofuran-3.ylmethoxy)-1H-indole-2-carboxylic acid (108):  (1)
Step A: (3-Fluoro-phenoxy)-acatic acid ethyl ester (107) 3-Fluoro-phenol
(100g. 892 mmol) is dissolved in acetone (250 mf) and after addition of
chloro-acetic acid ethyl ester (114 ml, 1.07 moil and K2CO3 (249g. 1.78 moll
the mixture is refluxed for 24h. After cooling down to 0C, the mixture is
filtrated and the filtrate is evaporated under reduced pressure. Yield: 198 g
(100%) of a red oil. (2) Step B: 2-(3-Fluoro-phenoxy)-3-oxo-succinfc acid
diethyl ester (108) 60% NaH in mineral oil (19.5 9,488.4 mmol) is covered
with 600 nil of dry diethyl ether. Ethanol (28.1 nil, 444 mmol) is added
dropwise within 25 min, Then oxalic acid diethyl ester (66 ml, 468 mmol) is
added dropwfse within 20 min. After 10 min stirring at room temperature, the
mixture is heated to reflux A solution of 107 (88g, 444 rnmol) in 80 ml of
dry diethyl ether Is added dropwise within 30 Mn and the mixture is allowed
to reflux for 1 hour. After cooling down to room temperature, the reaction
mixture is poured on 2M HCI (400 mi)l ice (400 g) and extracted with diethyl
ether. The organic layers are dried over sodium sulfate, ffitatrated and
evaporated. The crude product is purified by filtration over silica gel
(ethyl acetate! hexane 1:1). Evaporation gave 1409 of an red oil. The mineral
oil could be removed using a seporatoty funnel. Yield: 1329 (100%), 



(3)Step C: 0-Fluoro-benzofuran-213-dicarboxylic acid diethyl ester (109)  -
101 - 108 (66 g, 221.3 mmol) is dissolved in 245 ml of cooled (-15C) conc.
sulfuric acid and stirred for 3 h whereas the reaction mixture slowly warmed
up to room temperature. Then the mixture is poured onto 1 kg of ice and
extracted with diethyl ether. The organic layers are washed with brine, dried
over sodium sulfate, filtrated and evaporated. The crude product is used in
the next step without further purification. Yield: 19.7g (32%) of a yellow
oil. MS (ESI): 281 [M+11]+, 1H-NMR (DMSO-d6): 6 (ppm) 7.88 (dd, 1H), 7.82
(dd, 1H), 7.35 (ddd, 1H), 4.38 (m, 4H), 1.33 (t, 3H), 1,32 (t, 6H). The
cycilsation gave exclusively the 6-substituted benzofurane. (4)Step D:
6-Fluoro-benzofuran-3-carboxylic acid ethyl ester (110) 109 (40 9, 142.7
mmol) is dissolved in 300 ml of a DMSO and after addition of sodium chloride
(16.7g. 285.4 mmol) and water (5.1 ml) the mixture is stirred for 4h at 160C
(temperature of reaction mixture). Then the mixture is allowed to cool down
and evaporated at high vacuum. The residue is dissolved in ethyl acetate,
washed with water and brine and dried over sodium sulfate. Evaporation gave
14.8 g of an red oil, which is further purified by filtration over silica gel
(ethyl acetate I hexanes 2:8). Yield: 7.8 g (26%) of a yellow solid. MS
(ESI): 208 fmr, 1H-NMR (DMSO-c19): 6 (ppm) 8.77 (s, 1H), 7.92 (dd, 1H), 7.68
(dd, IN), 7.29 (ddd, 1H), 4.35 (q, 2H), 1.32 (t, 311). (5) Step E
(6-Fluoro-benzofuran-311)-methanol (111) 1M LIAIH4-solution in THF (75.9 ml,
75.9 mmol) is diluted with 100 ml of THF and cooled to 0C. 110 (7.9 g, 37.9
mmol) is dissolved in 100 ml of THF and added dropwise within 30 min. After
completed addition the mixture is allowed to stir at rt for 2h. Then the
reaction mixture is cooled to -15C and 10 ml of a 1M NaOH solution is added
very slowly. The the mixture is filtrated over celite and evaporation under
reduced pressure gave 5.3 g of a yellow oil. (6) Step F:
4-(6-Fluoro-benzofuran-3-ylmethoxy)-indole-1,2-dlcarboxylic acid 1-
tert-butyl ester 2-ethyl ester (112) 111 (2 g, 12 mmol), 102 (3.7 g, 12
mmol), triphenylphosphine (9.4 g, 36.1 mmol) and DIPEA (6.2 ml, 36.1 mmol)
are dissolved in 50 ml of THE and cooled to 0C. Then 40% ethyl
azodicarboxylate solution in THF (15.7 ml, 36.1 mmol) is added dropwise.
After completed  - 102 - 



addition the mixture Is stirred for 16h (TLC control) at rt. Then the mixture
Is evaporated under reduced pressure. The residue Is diluted with ethyl
acetate, washed sat. NaHCO3- and NaCI-solution, and dried over Na2SO4. The
crude product is purified by Flash-chromatography (ethyl acetate! hexanes
(1:9), silicagel), Yield: 1.2 g (22%) of a red oil. MS (EST 454 [Whir,
11-I-NMR (DMSO-de): 6 (ppm) 8.22 (e, 1H), 7.73 (dd, 1H), 7.58 (dd, 11-1),
7.53 (d, 1H), 7.38 - 7.40 (m, 2H), 7.15- 7.7.25 (m, 1H), 7.05 (d, 1I-I), 5.43
(s, 2 H), 4.05 (q, 2 H), 1.55 (s, 9 H), 1.29 (t, 3 H). (7)Step G:
4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid (108) 112(1.2
g, 2.6 mmol) is dissorved in 30 ml of a 1:1:1 mixture of TI-IF, ethanol and
water. And after addition of KOH pellets (742 mg, 13.2 mmol) the mixture Is
stirred for 2h (TLC control) at 85C. Then the organic solvent are removed
under reduced pressure. The residue is cooled to 0C and treated with 2M NCI.
The crude product is filtered off and dried under high vacuum. The crude
product (800mg) is recrystallized from ethl acetate. Yield: 520 mg (60%) of
colorless crystals. MS (ESI): 324 [M-HI, 1H-NMR (DMSO-d8): (ppm) 128 (br s,
1H), 11.7 (s, 1H), 8.18 (s, 1H), 7.73 (dd, 1H), 7.57 (dd, 1 H), 7.18 (dd,
1H), 7.15 (d, 1H), 7.05 (s, 11-1), 7.02 (d, 1H), 6.72 (d, 11-1), 5.38 (s,
2H). Example 56 4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid (142-(4-hydroxy-piperidinl-y1)-ethyll-piperidin-4-ylpamide
dihydrochtoride   - 103 - This compound is synthesized from
4-(6-fluoro-benzofuran-3-ylmethm)-11-1-indole-2- carboxylic acid (106, see
example 55) and amine 21 analogously to the method described in example 1.
Yield: 70 mg (38%). MS (ES1), 535 [Whir, 1H-NMR (DMSO-de): 6 (ppm) 11.5 (s,
1H), 10.55 (br, 1H), 10.45 (br, 1H), 8.5 (br d, 1H), 8.2 (s, 1H), 7.7 (dd,
1H), 7.6 (dd, 21-1), 7.15 - 7.25 (in, 2H), 7.1 (dd, 11-1), 7.03 (d, 1H), 5.35
(s, 2H), 5.0 (br, 1H), 4.06 (m, 1H), 2.9 -3.7 (m, 13H), 1.7 - 2.1 (m, 8H). 



Example 57 4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indo1e-2-carboxy4ic acid
(14-12-((35,46)4-hydroxy-3- methyl-piperidin-1-y1)-ethylkpiperfdin-4-y1Famide
dihydrochloride    This compound is synthesized from
4-(6-fluoro-benzoturan-3-ylmethoxy)-1H-indole-2- carboxylic acid (106, see
example 55) and amine 14 analogously to the method described in example 1.
Yie)d: 135 mg (71%). MS (ESO: 549 (M+HI4, 1H-NMR (DMSO-de): 6 (ppm) 11.5 (s,
1H), 10.85 (br, 2H), 8.52 (d, 1H), 8.2 (s, 1H), 7.72 (dd, 1H), 7.58 (dd, 1H),
7.24 (s, 1H), 7.2 (in, 1H), 7.1 (dd, 1H), 7.04 (d, 1H), 6.72 (d, 1H), 5.35 (s,
2H), 2.6-4.2 (m, 14H), 1.75- 2.2 (in, 8H), 0.93 (d, 3H). Example 58
4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxypiperidin-1-y1)-propylkpiperidin-4-y1)-amide
dihydrochloride  - 104 - N Thls compound is synthesized from
4-(6-fluoro-benzofuran-3-ylrnethoxy)-1H-indole-2- carboxylic acid (106, see
example 55) and amine 50 analogously lo the method described in example 1.
Yield: 75 mg (39%). MS (ESI): 549 1M+H1., 11-1-NMR (DMSO-c18): 6 (ppm) 11.55
(s, 1H), 10.3 -10.7 (br, 2H), 8.53 (d, 1H), 8.2 (s, 1H), 712 (dd, 1H), 7.58
(dd, 1H), 7.24 (s, 1H), 7.2 (m, 1H), Ti (dd, 1H), 7.03 (d, 1H), 8.71 (d, 1H),
5.33 (s, 2H), 5.1 (br, 1H), 2.8 - 4.1 (m, 13H), 1.7 - 2.2 (m, 8H), 1.35 1 1.3
(d, 3H) (rotemers). 



Example 59 4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-R6)-2-((35,46)-4-
hydroxy-3-methyl-plperidin-1-y1)-propy1]-p5peridin-4-y1)-amide  This compound
is synthesized analogously to example 1 from 4-(6-fluom-benzofuran-3-
ylmethoxy)-1H-Indole-2-carboxylfc acid, 105 (see example 55) and amine 56, MS
(ES1): 463.2 [M4H1 1H-NMR (DMSO-c10): 6 (ppm) 11.48 (s, 1H), 8.19 (s, 1H),
8.11 (d, 1H), 7.71 (dd, 1H), 7.58 (dd, 1H), 7.19 (m, 211), 7.09 (t,1 h1), 7.01
(d, H), 6.7 (d, 1H), 5.34 (s, 2H), 4.43 (d, 1H), 3.71 (m, 1H), 2.58-2.92 (nn,
6/-1), 2.31 (m, 111), 2.22 (m, 1H), 202-2.18  - 105 - (m, 2H), 1.89 (m, 2H),
1.64-1.78 (m, 3H), 1.42-1.59 (m, 2H), 12-1.4 (m, 2H), 0.9 (d, 3H), 0.86 (d,
3H). Example 60 4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-cerboxylic
acid (1-[(1S,9aR)-1-(octahydroquinolizin-1-yOmethylppiperldin-4-y1)-amide
jj(DN  This compound is synthesized from
4-(5-fluoro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (113)
(preparation see below) and amine 61 analogously to the method described in
example 1. 



Yield: 840 mg (72.5%). MS (ESI): 559 [IOW, 11141MR (DMSO-de): 5 (ppm) 11.45
(s, 1H), 8.23 (s, 1H, 8.1 (d, 1H), 7.64 (ddi 111), 7.48 (dd, 1H), 7.17 (m,
2H), 7.08 (dd, 1H), 7.0 (d, 1H), 6.68 (d, 1H), 5.35 (s, 2H), 3.75 (m, 1H),
2.65 -2.65 (m, 4H), 2.47 (m, 1H), 2.25 (dd, 1H), 1.2- 2.05 (m, 20H).
Synthesis of 4-(5-fluoro-benzofuran-3-ylmethozy)-1H-Indole-2-carboxylic acid
(113): This compound is synthesized from 4-Nora-phenol analogously to the
method described for 106 (see exam* 66). MS (EST 324.2 (M-Hj, 1H-NMR
(DM80-4): 5 (ppm) 12.81 (bra, 1H), 11.7 (s, 1H), 8.24 (s, 1H), 7.64 (dd, 1H),
7.51 (ad, 1 H), 7.15 (rn, 21-1), 7.05 (m, 2H), 6.7 (d, 11-0, 5.37 (s, 21-0.
- 106 - Example 51
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylle add
{1-(2-(4-hydroxy-pipenclin1-y1)-ethyl)-piperidin-4-y1)-amIde &hydrochloride
7-\_ND_OH  This compound is synthesized from
4-(5-fluoro-benzoturan-3-ylmethoxy)-1H-Indole-2- carboxylic acid (1 i 3, see
example 60) and amine 21 analogously to the method described in example 1.
Yield: 160 mg (67%). MS (ES1): 535 [M+Hr, 11-1-NMR (DMSO-do): d (ppm) 11.5
(s, 1H), 10.65 (br, IN), 10,55 (br, 1H), 8.51 (br d, 1H), 8.25 (s, 1H), 7.65
(m, 1H), 7.45 (dcl, 2H), 7.2 (s, 11-0, 7.05-7.15 (m, 3H), 6,7 (d, 1H), 5.35
(s, 2H), 4.12 (m, 1H), 3.84 (m, 11-0, 2.9 - 3,7 (m, 131-f), 1.75 - 2,2 (m,
8H). Example 62  



4-(5-Fluoro-benzofuran-3-ylmethoxy)-11-1-indole-2-carboxylic add
{142-((3R,412,5S)-4-
hydroxy-3,5-climethyl-piperidin-1-y1)-ethyll-piperidin-4-)41-amide
&hydrochloride    This compound is synthesized from
4-(5-fiuoro-benzofurart-3-ylmethoxy)-1H-indole-2- carboxylic add (113, see
example 60) and amine 41 analogousty to the method described In example 1  -
107 - Yierd: 110 mg (56%). MS (ESI): 563 (WM', 1H-NMR (DMSO-de). 5 (ppm) 11:5
(s, 1H), 10.5 - 10.7 (br, 2H), 8.5 (d, IN), 8.22 (s, IH), 7,63 (dd, 1H), 7.49
(dd, 1H), 7.2 (in, 214), 7.1 (d, IN), 7.02 (d, 1H), 6.7 (d, 114), 5.32 (s,
211), 5.05 (br, 1H), 4.05 (m, IN), 2.6- 3.8 (m, 13H), 1.8 - 2.1 (m, 6H), 0.93
(d, 6H). Example 63
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxypiperldin-1-y1)-propyll-piperldin-4-y1}-amide
dihydrochloride    This compound is synthesized from
4-(5--fluom-benzofuran-3-ylmethoxy)-1F1-indole-2- carboxylic acid (113, see
example 60) and amine 50 analogously to the method described in example 1. 



Yield: 85 mg (45%). MS (ES1): 549 [M+Hr, 1H-NMR (DMSO-d6): 5 (ppm) 11.55 (s,
IH), 10.2 - 10.6 (br, 2H), 8.5 (d, 1H), 8.24 (s, 1H), 7.65 (ckl, 1H), 7.5 (n,
111), 7.15 - 7.3 (m, 2H), 7.1 (dd, 1H), 7,03 (d, 1H), 6.71 (d, 1H), 5.33 (s,
2H), 5.04 (br, IH), 2.8 - 4.1 (m, 1311), 1.7- 2.2 (in, 811), 1.35/ 1.3 (d,
311) (rotamers). Example 64
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxyfic acid
(1-1(3)-2-((38,45)-4-
hydroxy-3-methyl-piperldin-l-y1)-propylkpiperidin-411}-amide  - 108 -  H
t1-0-)_HOH  This compound is synthesized analogously to example 1 from
4-(5-fluoro-banzoluran-3- ylmethoxy)-114-indole-2-carboxylic acid, 113 (see
example 60) and amine 56. MS (ES!): 563.1 [M-H-1]*, 1H-NMR (CD300): 5 (ppm)
7.95 (s, 111), 7.48 (dd, 1H), 7.43 (id, 1H), 7.21 (s, 111), 7,15 (t, 1H),
7.02-7.12 (m, 2H), 6.69 (d, 1H), 5.34 (s, 2H), 3.86 (rn, 1H), 2.72-3.'12 (m,
6H), 2.51 (m, 1H), 2.17-2.41 (m, 3H), 1.97-2.15 (m, 2H), 1.81-1,96 (m, 3H),
1.45-1,76 (m, 4H), 1.05(d, 3H), 0.98 (d, 3H). Example 65
4-(7-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxy1lc acid
{1-[(1S,9aR)-1.(octahydroquinolizin-1-y0methyli-pipericlin-4-y1)-amide
dinydrochloride  This compound is synthesized from
4-(741uoro-benzofuran-3-ylmethoxy)-1H-Indole-2- carboxylic acid (114)
(preparation sea below) and amine 61 analogously to the method described to
example I. 



Yield: 194 mg (40%), MS (ESI): 559 [M4H14, 1H-NMR (DMSO-de): 6 (ppm) 11,5 (s,
1H), 10,2 -10.7 (br, 2H), 8.45 (cid, 1H), 8.28 (s, 1H), 7.58 (dd, 11-1), 7.2 -
7.3 (m, 3H), 7.1 (m, 1H), 7_05 (d, 111), 8.72 (d, 1H), 5.38 (s, 2H), 4.0 (m,
11-1), 2.65- 2.85 (m, 6H), 1.2 - 2.05 (m, 20H),  - 109 - Synthesis of
4-17-fluore-benzofuran-3-ylmethoryl-1H-Indola-2-carboxyl1c acid (114): This
compound is synthesized from 2-Lora-phenol analogously to the method described
for 106 /see example Hy MS (ES!): 324.2 [M-Fif, 1H-NMR (DMS0-4): 6 (ppm) 12.85
(br s, 1H), 11.75 (s, 1H), 8.25 (s, 1H), 7.58 (dd, 1H), 7.2- 7.3 (m, 2 H),
7.15 (dd, 1H), 7.05 (s, 1H), 7.02 (d, 114), 6.72 (d, 11-1), 5.4 (s, 21-8.
Example 66 4-(4,6-Difluoro-benzofuran-3-ytmethm)-11-f-indole-2-carboxylic acid
(14(1S,9aR)-1- (octahydro-qu)rtolizin-1-yl)methyl)-plperldin-4-y1)-amIde
dihydrochtoride  This compound is synthesized from
4-(4,6-difluoro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (115)
(preparation see below) and amine 61 analogously to the method described in
example 1. Yield: 155 mg (82%). MS ([Si): 577 [M+Hr, 11-1-NMR (DMSO-d8): 6
(ppm) 11.5 (s, 1H), 10.5 (br d, 11-0, 10.2 (bid, 1H), 8.45 (br d, 8.25 (s,
1l-1), 7.55 (d, 1H), 7.2 - 7.25 (m, 21-1), 7.1 (m, 1H), 7.05W, 111), 6.7 (d,
1H), 5.3 (s, 2H), 4.0(m 1H), 2.8 -.3.6  (m, 14H), 1.3-2.1 (m, 12H).  - 110 -
This compound is synthesized from 3,5-difluoro-phenol analogously to the
method described for 106 (see example 55). 



MS (ES1): 342 [M-Hr, 1H-NMR (DMS10-d5): 6 (ppm) 12.8 (br s, 1H), 11.6 (s, 1H),
8.24 (s, 1H), 7,51 (dd, 1H), 7.2 (ddd, 1 1-1), 7.15 (dd, 1H), 7.04 (d, 11-1),
7.02 (s, 111), 61 (d, 1H), 6.32 (s, 2H). Example 67
4-(4,6-Difluoro-benzofuran-3-yimethoxy)-1H-indole-2-carboxylic acid
(142-(4-hydroxyplperldin-1-y1)-ethylppiperldin-4-y1)-amide dihydrochloride if
1-1"-Nip-cm  This compound is synthesized from
4-(4,6-difluoro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (115, see
example 661) and amine 21 analogously to the method described in example 1.
Yield: 90 mg (49%). MS (EST 553 (WH), 1H-NMR (DMSO-d6): 6 (ppm) 11.5 (s, 1H),
10.5 (Ix, 1H), 10.35 (br, 1H), 8.48 (bid, 1H), 8,25 (s, 1H), 7.54 (d, 1F1), 72
(m, 2H), 7.12 (dd, 1H), 7.03 (d, 11-1), 6.7 (d, 1H), 5.3 (s, 2H), 5.05 (Ix,
1F1), 4.07 (m, IN), 2.9 3.75 (in, 1314), 1.65 - 2.1 (m, 8H). Example 68
4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-indole-2-c,arboxylic acid
{142-U36,46)-4- hydroxy-3-methyl-piperidin-1-0-ethyll-plperldin-4-y1)-amide
dihydrochlorlde  NNN-Th H\ -NIii0H 



This compound is synthesized from
4-(4,6-difluoro-benzofuran-3-yimethoxy)-1H4ndole-2- carboxylic acid (115, see
example 66) and amine 14 analogousry to the method described in example 1.
Yield: 125 mg (67%). MS (BSI). 567 [1v1+Hr, 1H-NMR (DMSO-d6): 6 (ppm) 11.5 (s,
19), 10.65 (hr, 2H), 8.5 (d, 1H), 8.25 (s, 1H), 7.53 (dd, 1H), 7.2 - 7.3 (m,
2H), 7.1 (dd,111), 7.02 (d, 1H), 8.7 (d, 1H), 5.3 (s, 2H), 2.6 - 4.1 (m, 14H),
1.75 - 2.2 (m, 8H), 0.93 (d, 3H). Example 69
4-(416-Difluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-1(S)-2-(4-hydroxypiperidin-1-y1)-propyll-piperldin4-y9-arnide
dihydrochloride  D-Nn-OH  This compound is synthesized from
4-(4,6-dIfluaro-benzofuran-3-ylmethoxy)-IH-indole-2- .  carboxylic add (115,
see example 56) and amine 50 analogously to the method described In example 1.
Yield 105 mg (56%), MS (EST 567 [M-i-Hr, 1H-NMR (120C, DMSO-d6): 6 (ppm) 11.5
(s, 1H), 10,3- 10,7 (br, 214), 8.52 (d, 11-1), 8.28 (s, 1H), 7.53 (d, 1H), 7.2
(m, 2H), 7,1 (dd, 114), 7.02(d 1H), 5.7 (d, 114), 5.3 (s, 29), 5.05 (br, 1H),
4.05 (m, 19), 2.9 -3.9 (m, 12H), 1.7 - 2.2 (m, 8H), 1.34 (d, 3H).  - 112 -
Example 70 



4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-R6)-2-((35,43)4hydroxy-3-methyl-piperidin-1-y1)-propyl-plperidin-4-y1}-arn
Ide difiydrochtoride    This compound is synthesized from
4-(4,6-difluoro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (115,
see example 66) and amine 56 analogously to the method described In example
1. Yield: 130 mg (68%). MS (ESI): 581 [M+Hr, 1H-NMR (DMSO-de): 5 (ppm) 11,5
(s, 1H), 10.4 -10.6 (br, 21i9, 8.5 (d, 1H), 8.27 (s, 1H), 7.55 (d, 1H), 7.2
(m, 211), 7.1 (dd, 11-9,7.03 (d, 1H), 43.7 (d, 1H), 5.3 (s, 5.1 (br, 11-9,
4.05 (m, 1H), 2.8 - 3.9 (m, 13H), 1.9 -2.1 (m, 6H), 1.3 (d, 3H), 0.93 (d,
3H). Example 71 4-(7-Chloro-benzofuran-3-yfmethoxy)-1H-indole-2-carboxylic
acid (1-[(16,9a1R)-1-(octahydroquInolizin-1-yOmethyll-piperidin-4-y1)-arnide
dihydrochloride  - 113 - CI  This compound is synthesized from
4-(7-chloro-bertzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (116)
(preparation see below) and amine 61 analogously to the method described in
example 1. Yield: 55 mg (29%). MS (ESI): 575 (M+HI, 1H-NNIR (DMSO-d8): 6
(ppm) 11.5(s, 1H), 10.1 



10.6 (br, 21-1), 8.5 (dd, 1H), 8.3 (s, 1H), 7.7 (d, 1H), 7.48 (d, 1H), 7.32
(dd, 1H), 7.25 (rn, 1H), 7.1 (m, 1H), 7.05 (d, 1H), 6.7 (d, 1H), 5.36 (s,
2H), 4.0 (m, 1H), 2.65- 2.85 (m, 6H), 1.2  2.05 (m, 20H). Synthesis of
4-(7-chloro-benzofuran-3-ylmethosY)-1H-indole-2-carboxylic acid (116): This
compound Is synthesized from 2-chloro-phenol analogously to the method
described for 106 (see example 55). MS (ESI): 340 (10-1-11-, 1H-NMR
(DMSO-d6): 6 (ppm) 10.86 (s, 11-1), 8.25 (s, 1H), 7.71 (d, 1H), 7.42 (d, 1
H), 7.30 (dd, 1H), 6.93 (m, 2H), 6.58 (d, 1H), 8.34 (s, 11-1), 5.36 (s, 2H)
(potassium salt). Example 72
4-(6-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(16,9aR)-1-(octahydroquinolizin-1-yl)methyfl-plperldIn-4-yi)-amIde
dihydrochloride  - 114 - Cl   This compound is synthesized from
4-(8-chloro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (117)
(preparation see below) and amine 61 analogously to the method described in
example 1. Yield: 85 mg (49.8%). MS (ES!): 575 [M+Hr, 1H-NMR (DMSO43): 6
(ppm) 11.5 (s, 1H), 10.5 (br d, 1H), 10.3 (br d, 1H), 8,49 (br dd, 1H), 8.22
(s, 1H), 7.8 (d, 11-I), 7.72 (d, 1H), 7.38 (dd, 1H), 7.25 (m, 11-0, 7.1 (iii,
1H), 7.03 (d, 1H), 6.7 (d, 1H), 5.35 (s, 2H), 4.0 (m, 1H), 2.8 - 3.8 (in,
14H), 1.3 - 2.1 (m, 12H), 



Synthesis of 4-(6-chloro-benzofuran4-ylmethoxy)-11-14nclole-2-carboxylic acid
(1171: This compound is synthesized from 3-choro-phenol analogously to the
method described for 106 (see example 55). The cyclisatIon with concentrated
sulphuric acid (Step C) gave a 1:1 mixture of the 4- and 6-substituted
benzofuranes, which could be separated in step D. MS (ESI): 340 (M-H). Example
73 4-(6-Chloro-benzofuran-3-ylmethoxy)-1H-indote-2-carboxylic acid
(1-[2-(4-hydrm-piperidin1-y1)-ethylkpiperldln-4-y1)-amide  115 -
FI-CM/M-\_Nr-y0H This compound is synthesized from
4-(6-chloro-berzofuran-3-ylrnethoxy)-1H4ndo/e-2- carboxylic add (117, see
example 72) and amine 21 analogously to the method described in example 1.
Yield: 63 mg (34%). MS (ESD- 551 (M+Hr, 1H-NMR (DMSO-d6): 6 (prpm) 11.5 (s,
1H), 8.22 (s, IF-I), 8.15 (br d, 11-1), 7.81 (s, IH), 7.75 (d, 111), 7.35 (dd,
1H), 7.18 (s, 1H), 7.1 (dd, 1H), 7.02 (d, IH), 6.7 (d, 1H), 5.35 (s, 2H), 4.75
(b, 1H), 2.1 -3.9 (m, 14H), 1.4- 1.8 (m, 81-). Example 74
4-(6-Chloro-benzofuran-3-yirnethoxy)-1H-Indole-2-carboxylic acid
(.1-12-((38,45)-4-hydroxy3-methyl-ptperidin-1-y1)-e(hyli-piperldin-4-y1)-amide
cl 011 This compound is synthesized from
4-(6-chloro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (117, see
example 72) and amine 14 analogously to the method descrfoed hi example 1 



Yield: 55 mg (32%), MS (ES!): 565 [M+Hr, IH-NMR (DMSO-d6): 6 (ppm) 11.55 (s,
1H), 10.5 (bc, 2H), 8.48 (d, 1H), 8,22 (s, 1H), 7.80 (s, 1H), 7.70 (d, 1H),
7,37 (d, 1H), 7.22 (s, I H), 7.1 (dd, 1H), 7.02 (d, 1H), 6.71 (d, 1H), 5.34
(s, 21-0, 2.6 - 4,2 (m, 141-0, 1.75 - 2.2 (m, 8H), 0.93 (d, 3H),  - 116 -
Example 75 4-(6-Chloro-banzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-1(S)-2-(4-hydroxyplperid in-1-y1)-propylkpiperidin-4-y1)-amide
dihydrochloride Cl N )-014 This compound is synthesized from
4-(6-chloro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (117, see
example 72) and amlne SO analogousfy to the method described in example 1.
Yield: 85 mg (46%). MS (ESI): 565 [WM+, 1H-NMR (DMSO-dc): 6 (pprn) 11.5 (s,
1H), 19,2  10.6 (Ix, 2H), 8.5 (d, 111), 8.21 (s,11-1), 7.8 (d, 11-1), 7.7 (d,
1H), 7.35 (dd, 1H), 7.24 (s, 11-9, 7,1 (dd, 1H), 7.03 (d, 11-1), 6.7 (d, 1H),
5.35 (s, 21-1), 5.0 (br, 1H), 2.85 -4.2 (m, 13H), 1.7 - 2.2 (m, 8H), 1.35 /
1.3 (d, 3H) (rotarners). Example 76
4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(14(1S,9aR)-1-(octahydroquinollzin-1-yOmethyfi-piperidin-4-y1)-amide
dihydrochloride   



- 117 - This compound is synthesized from
4-(4-ch)oro-benzoturan-3-ylmethoxy)-1H-indols-2- carboxylic acid (118)
(preparation see below) and amine 61 analogous1y to the method described in
example 1. Yield: 230 mg (58.8%). MS (ES!): 575 (M+H]t, 1H-NMR (DMSO-da):
(pprn) 11.5 (s, 1H), 10.6 (bid, 1H), 10.3 (br d, 1H), 8.45 (br rid, 1H), 8,3
(s, 1H), 7,65 (cfd, 1H), 7.3 - 7,4 (iii, 2H), 7.25 (m, 1H), 7.1 (m, 1H), 7.03
(d, 1H), 6.7 (d, 1H), 5.35 (s, 21-1), 4.0 (in, 1H), 2.8-3M (m, 14H), 1.3 -
2.1 (rn, 12H). Synthesis of
4(4-chioro-benzofuran-3-ylmefhoxyl-1H-indole-2-carboxylic acid 018):  This
compound is synthesed from 3-chloro-phenol analogously to the method
described for 106 (see example 55). The cyclisation with concentrated
sulphuric acid (Step C) gave a1,1 mixture of the 4- and 6-substituted
benzofuranes, which could be separated in step D. MS (ESI): 340 [N1-Hf,
11-1-NMR (DMSO-d6): 6 (ppm) 12.75 (br s, 1H), 11.7 (s, 1H), 8.31 (s, 1H), 7.6
(dd, 1H), 7.36 (m, 2 H), 7.15 (dd, 1H), 7.02 (in, 2H), 6.75 (d, 1H), 5.42 (s,
2H). Example 77 4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid (1-12-(4-hydroxy-pipeddin1-y1)-ethylkpiperidin-4-y1)-amide
dihydrochioride  This compound Is synthesized from
4-(4-chlorc-benzofuran.3-ylmethoxy)-1H-indole-2- carboxylic acid (118, see
example 76) and amine 21 analogously to the method described in example 1.
Yield: 160 mg (99%). MS (ESI): 551 [WH], 1H-NMR (DNISO-d): 6 (ppm) 11.52 (s,
1H), 10.35 (br, 1H), 10,2 (br, 1H), 6.5 (br, 1H), 8.31 (s, 1H), 7,63 (d, 1H),
7.36 (in, 2H), 7.22 (s,  - 118 - 1H), 7.11 (dd, 1H), 7.03 (d, 1H), 6.71 (d,
1H), 5.37 (s, 2H), 5.02 (br, 1H), 4,05(m, 1H), 2.9 - 3.75 (m, 13H), 1.65 -
2.1 (m, 8H). 



Example 78 4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[24(3R,4R,56)-4-
hydroxy-3,5-dimethyl-pIperldin-1-y1)-ethyll-piperidin-4-y1}-amide
dihydrochloride  This compound is synthesized from
4-(4-chloro-benzofuran-3-yimethoxy)-1H-Indole-2- carboxylic acid (118, see
example 76) and amine 41 analogously to the method described in example 1.
Yield: 45 mg (39%). MS (ESI): 577 [M-H], 1H-NMR (DMSO-de): 6 (pprn) 11.5 (s,
1H), 10.45 -10.7 (br, 2H), 8.47 (d, 1H), 8.32 (s, 1H), 7.65 (d, 11-1), 7.35
(m, 21-0, 7.21 (s, 1H), 7.1 (dd, 1H), 7.02(d, 1H), 6.71 (d, 1H), 5.35 (s, 2H),
5.0 (br, 1H), 4.05 (m, 1H), 2.6- 3.8 (m, 13H), 1.8 -2.1 (m, OH), 0.93 (d,
611). Example 79 4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
add (1-[(S)-2-(4-hydroxypiperidin-1-y1)-propy1)-piperldin-411)-amide  - 119 -
N )-OH  This compound is synthesized from
4-(4-chloro-benzofuran-3-ylmethoxy)-11-1-indofe-2- carboxylic acid (118, see
example 76) and amine 50 analogously to the method described In example 1.
Yield: 20 mg (13%). MS (ESI): 565 [M+1-114, 1H-NMR (DMSO-d6): 6 (ppm) 11.5 (s,
1H), 8.3 (s, 1H), 3.1 (d, 1H), 7.62 (d, 11-0, 7.35 (m, 21-0, 7.2 (s, 1H), 7.1
(dcl, 1,-1), 7.0 (d, 1H), 6_7 (d, 1H), 5.4 (s, 2H), 4.5 (br, 1H), 4.05 (m,
1H), 3.7 (m, 1H), 2.6- 2,9 (n), 4H), 1.1- 2.4 (m, 15H), 0.9 (d, 3H). 



Example 80 4-(7-Methoxy-benzofuran-3-ylmethoxy)-11-i-indole-2-carboxylic acid
(1-f(16,9aR)-1- (octahydro-quinollzin-1-yl)methyrypiperidin-4-ylyamide
dihydrochJoride  This compound is synthesized from
4-(7-methoxy-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (114)
(preparation see below) and amine 61 analogously to the method described in
example 1. Yield: 130 mg (68.1%). MS (ESI): 571 [M+H], 1H-NMR (DMSO-c16): 6
(ppm) 11.55 (s, 1H), 19,5 (br d, 1H), 10.2 (br d, 1H), 8.47 (dd, 114), 8.13
(s, 1H), 7.25 (rn, 2H), 7.2 (dd, 1H), 7,09  - 120 - (d, 11-0, 7.02 (d, iH),
6.95 (d, 1H), 6.72 (d, 1H), 5,32 (s, 2H), 4.0 (m, 1H), 3.83 (s, 31-0, 2.8 -
3.8 (m, 14H), 1.3- 2.1 (m, 12H). Synthesis of 447-meth
oxy-benzoftiran-3-ylmethory)-1H-indole-2-carboxylic acid (119): This compound
is synthesized from 2-methoxy-phenol analogously to the method described for
106 (see example 65). MS (E81): 336 [M-Hr, 1H-NMR (0MSO43): 6 (ppm) 12.8 (bra,
1H), 11.54 (br s, 11-1), 8.11 (s, 1H), 7.28(d, 1H), 7.18 (dd, 1H), 7.09(m,
1H), 7.0 (d, 1H), 6.95 (d, 1H), 6.92 m, 11-0, 6.70(d, 1H), 5.35 (s, 2H), 3.92
(s, 3H). Example 81
4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
[1-(2-piperidin-1-yhethyl)- plperldin-4 yl] amide  



0 NCH -\-ND  This compound is synthesized from
4-(7-methoxy-benzofuran-3-ylmethoxy)-1H-Indole-2- carboxylic acid (119, see
example 80) and amine 1 analogously to the method described in example I.
Yield: 162 mg (48%). MS (ES!): 531 [Mi-Hr, IH-NMR (DMSO-d): 6 (ppm) 11,53 (s,
11-I), 10.55 (br, 1H), 10.31 (br, 1H), 8.49 (d, 1H), 812 (s, 1H), 7.25 (dd,
1H), 7.22 (br s, 1H), 7.19 (dd, 1H), 7.1 (dd, 1H), 7.02 (d, 1H), 7.95 (d,
11-1), 6.7 (d, 1H), 5.31 (s, 2H), 4.05 (m, 1H), 3.93 (s, 31-1), 3.5 - 3.8 (m,
8H), 3,1 (m, 211), 2.9 (m, 2H), 1.7- 2.1 (m, 81-0, 1.4 (m,  121 - Example 82
4-(7-Methoxy-benzofuren-3-ylmetho)ty)-1H-indole-2-carboxyllc acid
(142-(4-hyciroxypipericlin-1-y1)-ethyl)-piperidin-411}-amide dthydrochlaride
This compound is synthesized from
4-(7-methoxy-benzofuran-3-ylmethoxy)-1H-Indole-2- carboxylic acid (119, see
example 80) and amine 21 analogously to the method described in example 1.
Yield: 135 mg (73%). MS (ESI): 547 [M-FH1t, 1H-NMR (DMSO-c18): 5 (ppm) 11.45
(s, 1H), 10.5 (br, 1H), 104 (br, 1H), 8.5 (br, 1H), 8.14 (s, 1H), 7.2 - 7.3
(m, 3H), 7.1 (dd, 1H), 7.0 (d, 1H), 6.95 (d, 1H), 6.7 (d, 1H), 5.32 (s, 2H),
5.05 (br, 1H), 4.05 (m, 1H), 3.93 (s, 3H), 2.7 - 3.7 (m, 13H), 1.6 - 2.1 (m,
8H). Example 83 



4-(7-Methoxy-benzofuran-3-ylmethory)-1H-indole-2-carbuylic acid
(1-[2-((3S,48)-4-hydroxy3-methyl-piperidin-1-y1)-ethyll-piperidin-4-y1}-amide
dihydrochloride 0-  - 122 - This compound is synthesized from
4-(7-methoxy-benzofuran-3-yfmethoxy)-1H-indole-2- carboxylic acid (119, see
example BO) and amine 14 analogously to the method described in example 1.
Yield: 100 mg (53%). MS (ESI): 561 IM+Hr, 11-1-NMR (DM80-1:15): 6 (ppm) 11.5
(s, 1H), 10.6 (br, 2H), 8.5 (d, 1H), 8.13 (s, 1H), 7.18 -7.3 (m, 31-1), 7.1
(dd, 7,03 (d, 1H), 6.96 (d, 11-0, 5.71 (d, 1)1), 5.33 (s, 2H), 3.95 (s, 31-{),
2.6-4.2 (m, 14H), 1.75- 2.2 (m, 8H), 0.93 (d, 31-1). Example 84
4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxypiperidin-1-y0-propyllpiperldin-410-amide dihydrochloride
0-  N-. )-0-011  This compound is synthesized from
4-(7-methoxy-benzofuran-3-ylmetho>cy)-1H-Mdole-2- carboxylic acid (119, see
example BO) and amine 50 analogously to the method described in example 1. 



Yield, 166 mg (94%). MS (ESI): 561 [M+H)., 1H-NMR (DM80-c10): 6 (ppm) 11.5
(s, 1H), 10.2 -10.6 (br, 2H), 8.5 (d, 1H), 8.14 (s, 1H), 7.28 (d, 11-1), 7.23
(s, 1H), 7.2 (dd, 1149, 7.1 (dd, 11-0, 7.03(d, 1H), 6.95 (d,11-1), 6.7 (d,
1H), 5,33 (s, 2H), 5.05 (br, 1H), 3.93(s, 3H), 2,9-4.1 (m, 13H), 1.7- 2.2 (m,
8H), 1.35 / 1.3 (d, 3H) (rotamers). Example 85
4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
(1-R6)-2436,46)-4-
hydroxy-3-methyl-piperidin-1-y1)-propylkpiperidin-4-y1}-amide  - 123 -
This compound Is synthesized analogously to example 1 from
4-(7-methoxy-benzofuran-3- ylmethoxy)-1H-Indole-2-carboxylic acid, 119 (see
example 80) and amine 56. MS (ESI): 575.1 [M+Hr, 1H-NMR (DMSO-de): 6 (pprn)
11.49 (s, 111), 8.15 (s, 1H), 8.13 (d, 111), 7.26 (d. 1H), 7.22 (t, 1H), 7.2
(s, 1H), 7,1 (t, 1H), 7.02 (d, 1H), 6.97 (d, 1H), 6.71 (d, 



1H), 5.34(s, 2H), 4.43 (d, 11-1), 3.95 (s, 3H), 3.72 (it, 1H), 2.6-2.93 (m,
61-0, 2.31 (m, 1H),  2.23 (m, 1H), 2.03-2.17 (m, 2H), 1.89 (in, 21-1),
1.66-1.77 (m, 31-0, 1.42-1.58 (m, 2H), 1.2-1.4 (m, 2H), 0.89 (d, 3H), 0,85 (d,
3H). Example 86 4-(6-Methoxy-benzofuran-3-ylmethoxy)-11-t-indole-2-carboxylic
acid {1-1(16,9aR)-1- (octahydro-quinolizin-1-yOmethylJ-piperldin-4-y1)-amide
This compound is synthesized from
4-(13-methaq-benzofuran-3-ylmethoxy)-1H-indofe-2- carboxyliC acid (120)
(preparation see below) and amine 61 analogously to the method described in
example 1  - 124 - Yield: 108 mg (63.8%). MS (ES!): 571 [M+11+, 1H-NMR
(DMSO-cle): 6 (ppm) 11.45 (s, 1H), 8.1 (d, 1H), 8.03 (s, 1H), 7.55 (d, 1H),
7.2 (m, 2H), 7.08 (dd, 1H), 7.0 (d, 1H), 6.93 (dd, 1H), 6.7 (d, 111, 5.3 (s,
2H), 3.78 (s, 3H), 3.73 (m, 114), 2.65 - 2.85 (m, 4H), 2.47 (m, 11-0, 2.25
(dd, 1H), 1.2 - 2.05 (m, 20H). Synthesis of
448-methoxy-benzofuran-3-ytmethoxy)-1H4ndole-2-carboxylic acid (120): 



This compound is synthesized from 3-methoxy-phenol analogously to the method
described for 108 (see example 55). The cyclisation with concentrated
sulphuric acid (Step C) gave exclusively the 6-substituted benzofurane, MS
(ESI): 336 [M-HT, 1H-NMR (DMSO-d0): 6 (ppm) 12.81 (br s, 1H), 11.71 (s, 1H),
8.02 (s, 1H), 7.56 (d, 1H), 7.18 (s, 1H), 7.13 (dd, 1)1), 7.01 (s, 1H), 6.99
(In, 1H), 6.9 (dd, 1I-I), 6.71 (d, 1H), 5.33(s, 2H), 3.78 (s, 3H). Example 87
4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic add
[1-(2-azepan-1-yl-ethyl)- piperidin-4-y1]-amide This compoundcompound Is
synthesized from 4-(6-methoxy-benzofuran-3-y1methoxy)-11-1-indole-2-
carboxylic acid (120, see example 86) and amine 5 analogously to the method
described in example 1. Yield: 121 mg (50%), MS (ES!): 545 [M+Hr, 1H-NMR
(DMSO-d): 6 (ppm) 11.5 (s, 11-0, 8.12 (d, 1H), 8.05 (s, 1H), 7.55 (d, 1H),
7.2 (m, 2H), 7.08 (dd, 11-01 7.0 (d, 11-9,8.91 (dd, 1H), 6.7  - 125 - (d,
11-1), 5.3 (s, 2H), 3.8 (s, 314), 3.7 (m, 1H), 2.85 (m, 2h1), 2.5 -2.6 (m,
8H), 2.35 (dd, 211), 2.0 (m, 214), 1.72 (m, 2H), 1.4.5- 1.6 (m, 814). Example
88 4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indoPe-2-carboxylle 'acid
{1-[2-(4-hydroxypiperidin-1-y1)-ethyll-pipeddin-411)-amide This compound Is
synthesized from 4-(8-meihoxy-benzofuran-3-y1methoxy)-1H-Indole-2- carboxylic
acid 020, see example 861 and amine 21 analogously to the method described in
example 1. Yield: 65 mg (27%). MS (ESI): 547 [M+Hr, 1H-NMR (DMSO-c18): 6
(ppm) 11.45 (s, 1H), 8.1 (br d, 1H), 8.03 (s, 1H), 7.55 (d, 1H), 7.18 (m,
2E1), 7.08 (dd, 1H), 7.0 (d, 1H), 6.9 (dd, 114), 6.68 (d, 1H), 5.3 (s, 214),
4.5 (br, 111), 3.78 (s, 3H), 3.72 (m, 114), 34 (m, 1M), 2.9 (m, 21-0, 2.7 (m,
214), 2.4 (m, 414), 2.0 (m, 4H), 1.7 (m, 4H), 1.5 (m, 2H), 1.35 (m, 211).
Example 89 



4-(6-Methoxy-benzofuran-3-yInnethoxy)-1H-Indole-2-carboxylic acid
(142-((3S,48)-4-hydroxy3-methyl-piperidin-111)-ethyll-piperidin-4-5/0-amide
dihydrochlorlde  - 126 -  This compound is synthesized from
4-(6-methoxy-benzofutan-3-ylmethoxy)-1H-indole-2- carboxylic acid (120, see
example 86) and amine 14 analogously to the method described in example 1.
Yield: 188 mg (89%). MS (EGO: 561 [MTh], 1H-MAR (DM50-4): 6 (ppm) 11.55 (s,
1H), 10.6 (br, 2H), 8.5 (d, 1E1), 8.04 (s, 1H), 7.55 (d, 1H), 7.1 -7.3 (m,
314), 7.0 (d, 1H), 6.9 (dd, 1H), 6.71 (d, 1H), 5.34(s, 2H), 2.64.2 (m, 14H),
1.75 -2.2 (m, 8H), 0.93 (d, 3H). 



Example 90     4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indofe-2-carboxyllc
acid (1-1(S)-2-(4-hydroxypiperidin-1-y1)-propyll-piperidin-4-yu-amide  NO-0 H
This compound is synthesized from
4-(6-methoxy-benzofuran-3-ylmethoxy)-1H-Indole-2- carboxylic acld (120, see
example 86) and amine 50 analogously to the method described in example 1.  -
127 - Yield: 63 mg (38%). MS.(ESI): 561 [M+Hr, 1H-NMR (DMSO-d6): 6 (ppm) 11.5
(s, 1H), 8.18 . (d, 1H), 8.04 (s, 1H), 7.55 (d, 1H), 7.2-(m, 2H), 7.08 (dd,
1H), 7.0 (d, 1H), 6.9 (dd, 1H), 6,7 (d, 1H), 5.3 (s, 2H), 4.75 (br, 1H),
2,6-4.1 (m, 7H), 0.9 2.4 (m, 20H). 



Example 91  4-(6-Methoxy-benzofuran-3-yimethoxy)-1H-indole-2-carboxylic acid
{1-{(S)-2-((3S,48)-4-
hydroxy-3-methyl-pipericlin-1-y1)-propylkpiperidin-4-yil-amide  t1-04)_ N
This compound Is synthesized analogously to example I from
4-(6-methoxy-benzofuran-3- ylmethoxy)-1H-indole-2-carboxyllc acid, 120 (see
example 66) and amine 56. MS (ESI): 575.1 [M+Hr, 1H-NMR (DMSO-d6): 6 (ppm)
11.47 (s, 1F1), 8.03 (s, 1H), 7.56(d, 1H), 7.21 (d, 1H), 7.19(s, 1H), 7.08 (t,
1H), 7.01 (d, 11-I), 6.92 (d, 1H), 6.89 (d, 1H), 5.3 (s, 2H), 3.8 (s, 3H),
3.65-3,8(m, 1H), 3.31 (nn, 2H), 2.59-2.92 (m, 6H), 2.01-2.4 (m, 4H), 1.89 (m,
2H), 1.65-1.78 (m, 3H), 119-1.59 (m, 4H), 0.89 (d, 31-1), 0.86 (d, 3H).
Example 92 4-(5-Methoxy-henzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-(2-azepan-1-yi-ethyopiperidin-4-ylj-amide  - 128 -  This compound is
synthesized from 4-(5-methm-benzofuran-3-ylmethoxy)-1H-indoie-2- carboxylic
acid (121) (preparation see below) and amine 5 analogously to the method
described in example 1. 



Yield: 77 mg (45%). MS (ESI), 545 (M+14r, 1H-NMR (DMSO-d5): 6 (ppm) 11.48 (s,
1H), 8.13 (m, 2H), 7.48 (d, 1H), 7.23 (s, 11-f), 7.2 (d, 11-1), 7.08 (dd,
1H), 7.02 (d, 1H), 6.92 (dd, 1H), 6.71 (d, 1H), 5.32 (s, 2H), 3.74 (s, 3H),
3.68 (m, 1H), 2.83 (m, 2H), 2,5 -2.6 (m, 81-0, 2.35 (dd, 2H), 1.96 (dd, 2H),
1.70(m, 2H), 1.45- 1.6 (m, 8H). Synthesis of
4-(5-metboxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid 1121); This
compound is synthesized from 4-methoxy-phenol analogously to the method
described for 106 (see example 55). 460 mg (86%). MS (ESI): 336 [M-HT, 1H-NMR
(DMSO-d5): 5 (ppm) 12,79 (bra, 1H), 11.73 (s, 1H), 8.1 (s, 1H), 7.46 (d, 1H),
7.22 (d, 1H), 7.15 (cid, 1H), 7.06 (d, 1H), 7.02 (d, 1H), 6.91 (dd, 1H), 6.73
(d. 1H), 5.37(s, 2H), 3.75(s, 3H). Exalt-Idle 93
4-(5-Methoxy-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
{1-R-(4-hydrantpiperidin-1-y1)-ethylkpiperidln-4-yo-amIde  - 129 -  This
compound is synthesizad from
4-(5-methoxy-benzofuran-3-ylmethoxy)-11-1-indole-2- carboxylic add (121, see
example 92) and amine 21 analogously to the method described in example 1,
Yle]d: 105 mg (65%). MS (ESI): 547 [M+H14, 1H-NMR (DMSO-d): 6 (ppm) 11.5 (s,
1H), 8.15 (d, 1H), 8.11 (s, 1H), 7.49 (d, 1H), 7.24 (s, 114), 7.20 (d, 1H),
7.09 (dd, 1H), 7.02 (d, 11-1), 6.93 (dd, 111), 6,71 (d, 111), 5.33 (s, 2H),
4.51 (br, 11-1), 3.75 (s, 31-1), 3.7 (in, 114), 3,41 (in, 1H), 2,8.5 (ii,
211), 2,7 (m, 2H), 2,39 (in, 4H), 2,0 (m, 4H), 1.71 (In, 4H), 1.52 (in, 2H),
1.35 (m, 2H). EXamPle 94
4-(4iMethoxy-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxyllc acid
(1-[(18,9aR)-1- (octahydro-quinolizin-1-yOmethyll-piperldirt-411)-amide  



CN Th:(11)  This compound is synthesized analogously to example 1 from
4-(4-methoxy-benzofuran-3- yimethoxy)-111-Indole-2-carboxylic acid (122)
(preparation see below) and 1-[(18,9aR)-1-
(octehydro-quinolizin-1-yOmethyD-plperidin-4-ylamine, 61. MS (ESI): 571.2
[Mi-Hr, 1H-NMR (C0.300): 6 (ppm) 7.75(s, 111), 7.27 (s, 1H), 7,25 (t, 1H),
7.18 (t, 11-1), 7.10 (d, 11-0, 7.07 (d, 114), 6.75 (d, 11-9, 6.67 (d, 1H),
5.43 (s, 2H), 4.15 (bra, 11-1), 3.4-3.8 (br in, 7H), 3.83 (s, 3H), 2.9-3.25
(in, 4H), 2.53 (hr m, 1H), 1.5-2.3 (m, 14H).  - 130 - Synthesis of
4-(4-Methoxy-berizofuran-3-ylmethoxy)-111-indole-2-carboxylic acid 1122) (1)
4-Meth oxy-benzofuran -3-carbaIdehyde, 123 To a solution of
4-methoxy-3-methyl-benzofuran (J. Chern. Res. Synopses (1996),132) (4 g, 24.66
mmol) in 40 ml of oloxane is added selenium dioxide (3.39 g, 29.59 mmol) and
the mixture is heated under reflux for 24 hours. It is then cooled and
filtered. The solvent is evaporated and the crude red solid is used as such in
the next step. Yield: 4,869 (>100%). MS (ESP): 177.0 (M+File. (2)
(4-Methoxy-benzefuran-3-y1)-methanof, 124 The aldehyde 123 from above (4.34 g,
24.63 mmol) Is dissolved in 10 ml of methanol and cooled in an ice-bath. Solid
sodium borohydride (4.9 g, 123.2 mmol) is added in portions and the mixture is
stirred for 2 hours. It is then poured onto Ice-cold HCI, extracted three
times with DCM, dried and evaporated. The crude material is purified by
chromatography on silicagei using hexane and Et0Ac (from 20% to 50%). Yield:
1.82 g (41%). MS (ES!): 196.1 [1111-ENH1]. 



(3) 4-14-Meth oxy-benzofuran-3-ylmethoxy)-indole-1,2-dicarboxylic acid 1-tert-
butyl ester 2-ethyl ester, 126 Indole ester 125 is prepared from alcohol 124
and 102 under Mitsunobu conditions (as described in example 50 for 105). MS
(EST 410.2 [(M-CMe3)+Hr (4)
4-(4-Methoxy-benzofuran-3-yttnethoxy)-1H-1ndole-2-carboxylic acid, 122 The
title compound is prepared from ester 125 by cleavage with KOH/DOH/IMF (as
described in example 50 for 105). MS (ES1): 338.2 [M+H)+, 11-I-NMR (DMS0-4):
(pprn) 11.76 (s, 1H), 8.07 (s, 11-I), 7.29 (t, 1H), 7.21 (s, 1H), 7.19 (1,
1H), 7.1 (s, 1H), 7.04 (d, 1H), 6.83 (d, 1H), 6.69 (d, 1H), 5.39 (s, 21-1),
3.84 (s, 3H).  - 131 - Example 95
4-(4-Methoxy-benzofuran-3-ylmethm)-1H-indole-2-carboxylt acid
(1-[2-(4-hydroxypipendin-1-0-ethyll-piperidin-4y1)-amide 0 N N NTh  



N0H This compound is synthesized analogously to example 1 from
4-(4-methoxy-benzofuran-3- ylmethoxy)-111-indole-2-carboxylic acid 122 (see
example 94) and amine 21. MS (ES!): 547.2 [M-FH], 1H-NMR (CD,OD): 5 (ppm) 7.63
(s, 1H), 7,13 (s, / H), 7.12 (t, 1H), 7.04 (t, 1H), 6.98 (d, 1H), 6.94 (d,
1H), 6.62 (d, 1H), 6.53 (d, 1H), 5.3 (s, 2H), 3.76 (m, 1H), 3.71 (s, 3H), 3,54
(m, 1H), 2,85 (m, 2H), 2.73 (m, 2H), 2.42 (m, 4H), 2.07 (m, 4H), 1.81 (in,
2H), 1.74 (m, 2H), 1.53 (m, 2H), 1.46 (m, 2H). ExaMille 96
4-(4-Methoxy-benzofuran-3-yimethoxy)-1H-indole-2-carboxylic acid
(112-((38,48)-4-hydroxy3-methyl-piperidin-1-y1)-ethyl-plperidin-4-y1}-amide
This compound is synthesized analogously to example 1 from
4-(4-methoxy-benzofuran-3- ylmethoxy)-1H-indole-2-carboxylic acid 122 (see
example 94) and amino 14. MS (ESE): 581.3 [M+H)., 1H-NMR (DMSO-c10): 5 (ppm)
11.47 (s, 1H), 8.09 (d, 1H), 8.01 (s, 11-1), 7.27 (t, 1H), 7.23 (s, 11-9, 7.2
(t, 1H), 7.09 (t, 1H), 7.01 (d, 11-1), 6.81 (d, 1H), 6.65 (d,  - 132- 1H),
5,34 (s, 2H), 4.47 (d, 111), 3.79 (s, 3119, 3,7 (m, IF-I), 2,64-2.93 (m, 411),
2.35 (iii, 4H), 1.82-2.05 (m, 3H), 1.63-1.8 (m, 3H), 1.25-1 63 (m, 6H), 0.85
(d, 3H). Example 97
4-(4-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-R5)-244-hydro:itpiperidin-1-y1)-propyll-pipendin-4-y1)-arnicle 0 



This compound is synthesized analogously to example 1 from
4-(4-methoxy-benzofuran-3- ylmethoxy)-1H-indole-2-carboxylic acid, 122 (see
example 94) and amine 60. MS (ES!): 561.2 [M+Hr, 111-NMR (CDBOD): 5 (ppm)
7,62 (s, 1H), 7.13 (s, 1H), 7,12 (I,1H), 7.04 (t, 1H), 8.97 (d, 1 H), 6.94
(d, 1 H), 6.62 (d, 1119, 6.52 (d, 1H), 5.3 (s, 2H), 3.74 (m, 1H), 3.71 (s,
311), 3.46 (br m, 11-9, 2.93 (m, 1H), 2.77 (m, 1H), 2.65-2.76 (m, 3H), 2.4
(m, 1H), 2.28(m, 2H), 2.12 (m, 2H), 1.97 (m, 111) 1.75 (m, 4H), 1.35-1,65 (m,
5H), 0.93 (d, 311). Example 98
4-(4-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{11(8)-2-((3S,48)-4-
hydroxy-3-methyl-piperldfn-1-y1)-propyll-piperidin-4-y1}-amide   - 133 - This
compound is synthesized analogously to example', from
4-(4-methoxy-benzofuran-3- ylmethoxy)-1H-Indole-2-carboxylic acid, 122 (see
example 94) and amine 56. MS (ESI): 575.1 wifir, 1H-NMR (DMSO-ds): 6 (ppm)
11,46 (s, fl-I), 8.08 (n, 1H), 8.0 (s, 11-f), 7.27(t, 1H), 7.22 (s, 1H), 7.2
(t, 1H), 7.09 (1, 11-0, 7.01 (d, 11-1), 6.81 (d, 1H), 6.65 (d, 1H), 5.34 (s,
2H), 4.42 (m, 1H), 3.79 (s, 3H), 3.73 (m, 1H), 2.58-2.92 (in, SF-f), 2.31 (m,
1H), 2.22 (m, 1H), 2.02-2.17 (m, 21-1), 1.89 (m, 211), 1.66-1.78 (m, 31-0,
1.2-1.8 (m, 4H), 0.9 (d, 3H), 0.88 (d, 3H). Example 99
4-(4,6-dimettwxy-benzoturan-3-ylmethoxy)-1H-indole-2-carboxyllc acid
(1-[(18,9aR)-1- (octehydro-quinolizin-l-y1)methyl)-piperidin-4-y1}-amide
dihydrochloride  This compound is synthesized from
4-(4,6-dimethoxy-benzofuran-3-ylmethoxy)-1H-Hdole-2- carboxylic acid 126
(preparation see below) and amine 61 ana1ogously to the method described in
exampre 1. Yield: 146 mg (75.3%). MS (ES!): 601 [M+Hr, 1H-NMR (DMS0-(15): 5
(ppm) 11.5 (s, 11-0, 10.1 -10.7 (br, 2H), 8.1 -8.5 (br, 11-1), 7.89 (s, 1H),
7.3 (br s, 1H), 7.1 (dd, 1H), 7.0 (d, 1H), 6.8 (s, lit, 6.62 (d, 114), 6.42
(s, 1H), 5.28 (s, 2H), 4.0 (m, 1H), 3.8 (s, 3H), 3.75 (a, 3H), 2.8 - 3.8 (in,
141-1), 1.3 - 2.1 (m, 12H). 



- 134 - This compound is synthesized from 3,5-dimethoxyphenol analogously to
the method described for 106 (see example 55). MS (ES]): 366 [M-Hr, 1H-NMR
(DMSO-de): 6 (ppm) 12.78 (br s, 11-1), 11.7 (s, 1H), 7,89 (s, 1H), 7.14 (cid,
1H), 7.08 (d, 1H), 7.02 (d, 1H), 6.78 (d, 1H), 6.65 (d, 1H), 6.41 (d, 1H),
5.31 (s, 214), 3.79 (s, 31-1), 131 (s, Example 100
4-(4,6-Dimethoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxyllc acid
(1-(2-(4-hyclroxypipericlin-1-yf)-ethA-piperidin-4-y1)--amide  H-01-._NO__OH
This compound is synthesized analogously to example 1 from
4-(4,6-dimethoxy-benzofuran3-ylmethoxy)-1H-Indole-2-carboxylic acid, 126 (see
example 49) and amine 21. MS (ESI): 577.2 [M+Hr, 1H-NMR (DMSO-de): 6 (ppm)
11.46 (s, 1H), 8.1 (d, 1H), 7.87 (s, 1H), 7.22 (s, 1H), 7.08 (t, 1H), 



7.0 (d, 1H), 6,81 (s,6,63 (d, 11-1), 6.42 (s, 1H), 5.28 (s, 2H), 4.49 (m, 1H),
3.8 (s, 3H), 3.76(s, 3H), 3.73 (rn, 1H), 3.16 (m, 1H), 2,85 (rn, 2Ff), 2.69
(m, 2H), 2.36 (m, 411)1.99 (m, 4H), 1.7 (m, 41-1), 1.5 (m, 211), 1.34 (m, 2H).
Example 101  4-(4,6-DImethoxy-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic
acid {142-((38,46)-4-
hydroxy-3-methyl-piperldin-1-y1)-ethyl]-piperidin-4-yll-amide dihydrochloride
- 135 - H H N N-CNTh \--N11"OH This compound is synthesized from
4-(4,6-dimethoxy-benzofuran-3-ylmethoxy)-1H-Indole-2- carboxylic acid (126,
see example 99) and amine 14 analogously to the method described in example 1.



Yield: 85 mg (47%). MS (ESI): 591 [M+H], 1H-NMR (DMSO-cle): 5 (ppm) 11.5 (s,
1H), 10.6 (br, 2H), 8.5 (d, 1H), 7.87 (s, 1H), 7.25 (s, 1H), 7.1 (dd, 1H),
7.02 (d, 1H), 6.8 (d, 1H), 6.64 (d, 1H), 6.4 (d, 1H), 5.26 (s, 2H), 5.1 (hi-,
1H), 4.05 (in, 1H), 3.8 (s, 3H), 3.77 (s, 3H), 2.6 - 3.8 (m, 12H), 1.75 - 2.2
(m, 8H), 0.93 (d, 3H). Example 102
4-(4,6-thmethoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(11(S)-2-(4-hydroxypiperidin-110-propyli-piperidin-4-y1}-am1de 0  This
compound is synthesized analogously to example 1 from
4-(4,6-dimethm-benzofuran3-ylmethoxy)-1H-indole-2-carboxylio acid, 126 (see
example 99) and amine 50. MS (ES!): 591.3 (M+Hr, 1H-NMR (CD300): 6 (ppm) 7.63
(s, 1H), 7.23 (s, 1H), 7.14 (t, 1H), 7.04 (d, 1H), 6.67 (s, 1H), 6.62 (d, 1H),
6.37 (s, 1H), 5.35 (d, 21-9, 3.85 (m, 1H), 3.82 (s, 39), 3.78 (s, 39), 3.57
(in, 1H), 3.05 (m, 1H), 2.89 (in, 1H), 2.75-2.87 (m, 3H), 2.35-2.55 (in, 3H),
2.24 (m, 2H), 2.08 (m, 1H), 1.8-1.95 (m, 49), 1.45-1.75 (m, 4H), 1.04 (d,
SF-f).  - 136 - Example 103
4-(4,6-Dimethoxy-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid (1
-R6)-24(38,45)-4- hydroxy-3-methyl-piperidin-1-y1)-propyl-piperidln-411)-amide
This compound is synthesized analogously to example 1 from
4-(4,6-dimethoxy-benzofuran3-ylmethoxy)-1H-Indole-2-carboxylic acid, 126 (see
example 99) and amine 56. MS (EST 605.1 [M+His, 1H-NMR (C1:180D):5 (ppm) 7.64
(s, 1H), 7.23 (s, 1H), 7,15 (t, 1H), 7.05 (d, 11-1), 6.69 (s, 1H), 6,64 (d,
1H), 6.38 (s, 1H), 4.85 (s, 2H), 3.88 (m, 1H), 3.84 (s, 3H), 



3.8 (s, 311), 2.78-3.17 (m, 611), 2.57 (m, 1H), 2.23-2.47 (m, 3H), 2.03-2.21
(m, 21-I), 1.87-1.98 (ii,, 3H), 1.45-1.8(m, 4H), 1.08 (d, 3H), 0.99 (d, 311).
Example 104 4-(5,6-dimethyl-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic
acid (1-[(13,9aR)-1- (octahydro-quinolizin-1-yOmethyll-piperidin-4-y1)-amide
dihydrochloride   - 137 - This compound is synthesized from
4(56-climethykherizofuran-3-ylmethoxy)-111-indole-2- carboxylic acid 127
(preparation see below) and amine 61 analogously to the method described in
example 1. Yield: 145 mg (76.3%). MS (ESt): 569 [M+Ftr, 1H-NMR (DMSO-de): 6
(ppm) 11.45 (s, 1H), 10.4 - 10.4 (br, 2H), 8.5 (br, 1H), 8.02 (s, 11-1), 7.45
(s, 1H), 7.38 (s, 1H), 7.27 (br s, 1H), 7.1 (dd, 1H), 7.02 (d, 1H), 6.7 (d,
1H), 5.3 (s, 2H), 4.0 (m, 1H), 2.8 -3.8 (m, 14H), 2.32 (s, 31-I), 2.28 (s,
3H), 1,3 -2.1 (m, 12H). Synthesis of
4-(5,6-dimethyl-benzofuran-3-vImethoxy)-114-indole-2-carboxyllc acid (127):
This compound is synthesized from 3,4-dimethylphenol analogously to the
method described for 106 (see example 65). MS (ES!): 334 [M-Hr, 1H-NMR
(ONTSO-de,): 6 (ppm) 12.9 (br s, 1H), 11.55 (s, 11-1), 8.02 (s, 1H), 7.47 (s,
1H), 7.38 (s, 1H), 7.15 (dd, 1H), 7.0 (m, 2H), 8.7 (d, 1H), 5.3 (s, 2H), 2.35
(s, 3H), 2.3 (s, 3H). Example 105
4-(5,6-Dimethyl-benzofuran-3-ylmethoxy)-1H-indofe-2-carboxylic acid
(1-12-(4-hydroxypiperidin-1-y1)-ethyl)-piperidin-4-yiyamide 



This compound is synthesized from
4-(5,6-dimethyl-benzofuran-3-ylmethoxy)-1H-Indole-2- carboxylic acid (127, see
example 104) and amine 21 analogously to the method described in example 1  -
138 - Yield: 96 mg (51%). MS (EST): 545.5 !M+Hr, 1H-NMR (DMSO-d8): 6 (ppm)
11.5 (s, 1H), 8,09 (d, 1H), 8.05 (s, 1H), 7,22 (s, 1H), 7.18 (s, 1H), 7.10
(dd, 1H), 7.0 (d, 1H), 6.88 (s, 1H), 6.7 (d, 1H), 5.28(s, 2H), 4.45 (d, 1H),
3.7 (m, 1H), 3.38(m, 1H), 2.84 (m, 2H), 2.7 (m, 2H), 



2.5 (s, 3H), 2.38 (s, 3H), 2.35 (m, 4H), 1.95 (m, 4H), 1.7 (m, 4H), 1.45 (m,
2H), 1.3 (m, 2H).  Example 106
4-(5,6-Dimethyl-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(142-((3S,48)-4 hydroxy-3-methyl-piperidin-1-yl)-ethyll-piperidin-4-y1}-amide
dihydrochloride    This compound is synthesized from
4-(5,6-dimethyl-benzofuran-3-ylmethoxy)-1 H-indole-2- carboxylic add (127,
see example 104) and amine 14 anaiogously to the method described in example
1. 



Yield: 105 mg (56%). MS (ESI): 559 [M+Hr, 1H-NMR (DMSO-d6): 6 (ppm) 11,5 (s,
1H), 10.6 (br, 2H), 8.5 (d, 1H), 8.02 (s, 1H), 7.45 (s, 1H), 7.4 (s, 1H),
7.25 (d, 1H), 7.1 (dd, 1H), 7.02 (d, 1H), 6.7 (d, 1H), 5.29 (s, 2H), 4.05 (m,
1H), 2.6 - 3.8 (m, 13H), 2.33 (s, 3H), 2.3 (s, 3H), 1.75 - 2.2 (m, BH), 0.93
(d, 3H). Example 107
4-(5,6-Dimethyl-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxypiperidin-1-y1)-propyll-piperldin-4-y1}-amide
dihydrochloride  - 139 -    This compound is synthesized from
4-(5,6-dimethyl-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (127,
see example 104) and amine 50 analogously to the method described in example
1. Yield: 112 mg (562%). MS (ES!): 559 [M+H]#, 1H-NMR (DMSO-d6): 6 (ppm) 11.5
(s, 1H), 10.3- 10.6 (br, 2H), 8.5 (d, 1H), 8.12 (s, 1H), 7,46 (5, 1H), 7.38
(s, 1H), 7,25 (s, 1H), 7.1 (dd, 1H), 7.03 (d, 1H), 6.7 (d, 1H), 5.3 (s, 2H),
5.05 (br, 1H), 2.9 -4.1 (m, 1311), 2.35 (s, 3H), 2.28 (s, 3H), 1.7 - 2.2 (m,
8H), 1.35/ 1.3 (d, 3H) (rotamers). Example 108
4-(516-Dimethyl-benzofuran-3-ylmethoxy)-1H-indole-2-carboxyllc acid
(1-[(S)-24(38,48)-4-
hydroxy-3-methyl-piperidin-1-y1)-propyll-piperidin-411}-amIde dihydrochloride
This compound is synthesized from
4-(5,6-dimethykbenzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid (127, see
example 104) and amine 55 analogously to the method described in example 1.
Yield: 130 mg (68%). MS (ESI): 573 [M+H], 1H-NME (DMS0-4): 6 (ppm) 11.5 (s,
1H), 10.4 - 10.6 (br, 21-9, 8.62 (d, 1H), 8.02 (s, 1H), 7.45 (s, 1H), 7.4 (s,
1H), 7.25 (s, 1H), 7,12 (dd, 



- 140 - 1H), 7.03 (d, 1H), 6.7 (d, 1H), 5.3 (s, 2H), 5.1 (br, 1H), 4.05 (rn,
1H), 2.8- 3.9 (m, 131-1), 2.32 (s, 3H), 2.29 (s, 3H), 1.9 - 2.1 (in, 6H),
1.32 (d, 314), 0.93 (d, 3H). Example 109
4-(4-Ethoxy-pheny1)-1H-Indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperidin-1-y1)-propy1jpiperidin-4-y1}-amide This
compound is synthesized analogously to example 1 from
4-(4-ethoxy-phenyl)-11-1- Indole-2-carboxylic add, (preparation analogously
to 128, see example 141) and amine 50. MS (ESI): 505.2 [mi-Hr, 1)-1-N1vIR
(DMSO-de): 5 (ppm) 11.6 (s, 1H), 8.25 (d, 1H), 7.56 (d, 2H), 7.36 (d, 1H),
7.31 (s, 1H), 7.2 (t, 1H), 7.05 (d, 2H), 7.02 (d, 1H), 4.48 (in, 1H), 4.09
(q, 2H), 3,76 (in' 1H), 3.37 (m, 1H), 2.58-2.96 (m, 5H), 1.85-2.43 (m, 61-1),
1.42-1.83 (m, 6H), 1.37 (t, 3H), 1.33 (m, 2), 0.93 (d, 3H). Example 110
4-(4-Methoxy-phenyl)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxy-piperidin-1-y1)-propyllplperidin-4-y1)-amide   -141 -
This compound is synthesized analogously to example 1 from
4-(4-methoxy-pheny9-1Hindole-2-carboxylic acid, 128 (see example 141) and
amine 50. MS (ESI): 491 [MI-Hr, 1H-NMR (DMSO-d): 5 (ppm) 11.59 (s, 1H), 8.23
(d, 1H), 7.56 (d, 2H), 



7.34 (d, 1H), 7.31 (s, 1H), 7.2 (t, 1H), 7.06 (d, 2H), 7.01 (d, 1H), 4.44 (d,
11-1), 3.81 (s, 3H), 3.75 (m, 1H), 2.96 (m, 1H), 2.5-2.95 (in, 5H), 2.04-2.4
(m, 5H), 1.92 (m, 1H), 1.2-1.85  (m, 8H), 0.91 (d, 3H). The
4-aryloxy-incfole-2-caitoxamides ere generally prepared by a coupling of the
4-hydroxVinciole-2-carboxamides with the corresponding
1fluoro-2-nitro-benzenes (Reaction Scheme  15).  Reaction Scheme 15:  



R7 R8 RNH2R8 TBTU DEAR91 TOP R2 R3N-R R4 R5  Example 111
4-Phenoxy-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyD-piperidin-4-yil-amide  This compound is synthesized
analogously to Example 1 from 4-phenoxy-1H-indole-2- carboxylic acid 129
(preparation see below) and amine 5. Yield:105 mg (41%) of a beige solid; MS
(ESi): 459.4 [M-Hr, H-NMR (DMSO-d5): 6 (ppm) 



11,7 (s, 1H), 8,22 (d, 1H), 7.34 (dd, 2H), 7.24 (d, 1H), 7.04-7.15 (m, 3H),
6.95 (d, 2H), 8.55  - 142 - (d, 1H), 3.72 (m, 1H), 2.85 (m, 2H), 2.52- 2.6 (m,
6H), 2,38 (m, 21-1), 2.0 (t, 41-0, 1.72 (m, 21-1), 1.48 (in, 8H). Synthesis of
4-Phenoxy-1H-Indore-2-carboxylic acid (129): (1) Step A:
4-(2-Nitro-phenoxy)-1H-indole-2-carboxylic acid ethyl ester (130)
4-Hydroxy-1H-Indole-2-carboxylic acid ethyl ester (0.5 g, 2.436 mmol) and
2-fluoro-nitrobenzene (0.257 ml, 2.436 mmol) are dissolved in 10 ml of
dimethylformarnide. After addition of potassium carbonate (0.67g. 4.87 mmol)
the mixture is stirred over night at room temperature. Then the reaction
mixture is evaporated under reduced pressure, dissolved with ethyl acetate and
washed with water. The organic layers are dried over sodium sulfate and
evaporated. The crude product is used in the next step without further
purification. Yield: 0.72 g (91%) of a beige sorid. MS (ESI): 325.2 {11/1-H1i,
1H-NMR (DMS0-43): 6 (pprn) 12,15 (s, 1H), 8.1 (d, 1H), 7.6 (dd, 1H), 7.32 (m,
2H), 7.25 (dd, 1H), 7.03 (d, 1H), 6.85 (m, 1H), 6.7 (d, 1H), 4.3 (q, 21-9, 1.3
(t, 3H). (2) Step B: 4-(2-Amino-phenoxy)-1H-Indole-2-carboxylic acid ethyl
(131) 130 (0 5 g, 1.532 mmol) is dissolved in 100 ml of ethanol and, after
addition of Pd-C (100 rig), the mixture is hydrogenated at room temperature
for 3 hours, The mixture is filtrated over celite to remove the catalyst and
evaporated. Yield: 390 mg (88%) of a grey solid. MS (ESI): 297 [M+Hr, 1H-NMR
(DMSO-d6): 5 (ppm) 11.95 (s, 11-1), 7.13 (m, 2H)1 7.0 (s, 1H), 6.88 (m, 1H),
6.8 (dd, 1H), 6.75 (dd, 1I-9, 6.5 (in, 1H), 6.38 (m, 1H), 4.9 (br, 2H), 4.3
(g, 2H), 1.3 (t, 31-0. (3) Step C: 4-Phenoxy-1H-indole-2-carboxylic acid ethyl
ester (132) Tert-butyl nitrite (0.2 ml, 1.687 mmol) is dissolved in 5 ml of
dImethylformamide and heated to 66C. A solution of 131 (0.5 g, 1.687 mmol) in
5 ml of dtmethytformamide Is added dropwise and the mixture is stirred of
additional 10 minutes. The brown solution is cooled to room temperature,
diluted with diethyl ether and washed with 2N MCI and brine. The organic
layers are dried over sodium sulphate and evaporated. The crude product (370
mg of a brown oil) Is further purified by flash-chromatography (hexane / ethyl
acetate 9:1),  - 143 - 



Yield: 163 mg (34%) of a yellow solid; MS (ESI): 280.2 IM-Hi, 11-f-NMR
(DMSO-db): 6 (ppm) 1205. (s, 1H), 7.37 (d, 1H), 7.35 (d, 1H), 7.23 (m, 214),
7.1 (dd, 1H), 7.0 (d, 2H), 6.82 (s, 1H), 6.6 (d, 1H), 4.3 (q, 2H), 1.3 (t,
3H). (4)Step D: -Phenoxy-1H-indole-2-carboxylic acid (129) 132 (160 mg, 0.569
mmol) is dissolved in 5 nil of methanol and treated with a solution of LiOH
(27.2 mg, 1.138 mmoD in 3 ml of water. The mixture is stirred at room
temperature overnight Since the reaction is not complete (TLC), additional
LiOH (30 mg, 1.25 mmol) is added and the stirring is continued for additional
1Bh. After evaporation, the crude product is acidified at 0C with 2M HCI and
extracted with ethy/ acetate. The organic layers are dried over sodium
sulphate and evaporated. Yield: 146 mg (100%) of a yellow solid; MS (ESI): 253
[M]-1-, 1H-NMR (DMS0--d5): 5 (porn) 12.9(s, 1H), 11.9 (s, 1H), 7.38 (d, 1H),
7.34 (d, 1H), 7.2 (m, 2H), 7.12 (m, 1H), 7.0 (d, 214). 6.75 (s, 1H), 6.58 (d,
1H). Example 112 4-m-Tolyioxy-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y11-amide  This compound is synthesized
analogously to Example I from 4-m-tolyloxy-1H-Indole-2- carboxylic acid 133
(preparation see below) and amine 5. Yield: 12 mg (11.3%) of a white solid; MS
(ESI): 473.3 [M-Hr, 1H-NMR (DMSO-d): 6 (PPm) 11.65 (s, 1H), 8.2 (d, 1H), 7.2
(m, 2H), 7.1 (m, 2H), 6.88 (d, 1H), 6.78 (m, 1H), 6.7 (m, 1H), 6.54 (d, 111),
3.72 (m, 1H), 2_85 (m, 211), 2.48 -2.58 (m, 81-1), 2.35 (m, 2H), 2.25 (s,
3H),1.98 (m, 2H), 1.75 (m, 2H), 1.48 -1.55 (m, 8H).  -144 Synthesis of
4-m-Tolyloxy-1H-indole-2-earboxylic acid (133): (1) Step A:
4-(5-Methy1-2-nitro-phenoxy)-1H.Indole-2-carboxylic acid ethyl ester (134)
4-Hydroxy-1144ndole-2-carboxylic acid ethyl ester (1 g,4.67 mmol) and
2-Fluoro-4-methy1-1- nitre-benzene (756 mg, 4.87 mmol) are dissolved in 20 ml
of dimethylformamide. After addition of potassium carbonate (1.3 g, 9.74 mmol)
the mixture is stirred over night at room temperature. Then the reaction
mixture is evaporated under reduced pressure, dissolved with ethyl acetate and
washed with water. The organic layers are dried over sodium sulfate and
evaporated. The crude product is used in the next step without further
purification. Yield: 1.59 g (98%) of a beige solid. MS (ES1); 341 (M+Hr, H-NMR
(DMSO-de). 6 (ppm) 12.15(s, 11-1), 7.98(d, 1H), 7.3 (d, 1H), 7.25 (dd, 1H),
7.15 (0, 1H), 6.38(d, 1H), 6.83 (d, 1H), 4.3 (q, 2H), 2.28 (s, 311)1.3 (t,
3H). 



(2) Step B: 4-(2-Amino-5-methyl-phenoxy)-1H-indole-2-carboxylic acid ethyl
ester (136) 134 (1,3 g, 3.82 mmol) is dissolved in 250 ml of ethyl acetate
and, after addition of Pd-C (200 mg), the mixture is hydrogenated at room
temperature for 3 hours. The mixture is filtrated over celite to remove the
catalyst and evaporated. Yield: 1.129 (96%) of a grey solid. MS (ES!): 311
[M+Hr 1. 1H-NMR (DMSO-d6): 6 (pprn) 11.95 (br, 1H), 7.13 (m, 214), 7.03 (s,
1H), 6.72 (s, 2H), 6.58 (s, 1H), 6.37 (m, 1H), 4.68 (br, 211), 4.3 (q, 2H),
2.08 (s, 3H), 1.3 (t, 3H). (3) Step C: 4-m-Tolyloxy-1H.Indole-2-carboxylic
acid ethyl ester (136) Tert-butyl nitrite (0.428 ml, 3.809 mmol) Is dissolved
in 5 ml of dimethylformamide and heated to 6st. A solution of 135 (1.1 g,
3.609 mmol) in 5 ml of dimethylformamide is added dropwise and the mixture is
stirred of additional 10 minutes. The brown solution is cooled to room
temperature, diluted with diethyl ether and washed with 2N HCI and brine. The
organic layers are dried over sodium sulphate and evaporated. The crude
product (930 mg of a brown oil) is further purified by flash-chromatography
(hexane / ethyl acetate 7:3).  - 145 - Yield: 520 mg (49%) of a yellow solid;
MS (ESI): 2941 [M-HT,11-1-NMR (DMSO-c16): 6 (ppm) 12.0 (s, 1H), 7.18-7.24 (m,
31-0, 6.92 (m, 1H), 6.82 (m, 2H), 6.78 (dd, 1H), 6.58 (dd, 1H), 4.28 (q, 2H),
2.27 (s, 31-0,1.3 (t, 3H). (4)Step Di 4-m-Tolyloxy-1H-Indole-2-carboxylic acid
(133) 136 (520 mg, 1.761 rrmol) is dissolved in 10 ml of methanol and treated
with a solution of UCH (84.3 mg, 3.52 mmol) in 5 ml of water. The mixture is
stirred at room temperature for 18 hours. After evaporation, the crude product
Is acidified at 0C with 2M HCI and extracted with ethyl acetate. The organic
layers are dried over sodium sulphate and evaporated. Yield: 460 mg (98%) of a
beige solid; MS (ES1): 266.1 EM-Hr, 1H-NWR (DMSO-de): 6 (ppm) 12,9 (s, 1H),
11.9 (s, 1H), 7.15-7.25 (m, 3H), 6.9 (m, 1H), 6.84 (m, 1)-0, 6,78 (m, 2H),
6.57 (m, 1H), 2.27 (s, 3f-I). Example 113 4-m-Tolyloxy-IH-indole-2-carboxylic
acid i(142-(3-(RS)-hydroxy-piperidin-1-y1)-ethy0- piperidin-4-y1}-amide  014 



This compound is synthesized analogously to Example 1 from
4-m-Tolyloxy-1H-indole-2- carboxylic acid 133 (see example 112) and racemic
amine 12. Yield: 34 mg (21%) of a yellow scud; MS (ESI): 477.3 (M+Hr, 1H-NMR
(80C, DMSO-de): 6 , (ppm) 11.2 (s, 1H), 7.77 (d, 1H), 7.24 (dd, 1H), 7.2 (dd,
1H), 7.1 (as, 1H), 7.04 (s, 1H), 6.88 (d, 1H), 6.8 (m, 1H), 6.75 (m, 11-0,
6.54 (d, 1H), 3.75 (m, 11-), 3.5 (m, 11-1), 2.7-2.9 (m, 4H), 2.6 (m, 1H),
2.44 (m, 41-1), 2.3 (s, 31-0,2.13 (m, 214), 2.05 (m, 1H), 1.95 (m, 1H),
1.7-1.85 (m, 31-0, 1.55-1.65 (m, 31-0, 1.4 (m, 1H), 1.15 (m, 1H).  - 146 -
Example 114 4-m-Tolyloxy-1H-indole-2-carboxylic acid
{1-[2-(4-hydroxy-pipelidin-1-y1)-ethyl]-piperidin-4- )11)-amide  This
compound is synthesized analogously to Example 1 from
4-m-tolyloxy-11-1-indole-2- carboxylic acid 133 (see example 112) and amine
21. Yield: 45 mg (28%) of a white solid; MS (ES1): 477 [M+HI, 111-NMR
(DMSO-d6): 6 (ppm) 11.7 (s, 1H), 8.2 (d, 1H), 7.2 (m, 2H), 7.1 (m, 2H),
6.88(d, 1H), 6.78(m, 1H), 6.7 (m, 1H), 6.54(d, 1H), 4.47(m, 1H), 3.72 (m,
1H), 3.38 (m, 1H), 2.85(m, 214), 2.7 (m, 2H), 2.38(m, 4H), 2.28 (s, 3H),1.98
(m, 4H), 1.63-1.75 (m, 4H), 1.5 (m, 2H), 1.35 (m, 2H), Example 115
4-p-Tolyloxy-114-Indofe-2-carboxyllc acld
(1-(2-azepan-1-y1-ethyl)-piperidin-4-yll-amide  N-CN-\_11/40  



This compound is synthesized analogously to Example 1 from
4-p-tolyloxy-114-indole-2- carboxylic acid 137 (preparation see below) and
amine 5. Yield: 12 mg (11.3%) of a while solid; MS (ESI); 473.3 [1)1-Hr,
1H-NMR (DMSO-d6): 6 (ppm) 11.65 (s, 114), 8.18 (d, 1H), 7.05 - 7.2 (m, 514),
6.85 (d, 2H), 6.47 (m, 114), 3.7 (m, 1H), 2.85 (m, 2H), 2.47 - 2.58 (m, 6H),
2.35 (m, 2H), 2.25 (s, 3H),1.98 (m, 214), 1.75 (rn, 2H), 1.48 - 1.55 (m,
1014).  - 147 - Synthesis of 4-o-Tolyloxy-1H-indole-2-carboxylic acid (137):
(1) Step A: 4-(3,5-Difluoro-2-nitro-phenoxy)-1H-Indole-2-carboxylic acid ethyl
ester (138) 4-Hydroxy-1H-indole-2-carboxylic acid ethyl ester (1 g, 4.87
mrnol) and 1-Fluoro-4-methyI-2- nitro-benzene (0.6 ml, 4.87 mmol) are
dissolved in 10 ml of dimethylformamide. After addition of potassium carbonate
(1.3 g, 9.74 mmol) the mixture is stirred over night at room temperature. Then
the reaction mixture is evaporated under reduced pressure, dissolved with
ethyl acetate and washed with water. The organic layers are dried over sodium
sulfate and evaporated. The crude product (1.51 g of a brown oil) is further
purified by flash-chromatography (hexane / ethyl acetate 9:1). Yield: 570 mg
(34%) of a white solid. MS (ESI): 341 [WH]', 1H-NMR (DM80-43): 5 (ppm) 12.1
(s, 1H), 7.88 (d, 1H), 7.45 (dd, 1H), 7.27 (d, 1H), 7.22 (dd, 1H), 6.98 (d,
1I-1), 6.87 (s, 1H), 6.6 (d, 1H), 4.3 (q, 2H), 2.35 (s, 3H),1.3 (t, 3H). (2)
Step B: 4-(2-Amino-4-methyl-phenoxy)-1H-indole-2-carboxylic acid ethyl ester
(139) 138 (570 mg, 1.675 mmol) is dissolved in 150 ml of ethanol and, after
addition of Pd-C (200 mg), the mixture is hydrogenated at room temperature for
2 hours. The mixture is filtrated over celite to remove the catalyst and
evaporated. Yield: 3.08g (100%) of a brown oil, MS (ESI); 311 [M+H]. (3) Step
C: 4-p-Tolyloxy-1H-Indole-2-carboxylic acid ethyl ester (140) Tert-butyl
nitrite (0.176 ml, 1.48 mmol) is dissolved in 5 ml of dimethylformamide and
heated to 65C. A solution of 139 (460 mg, 1,46 mmol) in 5 ml of
dimethylformamide is added dropwise and the mixture is stirred of additional
10 minutes. The brown solution is cooled to room temperature, diluted with
diethyl ether and washed with 2N NCI and brine. The organic layers are dried
over sodium sulphate and evaporated. The crude product (420 mg of a brown oil)
is further purified by flash-chromatography (hexane / ethyl acetate 9:1). 



- 148 - Yield: 70 mg (16%) of a yellow solid; MS (ESI): 294.2 [M-HT, 1H-NMR
(DMSO-d6): 5 (ppm) 12.0 (a, 1i-f), 7.15-724 (m, 4H), 7.4 (m, 2H), 8.85 (d,
1H), 6.52 (cid, 1H), 4.3 (q, 2H), 2.28 (s, 3H),1.3 (t, 3H). (4)Step D:
4-p-Tolyloxy-1H-Indole-2-carboxylic acid (137) 140 (70 mg, 0.237 rnmol) is
dissolved in 5 ml of methanol and treated with a solution of LiOH (11.4 mg,
0.474 mmol) in 3 ml of water. The mixture is stirred at room temperature for
18 hours. After evaporation, the crude product is acidified at 0C with 2M HCI
and extracted with ethyl acetate. The organic layers are dried over sodium
sulphate and evaporated. Yield: 60 mg (100%) of a beige solid; MS (ES1): 266.2
[M-HT, 1H-NMR (DMSO-da: 6 (PINT) 12.9(s, 1H), 11.8 (s, 1H), 7.13-7.2 (m,
41-1), 6.9 (m, 2H), 617(d, 1119, 6.52 (dd, 1H), 2.29(s, Example 116
4-p-Tolyloxy-1H-indole-2-carboxylic acid
{1-[243-(RS)-hydroxy-piperidin-1-y1)-ethyll-piperidin4-y1}-amide  OH This
compound is synthesized analogously to Example 1 from
4-p-tolyloxy-1H-Indole-2- carboxylic acid 137 (see example 115) and racemic
amine 12. Yield: 87 mg (49%) of a beige solid; MS (ESI): 475,3 [M-HT, 1H-NMR
(DMSO-d0): (ppm) 11.65 (s, 1H), 8.2 (d, 1H), 7.08-7.2 (m, 5H), 6.87 (d, 2H),
6.47 (d, 1H), 4.53 (d, 1H), 3.72 (m, 11-0, 3.4 (m, 1H), 2.85 (m, 3H), 2.65
(iii, 1H), 2.37 (m, 4H), 2.28 (s, 3H), 1.98 (t, 2H), 1.7- 1.85 (m, 5H), 1.55
(m, 3H), 1.35 (m, 1H), 1.05 (m, 1H).  - 149 - 



Example 117 4-p-Toryloxy-1H-indole-2-carboxylic acid
(1-12-(4-hydroxy-piperidin-1-y0-ethyl)-piperidin-4-y1)- amide  0 N-K N-' H /
\_NacDH  This compound is synthesized analogously to Example 1 from
4-p-tolyloxy-1H-inciole-2- carboxylic acid 137 (see example 115) and amine 21.
Yield. 80 mg (45%) of a beige solid; MS (ESI): 475.3 [M-1-11-, 1H-NMR
(DMSO-de): 6 (ppm) 11.65 (s, 1H), 8. 2 (d, 1H), 7.07-7.2 (m, 51-1), 6.86 (d,
2H), 6.47 (d, 11-1), 4.48 (br, 1H), 3.72 (m, 1H), 3.4 (in, 111), 2.85 (m, 2H),
2.7 (m, 211), 2.35 (m, 414), 2.27 (s, 3H), 1.95-2.06 (m, 4H), 1.65-1.75 (m,
4H), 1.5 (m, 2H), 1.35 (m, 2119. Example 118
4-(3-Fluoro-phenoxy)-1H-Indole-2-carboxyllo acid
(1-(2-azepan-1-yl-ethyl)-piperidln-4-Aamide This compound is synthesized
analogously to Example 1 from 4-(3-Fluoro-phenoxy)-1Hindole-2-carboxylic acid
141 (preparation see below) and amine 5. Yield: 50 mg (28.3%) of a white
solid; MS (ESI): 479.3 [M+1-11+, 1H-NMR (DMSO-c15): 6 (ppm) 11,75 (s, 114),
8.2 (d, 1H), 7.35 (dd, 1H), 7.28 (d, 1H), 7.18 (dd, 1H), 7.05 (s, i1-f), 6.9
(dd, 111), 8.73-6.8 (m, 2H), 6.68 (d, 1H), 3.72 (m, 1H), 2.85 (m, 211),
2.5-2.58 (m, 6H), 2.35 (m, 2H), 1.98(m, 21-1), 1.72 (m, 2H), 1.48- 1.55(m,
1011).  



- 150 - Synthesis of 4-p-Tolyloxy-111-Indole-2-carboxylic acid (1411: (1) Step
A: 4-(3,5-Difluoro-2-nitro-phenoxy)-11-1-indole-2-carboxylic acid ethyl ester
(142) 4-Hydroxy-1H-indole-2-carboxylic acid ethyl ester (1 914.87 mmol) and
2,4-Difluoro-1-nitrobenzene (0.534 ml, 4.87 mmol) are dissolved in 20 ml of
dimethylformamide. After addition of potassium carbonate (1.3 g, 9.74 mmol)
the mixture is stirred over night at room temperature. Then the reaction
mixture is evaporated under reduced pressure, dissolved with ethyl acetate and
washed with water. The organic layers are dried over sodium sulfate and
evaporated. The crude product is used in the next step without further
purification. Yield: 1.63 9 (97%) of a grey resin; MS (EST 343.1 [M-HT. (2)
Step B: 4 4-(2-Amirio-5-fluoro-phenoxy)-1H-indole-2-carboxylic acid ethyl
ester (143) 142 (1.8 g, 4.734 mmol) is dissolved in 250 ml of ethyl acetate
and, after addition of Pd-C (200 mg), the mixture is hydrogenated at room
temperature for 2 hours. The mixture is filtrated over celtte to remove the
catalyst and evaporated. Yield: 1.41 g (95%) of a grey foam, MS (ES]): 315.2
(WHY. (3) Step C: 4-(3-Fluoro-phenoxy)-1H-Indole-2-carboxylic acid ethyl ester
{144) Tert-butyl nitrite (0.46 ml, 4.45 mmol) is dissolved in 5 ml of
dimethytformamide and heated to 85t. A solution of 143 (1.4 g, 4.45 mmol) in 5
nil of dimethylfomiamide Is added dropwise and the mixture is stirred of
additional 10 minutes, The brown solution is cooled to room temperature,
diluted with diethyl ether and washed with 2N HCI and brine. The organic
layers are dried over sodium sulphate and evaporated. The crude product (1.0 g
of a brown oll) Is further purifled by flash-chromatography (hexane / ethyl
acetate 7:3). Yield: 440 mg (33%) of a yellow solid; MS (ESI): 298.2 [M-HT, I
H-NMR (DtvISO-d8): 6 (ppm) 12.1 (s, 1H), 7.35 (dd, 1H), 7.3 (d, 1H), 7.25 (dd,
1H), 6.92 (dd, 1H), 6.77-8.87 (m, 3H), 6.7 (d, 11-1), 4.3 (q, 2H), 1.3 (t,
3H).  - 151 - (4)Step!): 4-(3-Fluoro-phenoxy)-1H-indole-2-carboxylic acid
(141) 144 (44G mg, 1.47 mmol) is dissolved in 10 ml of methanol and treated
with a solution of LiOH (70 mg, 1.47 mmol) in 5 ml of water. The mixture is
stirred at room temperature for 18 hours. After evaporation, the crude product
is acidified at 0C with 2M NCI and extracted with ethyl acetate. The organic
layers are dried over sodium sulphate and evaporated. 



Yield: 420 mg (100%) of a yellow solid; MS (ES1): 270.1 uw-Hr, 1H-NMR
(DMSO-d6): 6 (ppm) 12.95 (s, 1H), 11.9 (s, 1H), 7.35 (dd, 10), 7.28 (d, 1H),
7.18 (dd, 1H), 6.9 (dd, 1H), 6.77-6.85 (m, 2H), 6.75 (s, 1H), 6.7 (d, 11-1).
EXample 11R 4-(3-Fluoro-phenoxy)-1H-indole-2-carboxylic acid
(142-(4-hydroxy-piperidin-l-y0-ethyl]- piperidin-4-y1)-amide This compound is
synthesized analogously to Example 1 from 4-(3-fluoro-phenoxy)-11-1-
indole-2-carboxylic acid 141 (see example 118) and amine 21 Yield: 35 mg (20%)
of a white solid; MS (ESI): 479 IM-Hi, 1H-NMR (DNI50-d6): 6 (ppm) 11.75 (s,
1F1), 8.21 (d, 1H), 7,35 (dd, 1H), 7.29 (d, 111), 7.18 (dd, 1H), 7.05 (s,
11-1), 6.9 (dd, 1H), 6.73-6.8 (m, 2H), 6.68(d, 1H), 4.49(d, 1H), 3.72 (m, 1H),
14 (in, 11-0, 2,85 (m, 2H), 2,7 (m, 2H), 2.37 (rn, 4H), 1,95 (m, 4H),
1.63-1.77 (m, 4H), 1.5 (m, 2H), 1.35 (m, 2H). Example 120
4-(4-Fluoro-phenoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyfi-pipericlin-4-ylk amide  - 152 -  This compound is
synthesized analogously to Example 1 from
4-(4-fluoro-phenoxy)-1Hindole-2-carboxylic acid 145 (preparation see below)
and amine 5. Yield: 86 mg (49%) of a white solid; MS (ESI): 477.3 [M-H],
1H-NMR (DMSO-de): 5 (ppm) 11.75(s, 1H), 8.2 (d, 1H), 7.14-7.24(m, 5H), 7.0 (m,
2H), 6.5 (d, 1H), 3.72 (m, 1H), 2.85(m, 2H), 2.5-2.6 (m, 6H), 2.36 (m, 2H),
1.98 (m, 2H), 1.72 (m, 2H), 1.48 -.1.57  (m, 10H). Synthesis of
4-p-Tolyloxy-11-1-Indole-2-carboxylic acid (145): (1)Step A:
4-(4-Fluoro-2-nitro-phenoxy)-1H-Indole-2-carboxylic acid ethyl ester 



(146) 4-Hydroxy-11-1-indole-2-carboxylic acid ethyl ester (0.92 g, 4.483 mmol)
and 1,4-Difluoro-2- nitro-benzene (0.486 ml, 4.483 mmol) are dissolved in 10
ml of dimethylformamide. After addition of potassium carbonate (1.2 g, 8.96
mmol) the mixture is stirred over night at room temperature. Then the reaction
mixture is evaporated under reduced pressure, dissolved with ethyl acetate and
washed with water. The organic layers are dried over sodium suffate and
evaporated. The crude product is used in the next step without further
purification. Yield: 145 g (94%) of a grey resin; MS (ES1): 343.1 [M-I-q-
1H-NMR (DMSO-d6): 5 (ppm) 12.15 (s, 11-1), 8.08 (m, 1H), 7.55 (m,11-1), 7.3
(d, 1H), 7.24 (dd, 1H), 7.15 (dd, 1H), 6.9 (s, 1H), 6.62 (d, 11-1), 4.3 (q,
2H), 1.32 (t, 3H). (2)Step B:
4-(2-Amino4-fluoro-phenoxy)-1H-Indoie-2-carboxylic acid ethyl ester (147)
146(1.5 g, 4.21 mmol) is dissolved in 200 ml of ethyl acetate and, after
addition of Pd-C (200 mg), the mixture is hydrogenated at room temperature for
2 hours. The mixture is filtrated over celite to remove the catalyst and
evaporated.  - 153 - Yield: 1.31 g (99%) of a beige solid. MS (ESI): 313.2
[M-1-1-1, 1H-NMR (DMSO-c16): 6 (ppm) 11.95 (s, 1H), 7.12 (in, 2H), 7.05 (m,
1H), 6.75 (dd, 1H), 6.58 (dd, 1H), 6.34 (m, 1H), 6.28 (dt, 11-1), 5.25 (br,
2H), 4.3 (q, 2H), 1.32 (t, 3H). (3) Step C:
4-(4-Fluoro-phenoxy)-1H-indolo-2-carboxylic add ethyl ester (148) Tert-butyl
nitrite (0.46 ml, 4.45 mmol) is dissolved in 5 ml of dimethylformamide and
heated to 65C. A solution of 147(1.4 g, 4.45 mmol) in 5 ml of
dimethylformamide is added dropwise and the mixture is stirred of additional
10 minutes. The brown solution is cooled to room temperature, diluted with
diethyl ether and washed with 2N HCI and brine. The organic layers are dried
over sodium sulphate and evaporated. The crude product (1.0 g of a brown oil)
is further purified by flash-chromatography (hexane / ethyl acetate 7:3).
Yield: 440 mg (33%) of a yellow solid; MS (Eat): 298.2 [M-HT, 1H-NMR (DMS0-4):
6 (ppm) 12.05 (s, 1H), 7.2 (m, 4H), 7.05 (m, 2H), 6.85 (m, 1H), 6.54 (d, 1H),
4.3 (q, 2H), 1.3 (t, 3H). (4) Step D:
4-(4-Fluoro-phenoxy)-111-Indole-2-carboxylic acid (145) 143 (510 mg, 1.7 mmol)
is dissolved in 10 ml of methanol and treated with a solution of LOH (82 mg,
3.4 mmol) in 5 ml of water. The mixture is stirred at room temperature for 18
hours. After evaporation, the crude product is acidified at 0C with 2M HCI and
extracted with ethyl acetate. The organic layers are dried over sodium
sulphate and evaporated. Yield: 460 mg (100%) of a yellow solid; MS (ESI):
270.1 [M-Hr, 1H-NMR (DMS0-4): 6 (ppm) 13.0 (s, H), 11.9 (s, 1H), 7.15-7.22 (m,
4H), 7.05(m, 2H), 6.78 (m, 1H), 6.55 (d, 1H). 



Example 121  4-(4-Fluoro-phenoxy)-1H-indole-2-carboxylic acid
{142-(4'hydroxy-plperldin-l-y1)-ethyllpiperidin-411}-amide  - 154 - This
compound is synthesized analogously to Example 1 from
4-(4-fiuoro-phenoxy)-1Hindole-2-carboxylio acid 145 (see example 120) and
amine 21.  Yield: 66 mg (37%) of a white solid; MS (ESI): 479 [M-111, 1H-NMR
(DMSO-d0): 6 (ppm) 11.7 (s, 1H), 8.2 (d, 1H), 7.1-7.24 (m, 5H), 7.0 (m. 211),
6.5 (d, 1H), 4.46 (br, 1H), 3,72 (m, 111), .3.42 (m, 11-1), 2.85 (m, 2H), 2.7
(m, 2H), 2.38 (En, 4H). 2.0 (m, 4H), 1.64-1.77 (m, 4H), 1.53 (m, 2H), 1.35
(m, 29). Example 122 4-(3,4-Difluora-phenoxy)-1H-indole-2-cartioxylic acid
11-(2-azepan-1-yl-ethy))-pipericlin-4-y1]- amide  N-04--te  This compound is
synthesized analogously to Example 1 from
4-(3,4-Dffluoro-phenoxy)-1Hindole-2-carboxylic acid 149 (preparation see
below) and amine 5. Yield: 62 mg (36%) of a white solid; MS (ES!): 495.3
[M-Hr, 1H-NMR (DMSO-de): 6 (Plor1) 11.75 (s, 19). 8.23 (d, 11-1), 7.44 (m,
1H), 7.26 (d. 19), 7.14 (m, 1H), 7,0 (m. 111), 6.80 (in, 19), 6.56(d, 2119,
3.72 (m, 1H), 287 (in, 29), 2.5-2.6 (m, 69), 2.38 (m, 29), 2.0 (in, 29), 1.75
(m, 2H), 1.47 - 1.55 (m, 109). Synthesis of
4-(3,6-13Ifluoro-phenoxy)-1H-Indole-2-carboxylic acid (149): 



(I)Step A: 4-(3,5-DIfiuoro-2-nitto-phenoxy)-1H-Indole-2-carboxyllc acld ethyl
ester (160) 4-Hydroxy-1H-indole-2-carboxylic acid ethyl ester (1 g,4.87 mmol)
and 1,2,4-Trtfluoro-5- nitro-benzene (0.559 nil, 4.87 mmol) are dissolved in
10 ml of dimethylforrnamIde. After addition of potassium carbonate (1,3 g,
9.74 rnmoi) the mixture is stirred over night at room temperature. Then the
reaction mixture is evaporated under reduced pressure, dissolved  - 155 - with
ethyl acetate and washed with water. The organic layers are dried over sodium
sulfate and evaporated. Yield: 1.79g (100%) of a yellow foam. MS (ES!): 361.1
[M-H]. (2) Step B: 442-Amino-45-difluoro-phenoxy)-1H-indole-2-carboxylic acid
ethyl ester (151) 150 (1.8 g, 4.87mmol) Is dissolved in 150 ml of ethyl
acetate and, after addition of Pd-C (500 rug), the mixture is hydrogenated at
room temperature for 2 hours. The mixture is filtrated over Pah. to remove the
catalyst arid evaporated. Yield: 1.61g (99%) of a brown foam. MS (ES!): 333.2
(M+H)*. (3) Step C: 4-(3,4-DIfluoro-phenoxy)-1H-Indols-2-carboxylic acid ethyl
ester {152) Ted-butyl nitrite (0.575 ml, 4.85 mmol) Is dissolved in 5 ml of
dimethylformamide and heated to 65C. A solution of 151 (1.6g, 4.85 mmol) in 5
ml of dlmethylformamide is added dropwise and the mixture is stirred of
additional 10 minutes. The brown solution is cooled to room temperature,
diluted with diethyl ether and washed with 2N HCI and brine. The organic
layers are dried over sodium sulphate and evaporated. The crude product (1.78
g of a brown oil) is further purified by flash-chromatography (hexane / ethyl
acetate 9:1). Yield: 380 mg (25%) of a slightly yellow solid; MS (ES!): 316.2
EM-Hi. 1H-NMR (DMSO-d6): 8 (ppm) 12.1 (s, 1H), 7.45 (m, 1H), 7.27 (d, 1H), 7.2
(dd, 1H), 7.05 (m, 1H), 6.98 (tn. 1H), 6.95 (m, 1H), 6.55 (d, 1H), 4.3 (g,
2H), 1.34 (t, 3H). (4) Step D: 4(3,4-Difluoro-phenoxy)-1H-indole-2-carboxylic
acid (149) 



152 (380 mg, 1.2 mmol) is dissolved in 10 ml of methanol and treated with a
solution of LiOH (57 mg, 2.4 roof) in 5 ml of water. The mixture is stirred
at room temperature for 18 hours. After evaporation, the crude product Is
acidified at 0C with 2M HCI and extracted with ethyl acetate. The organic
layers are dried over sodium sulphate and evaporated. Yield: 310 mg (90%) of
a yellow solid; MS (ESI): 288.1 [M-HT, 1H-NMR (DMSO-d6): 6 (ppm) 13.0 (s,
1H), 12.0 (s, 1H), 7.45 (m, 1H), 7.25 (d, 11-1), 7.18 (dd, 1H), 7.05 (m,
114), 6.98 (m, 1H), 6.87 (s, 114), 6.55 (d, 11-0,  - 156 - Example 123
443,5-Difitioro-phenoxy)-1H-indole-2-carboxylic acid
(1-(2-azepan-1-ykethyl)-piperidin-4-yij amide This compound is synthesized
analogously to Example 1 from 443,5-difluoro-phenoxy)-114 indole-2-carboxylic
acid 153 (preparation see below) and amine 5. Yield: 180 mg (33.2%) of a
yellow solid; MS (EST 495.3 IM-HT, 1H-NMR (DMSO-c18): 6 (ppm) 11.8 (s, 1H),
8.21 (d, 1H), 7.33 (d, 1H), 7.2 (dd, 1H), 7.04 (d, 1H), 6.94 (m, 1H), 6.75
(d, 1H), 6.62 (m, 29), 3.7 (m, 1H), 2.65(m, 2H), 2.47- 2.58 (rn, 61-1), 2.36
(m, 2H), 1.98 (m, 21-1), 1.75 (m, 2H), 1.47- 1,55 (m, 109), Synthesis of
4-13,5-D111u oro-p henoxy)-1H-Indole-2-carboxylic acld (153): (1)Step A:
4-(3,5-Difluoro-2-nitro-phenoxy)-1H-indole-2-carboxylic acid ethyl ester f
154) 4-Hydroxy-1H-indole-2-carbmIlc acid ethyl ester (1 g, 4.87 mmof) and
1,3,5-Trifluoro-2- nitro-benzene (0.57 ml, 4,87 mmol) are dissolved In 10 ml
of dimethyiforrnamide. After addition of potassium carbonate (1.3 g, 9.74
mmol) the mixture is stirred over night at room temperature. Then the
reaction mixture le evaporated under reduced pressure, dissolved with ethyl
acetate and washed with water. The organic layers are dried over sodium
sulfate and evaporated. Yield: 1,13g (100%) of a yellow foam. MS (ES!): 361.2
(M-1-1  



- 157 - 154 (1.8 9, 4.87mmol) Is dissolved in 150 ml of ethyl acetate and,
after addition of Pd-C (500 mg), the mixture Is hydrogenated at room
temperature for 2 hours. The mixture is filtrated over celite to remove the
catalyst and evaporated. Yield: 1.53g (94%) of a brown foam. MS (ESI): 333.2
(fiA+Hr. (3) Step C: 4-(3,5-Difluoro-phenoxy)-1H-indole-2-carboxylic acid
ethyl ester (156) Tert-butyl nitrite (0.547 ml, 4.6 mmol) is dissolved in 5
ml of dimethytformamide and heated to 65C. A solution of 155 (1.5g, 4.6 mmol)
in 5 mr of dimethylformamide is added dropwise and the mixture is stirred of
additional 10 minutes. The brown solution is cooled to room temperature,
diluted with diethyl ether and washed with 2N NCI and brine. The organic
layers are dried over sodium sulphate and evaporated. The crude product (1.5
g of a brown oil) is further purified by fiash-chromatography (hexane I ethyl
acetate 9:1). Yield: 260 mg (17.8%) of a yellow solid; MS (ESP): 316.2 IM-Hi,
1H-NMR (DMSO-d5): 6 (ppm) 12.2 (s, 1H), 7.35 (d, 11-1), 7.28 (cid, 1H), 6.05
(m, 1H), 6,82 (d, 1H), 6,79 (d, 1H), 6.68 (dd, 1H), 4.3 (q, 2H), 1.3 (t, 3H).
(4) Step Co; 4-(3,5-Difluoro-phenoxy)-1H4ndore-2-carboxylic acid (153) 156
(260 mg, 0.82 mmol) is dissolved In 10 ml of methanol and treated with a
solution of LICH (40 mg, 1.8 mmol) in 5 ml of water. The mixture is stirred
at room temperature for 18 hours. After evaporation, the crude product is
acidtfied at 00 with 2M HCI and extracted with ethyl acetate. The organic
layers are dried over sodium sulphate and evaporated. Yield: 240 mg (100%) of
a yellow solid; Example 124 4-(3,5-Difluoro-phenoxy)-1H-Indole-2-carboxylic
acid (142-(3-RS4iydroxy-pipendin-110- ethyll-piperidin-4-y1}-arnide  - 158 -



OH This compound is synthesized analogously to Example 1 from
4-(3,6-Difluoro-phenoxy)-1Hindole-2-carboxylc acid 163 (see example 123) and
racemic amine 12. Yield: 38 mg (32%) of a white solid; MS (ESI): 499 1M+Hr,
1H-NEv1R (DMSO-d6): 6 (ppm) 11.8 (s, 11-I), 8.25 ( d, 1H), 7.33 (d, 1H), 7.2
(dd, 1H), 7.04 (s, 1H), 6.92 (dd, 1H), 6.76 (d, 1H), 6.63 (d, 21-0, 4.02 (d,
1H), 3.72 (m, 1H), 3.4 (rn, 1H), 2.8-2.9 (m, 3I-1), 2.67(m, 21-I), 2.38 (m,
4H), 1.99 (m, 2H), 1.68-1.88 (m, 5H), 1,47-1.6 (m, 31-0, 1.371 (m, 1H), 1.05
(m, 1H). Example 125 4-(3,5-Difluoro-phenoxy)-1H-indole-2-carboxyllc acid
{142-(4-hydroxy-piperidin-1-y1)-ethyl]- piperidin-4-y1)-amide  This compound
Is synthesized analogously to Example 1 from
4-(3,5-Difluoro-phenoxy)-1HIndole-2-carboxylic acld 163 (see example 123) and
amine 21. Yield: 23 mg (13%) of a white solid; MS (ES!): 497.2 EM-Hr, 1H-NMR
(DM5045): 6 (ppm) 11.79 (s, 1H), 8.22 ( br, 1H), 7.32 (d, 1H), 7.2 (dd, 1H),
7.04 (s, 1H), 6.9 (dd, 1H), 6.75 (d, 1H), 6.6 (d, 2H), 4.46 (s, 1H), 3.72 (in,
1H), 3.39(m, 1H), 2.83 (in, 2H), 2.67 (m, 2H), 2.35 (m, 4H), 1.98 (m, 4H),
1.75 (m, 2H), 1.65 (m, 2H), 1.51 (m, 21-1), 1.35 (m, 2H).  - 159 -
Alternatively, the 4-alkoxy-indole-2-carboxamides are prepared as shown in
reaction scheme 16, Reaction Scheme 1116:   



Example 126 4-(6-Chloro-pyridin-2-yloxy)-1H-indole-2-carboxylic acid [1
-(2-azepan-l-yl-ethyl)-piperidin-4- ylj-amide This compound is synthesized
analogously to Example 1 from 4-(6-Chloro-pyridin-2-yloxy)-
1H-indole-2-carboxylic acid 157 (preparation see below) and amine 5. Yield:
85 rug (54%) of yellow crystals; MS (ES!): 494.3 IM-HT, 1H-NMR (DMSO-dg): 6
(ppm) 11.8 (s, 11-1), 8.2 (d, 111), 7.85 (dd, 1H), 7.3 (d, 1H), 7.2 (m, 2H),
6.95 (s, 1H), 6.9 (d, 111), 6.8 (d, 1H), 3.7 (m, 1H), 2.85 (m, 2H), 2.5 - 2.6
(m, 61-1), 2.35 (m, 2H), 2.0 (t, 2H), 1.75(m,  



2H), 1.5 (m, 10H). Synthesis of
4-(6-Chloro-pwidin-2-vioxv)-1H-Indole-2-carboxylic acid (167): (1)Step A:
4-Benzyloxy-indole-1,2-dicarboxylic acid 1-tert-butyl ester 2-ethyl ester
(168)  - 160 - 4-13enzyloxy-1H-indole-2-carboxy5c acid ethyl ester (10 9, 34
mmol) and DMAP (80 mg) are dissolved in 80 ml of ethyl acetate. 80C20 (8.9 g,
41 mmol) dissolved in a small amount of ethyl acetate is added at room
temperature. The mixture is stirred over night at room temperature. Then the
reaction mixture Is washed with lm aqueous tartaric acid, water and brine.
The organic layers are dried over sodium sulfate and evaporated. The crude
product is used in the next step without further purification. Yield: 13.8 g
(100%) of a yellow oil. 11-I-NMR (CDCI3): 6 (ppm) 7.7 (d, 1H), 7.3 - 7.5 (nn,
7H), 6.75 (d, 1H)-, 5.2 (s, 2H), 4.4 (q, 2H), 1,7 (s, 9H), 1,4 (t, 3H),
(2)Step B: 4-Hydroxy-indole-'1,2-dicarboxylic acid 1-tert-butyl ester 2-ethyl
ester (159) 158 (8 g, 20 mmol) is dissolved In 80 ml of ethyl acetate and,
after addition of 5% Pd-C (700 mg), the mixture is hydrogenated at room
temperature for 7 hours. The mixture is filtrated over ceiite to remove the
catalyst and evaporated. The solid is suspended in ether/hexane and filtered.
Yield: 4,6g (74%). 1H-NiVIR (CDCI3): 6 (ppm) 7,7 (d, 1H), 7.3 (m, 2H), 6.7
(d, 1H), 5.5 (s, 1H), 4,4 (q, 2H), 1.7 (s, 9H), 1.4 (t, 3H). (3)Step C:
4-(6-C hloro-pyddin-21doxy)-11-1-Ind o I e-2-carboxylic acid ethyl ester
(160) 



159 (500 mg, 1,6 mmol), 2,6-Dichloro-pyildine (360 mg, 24 mmol) are dissolved
in 15 ml of dimethytformamide. After addition of potassium carbonate (340 mg,
24 mmol) and a catalytic amount Cu-powder the mixture is heated to 160C for 3
hours. The reaction mixture is cooled to room temperature, diluted with ethyl
acetate and washed with water. The organic layers are dried over sodium
sulphate and evaporated. The crude product is solved in dichloromethane and
after evaporation crystallized with cyctohexane, Yield: 300 mg (58%) of a
beige solid. MS (ESI): 317.2 (M+Hr, 1H-NMR (00C13): 6 (ppm) 9.2 (br, 1H), 7.7
(dd, 1H), 7.3 (m, 21-1), 7.1 (in, 21-1), 6,95 (dd, 1H), 6.75 (d, 1H), 4.4 (q,
21-I), 1.4 (t, 3H).  - 161 - 160 (100 mg, 0.315 mmol) is dissolved In 4 ml of
methanol and treated with a solution of NaOH (1 ml , 2N). The mixture is
stirred 1 hour at room temperature. The reaction mixture Is acidified with Ha
(1 mil, 2N) and evaporated. The crude mixture is used in the next step without
further purification. Alternatively, the 4-aikoxy-inclote-2-cattoxernides are
prepared as shown in reaction scheme 17 Reaction Scheme 17:  Example 127
4-lsobutoxy-1H-indole-2-carboxylic acid
(1-(octahydra-guinolizin-1-ylmethyl)-piperidin-4-ylk amide dihydrochloride
161 (preparation see below) (2.5 g, 7.1 mmol),
octahydro-2H-chinolIzin-1-ylrnethanol (Lupinine) (1.2 g, 7.1 mmol) and
ethyldlisopropylamlne (12.2 ml, 71 mmol) are dissolved in    ml of
propionitril. After addition of cyanomethyl-trimethyl-phosphonium iodide (4,1
g, 17 mmol) the mixture is refluxed for 311. After cooling down to room
temperature, the mixture is diluted with ethyl acetate and washed with
potassium carbonate solution. The crude product 3.9g of a brown oil) is
crystallized from methanol. Yield: 29 (52%) of a white solid. MS (ESi): 467
[M-FH]. ,1H-NIMR (DMSO-dg): 6 (ppm) 11,42 (s, NH), 8.16 (d, NH), 7.22(d1 1H),
7.02 (dd. MI), 6.96(d, 1H) ,6,45(d, 1H), 3.83 (d, 2H), 3.75 



- 162 - (m,11-1), 3.49(s,2H), 2.81(m, 2H), 2.70(m,2H), 229 (m, 1H), 2.15-2,00
(m, 2H),1,95-1,73 (m, 71-1), 1.72-1.27 (m, 91-1), 1.26-1,10(m, 21-0, 1.05 (d,
6H). Synthesis of 4-lsobutoxv-1H-lndole-2-carboxylic acid el
-benzyl-piperldln-4-5M-amIde 11611:  (1) Step A:
44sobutoxy-1H-Indole-2-carboxyllc acid (1-benzyl-piperidin-411)- amide (161)
4-lsobutoxy-1H-inclole-2-carboxyllc acid 80 (4.7g, 20.1 mmol, preparation see
Example 8) and 1-benzyl-piperidin-4-ylamine (4.2 ml, 20.1 mmol) are dissolved
In 70 ml of DMF and after addition of TBTU (7.3 g, 22.1 mmol) and
ethyldiisopropylamine (13.8 ml, 80.4 mmol) the mixture is stirred at room
temperature for 2 h. Then the solvent is evaporated at high vacuum. The
residue Is dissolved in ethyl acetate, washed with saturated aqueous sodium
hydrogen arbonate and brine. The organic layers are dried over sodium sulfate
and evaporated under reduced pressure. Yield: 8.96 g of a beige solid. MS
(ESI): 406.5 [M-1-H]f (2) Step B: 4-lsobutoxy-1H-indola-2-carboxylic acid
piperidin-4-ylamide hydrochloride (161) 161 (8.1 g, 20 mmol) is dissolved in
200 ml of ethanol and, after addition of Pd-C (200 mg) and 10 ml of 4M HCI the
mixture is hydrogenated at room temperature for 3 hours. The mixture is
filtrated over celite to remove the catalyst and evaporated. Yield: 7.13 g
(100%) of a white solid. MS (ESI): 316 [M+Hlt, 1H-NMR (DMSO-d6): 6 (ppm) 11.5
(s, 11-0, 8.42 (d, 11-0, 7,25 (s, 2H), 7.04 (dd, 1H), 



6,95 (d, 11-1), 6.45 (d, 1)-1), 4.0 (m, 1H), 3.83 (d, 21-9, 3.22 (m, 2H), 2.88
(m, 21-9, 2.1 (m, 1H), 1.9 (ml, 21-0, 1.7 (m, 2H), 1.05 (d, 6H).  Example 128
4-lsobutoxy-1H-indole-2-carboxylic acid
[1-(1-methyl-piperidin-3-ylmethyl)-piperidin-4-yl]-  amide  - 163 -  



This compound is syntheslzed from the compound 161 (see example 127) and
(1-Methylpiperldin-3-y1)-methanol analogously to the method described in
Example 127. Yield: 60 mg (50%). MS (ES1): 427 [M-i-H] ,1H-NMR (DMSO-de): 5
(ppm) 11,45 (s, NH), 8.18(d, NH), 7.21 (a, 11-I), 7.02 (dd, 1H), 6.95 (d,
1H), 6.45 (d, 1H), 3,85 (d, 2H), 3.75 (m, 1H), 2.88 (m, 1H), 2,78 (m, 2H),
2.62 (in, 1H), 2.12 (s, 3H), 2.13-2.05 (m,3H), 2.00-1.84 (in, 211), 1.84-1.40
(m, 10H), 1.05(d, 6H), 0.82 (m, 1H). Example 129
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
{1-1(18,9aR)-1-(octahydro-guinolizin-1- y1)methyppiperidin-4-ylyamide  This
compound Is synthesized from 4-cyclobutylmethoxy-114-indole-2-carboxylic acid
piperidin-4-ylarnide, 162 (preparation see below) and
(1R,9aR)-1-(octahydro-quinofizin-110- methanol analogously to the method
described In example 127. MS (ES1): 479.1 EM-H-114, 1H-NMR (CMSO-de). 6 (ppm)
11.44 (s, 1H), 8.2 (d, 11-1), 7.2 (d, 1H), 7.03 (t, 1H), 6.96 (d, 1H), 6.47
(d, 1H), 4.04 (d, 2H), 3.76 (m, 1H), 2.6-2.9 (m, 5H), 2.22-2.54 (in, 2H),
1.08-2.17 (m, 26H).  - 164 - (1) Step A;
4((4-Cyclobutylmethoxy-1H-Indole-2-carbonyl)-ami nol-piperldine-1- carboxylic
acid tert-butyl ester, 163 To a solution of
4-cyclobutylmethoxy-1H-indole-2-carboxylic acid (82) from example 34 (2.2 g,
8,97 mmol) in 20 ml of DCM is added 4-amino-piperidine-1-carboxylic add
terkbutyl ester (1.98 g, 9.87 mrnol), HOBT (1.37 g, 8.97 mmol), triethylamlne
(2,5 ml, 17,94 mmo1) and EDC (1/2 g, 8.97 mmol). The mbcture is stirred at
room temperature over night. It is then washed with 2N-NaOH and brine, dried
over anhydrous sodium sulphate and evaporated to give a yellow powder. The
crude material is purified by chromatography on silicagel using hexane and
Et0Ac (from 0% to 20%). Yield: 3.029 (79%). MS (ESI): 426.3 pi.4-91-, 1H-NMR
(CDCle): 5 (ppm) 9.33 (s, 19), 7.17 (t, 19), 7.03 (d, 19), 6.97(s, 19), 6.5
(d, 19), 6.12(d, 1H), 4.13 (m, 49), 4.07(d, 29), 2.76297 (m, 4H), 1.88-2.25
(m, OH), 1.46 (s, 91-1). (2) Step El:
4-Cycrobutyfmethoxy-1H-Indole-2-carboxylic acid pi perid 162 



The tert-butyl ester (183) from above (3.02g, 7.05 rnmol) is dissolved in 20
ml of dioxane. A 4M-solution of NCI in dioxane (14.1 nil, 56A mmol) is added
and the mixture Is stirred for 24 hours. Evaporation gave the hydrochloride
as a white powder. Yield: 2.939 (>100%, not completely dry). MS (ES!): 3281
[MtHI% 11-I-NMR (DMSO-de): 6 (ppm) 11.59 (s, 1H), 8.75 (br m, 2H), 8.51 (d,
1H), 7.25 (s, 1H), 7.07 (1, 114), 6.99 (d, 114), 5.5 (d, 114), 41 (m, 11-I),
4.05 (d, 2H), 3.25- 3.45 (m, 29), 3.02 (m, 29), 2,78 (m, 19), 2.14 (in, 21-0,
1,85-2.04 (m, 5H), 1,76 (m, 21-9. Example 130
4-Cyclobutylmethoxy-1H-lndole-2-carboxylic add
(1-KS)-2H(3R,4R)-4-hydroxy-3-methylpipericlin-1-yr)-propyil-piperidin-4-y1)-a
mide  - 165 - N-CN This compound is synthesized from
4-cyclobutylmethoxy-1H-indole-2-carboxylic acid piperidin-4-ylamide, 162 (see
example 129) and 2,2-dimethyl-proplonic acid (3R,4R)-1-((R)-
2-hydroxy-propy1)-3-methyl-piperidin-4-y1 ester, 164 (preparation see below)
analogously to the method described in example 127, followed by pivaloyl
cleavage as described for amine 55. MS (ESI): 483.2 [M+1-1]., 1H-NMR
(DMSO-d6): 6 (ppm) 11.43 (s, 1H), 8.2 (br s, 11-1), 7.19 (s, 1H), 7.03 (1,
1H), 6.96 (d. 1H), 5.47 (d, 1H), 4.44 (m, 1H), 4.04 (d, 2H), 3.73 (m, 1H),
2.58- 2.96 (m, 71-9, 2.04-2.41 (m, 6H), 1.83-2.02 (m, 6H), 1.66-1.82 (m, 3H),
1.45-1.65 (m, 2H), 1.2-1,44 (m, 2H), 0.91 (d, 3H), 0.86 (d, 3H).
(1)2,2-Dimethyl-proplonic acid (31:1,4R)-1-((R)-2-hydroxy-propy1)-3-methyl-
piperldin-4-y1 ester (164) A solution of piperidine 20 (3 g, 15.05 mmol) and
(R)-2-methyl-oxirane (15.05 ml, 150.5 mmol) In 10 ml of ethanol is stirred
for 24 hours in a closed flask. The solvent ls evaporated and the residue
distilled in a Kugeirohr apparatus (0.08 mbar, 8040C). Yield: 3.82 g (99%),
MS (ESQ. 258.2 CM+Hr, 1H-NMR (DMSO-c16): 6 (ppm) 4.34 (bra, 1H), 4.24 (id,
1H), 3.70 (sextett, 1H), 219 (m, 2H), 2.03-2.28 (m, 3H), 1.65-1.9 (m, 3H),
1.45 (qd, 1H), 1.14 (s, 91-9, 1.02 (d, 311), 0.81 (d, 3H), [a)D = -66.1
(c=1.5 in Me0H) 



Example 131  4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
(1-1(S)-2-((38,4R,53)-3,4-dihydroxy-5-
methyl-piperidin-1-yi)-propyll-plperidin-4-ylyamide  - 166 -  This compound
is synthesized from 4-cyclobutylmethoxy-11-1-indole-2-carboxylic add
pipericlin-4-ylamide, 162 (see example 129) and amine 35 analogously to the
method described in 54, followed by cleavage of the protecting group. MS
(ES!): 499.4 [M+Hr, 1H-NMR (DMSO-do): 6 (ppm) 11.47 (s, 1H), 8.28 (br s, 1H),
7.23 (s, 1H), 7.04(t, 11-I), 6.99 (d, 1H), 6.49{d, 1H), 4.07(m, 1H), 4.06 (d,
2H), 4.02(m, 111), 3.76 (m, 1H), 3.55 (m, 1H), 2.58-2.96 (m, BM), 2.25-2,4
(rri, 3H), 1.83-2.15 (m, 11H), 1.66-1.82 (m, 2H), 1.45-1.65 (m, 2H), 0.91 (d,
3H), 0.86 (d, 3H). Example 132 4-Cyclobutylmethoxy-1H-indole-2-carboxyric
acid (11(R)-3-hydroxy-2-((33,4S)-4-ydroxy-3-
methyl-pipericlin-1-y0-propyli-piperidin-4-y1)-amide  This compound is
synthesized from 4-cyclobutylmethoxy-1H-indole-2-carboxylic acid
piperidin-4-ylamide, 162 (see example 129) and 2,2-climethyl-propionic acid
(33,43)-1-((S)- 2-hydroxy-3-trityloxy-propy1)-3-methyl-piperidin-4-y1 ester
(60) analogously to the method described In 56, followed by subsequent
removal of the protection groups with sodium methylate and 80% acetic acid.
MS (ESI): 499.5 fm+Hr, 1H-NMR (DMSO-c16): 6 (ppm) 11.44 (s, 1H), 8.22 (d,
1H), 7.2 (d, 1H), 7.03 (t, 1H), 6.96 (d, 1H), 6.47 (d, 1H), 4.45 (d, 1H),
4.28 - 4.45 (m, 1H), 4.04 (d, 2H), 3.7 - 3.8 (m, 11-1), 3.42 (d, 2H), 2.6 -
2.98 (m, 7H), 2.25 - 2.42 (m, 21-1).1.15 - 2.18 (m, 16H), 0.86 (d, 3H).  -
167 - 



Example 133 4-(Furan-3-yfinethoxy)-1H-indole-2-carboxylic acid
(1-R1S,9aR)-1-(octehydro-quinolizin-1- yl)methyll-piperidln-4-y11-amide flhf
\ (iN This compound Is synthesized from
4-(furan-3-ylmethoxy)-1H-indole-2-carboxylic acid piperidin-4-ylamide, 165
(preparation see below) and (1R,9aR)-1-(octahydro-quinolizin-1-yI)- methanol
analogously to the method described In example 127. MS (E81): 491.1 (M+Hr,
1H-NMR (DM50-d6): 6 (ppm) 11.45 (s, 1H), 8.13 (d, 1H), 7.82 (s, 1H), 7.68 (t,
1H), 7.22 (d, 1H), 7.05 (t, 1H), 6.98 (d, 1H), 6.62 (s, 1H), 6.59 (d, 1H),
5.03 (s, 2H), 3.74 (m, 1H), 2.8 (m, 2H), 2.69 (m, 2H), 2.43-2.53 (m, 1H),
2.27 (m, 1H), 2.02 (m, 1H), 1.07-1.95 (m, 19H). Synthesis of
44Furan-3-ylmethoxy}-1H-indole-2-carboxylic acid piperidin4-ylamide rj_KE
(1)Step A: 4414-(Furan3-ylmethoxy)-114-indole-2-carbonyli-am inobpiper
carboxylic acid tert-butyl ester (166) To a solution of
4-(furan-Sylmethoxy)-1H-indole-2-carboxylic acid (95) from Example 33 (5 g,
19,44 mmol) in 10 ml of DCM is added 4-amlno-piperidine-1-carboxylic acid
tert-butyl ester (3.89g, 19.44 mmol), HOBT (2.98 g, 19.44 mmol),
triethylamine (5.4 ml, 36.88 mmol) and EDC (3.73 g, 1944, mmol). The Mocture
is stirred at room temperature over night. It is then washed with 2N-NaOH and
brine, dried over anhydrous sodium sulphate and evaporated to give a yellow
powder. The crude material is purified by chromatography on silicagel using
DCM and Et0Ac (from 0% to 10%).  - 166 - 



Yield: 7.51 g (88%). MS (ESI): 438.3 [M-Hr, 1H-NMR (CDCI3):  (ppm) 9.42 (s,
1H), 7.57 (s, 1H), 7.46 (s, 1H), 7.21 (t, 1H), 7.05 (d, 1H), 6.96 (s, 114),
6.6 (d, 1H), 6.55 (s, 1H), 6.08 (d, 1H), 5.07 (d, 2H), 4.04-4.2 (overlapping
m, 31-1), 2.91 (m, 21-1), 2.01 (m, 214), 1.48 (s, 911) 1.42 (m, 2H). (2)Step
B: 4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid piperldln-4- ylamide
(165) The tert-butyl ester (166) from above (595 mg, 1.58 mmol) is dissolved
in 5 ml of dioxane. A 4M-solution of MCI in dioxane (3.2 ml, 12.8 mmol) is
added and the mixture is stirred for 24 hours. Evaporation gave the
hydrochloride as a white powder. Yield: 595 mg (100%). MS (ESI): 340.2 [WHY,
1H-NMR (DM50-4): 6 (ppm) 11.65 (s, 1H), 9.0 (br m, 2H), 85(d, 1H), 785(s,
114), 7.71 (s, 1H), 7.3 (s, 114), 7.09(t, 1H), 7.02 (d, /H), 6.62 (d, 1H),
6.64 (s, 1H), 5.05 (d, 2H), 4.07 (m, 1H), 3.31 (m, 211), 3.0 (m, 214), 1.96
(m, 214), 1.78 (m, 214), Example 134
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
{11(S)-2-((3R,41R)-4-hydroxy-3-methylpiperidin-111)-propyq-piperldin-4-y1}-am
Ide  This compound Is synthesized from
4-(furan-3-ylmethoxy)-1H-indole-2-carboxylic acid piperidln-4-ylarnide, 165
(see example 133) and 2,2-dimethyl-propionic acid (3R,4R)-1-((R)-
2-hydroxy-propy1)-3-methyi-piperldin-4-y1 ester, 164 (preparation see example
130) analogously to the method described In example 127, followed by plvaloyl
cleavage as described for amine 55, MS (ESI): 495.21M+Hr, 1H-NMR (DMSO-do): b
(ppm) 11.46 (s, 1H), 8.14 (d, 11-), 7.82 (s, 1H), 7.68 (br s, 1H), 7.23 (s,
114), 7.05 (1, 1H), 6.99 (d, 114), 6.62 (s, 11-1), 6,6 (d, 114), 5.03 (s,  -
169 - 2H), 4.43 (d, 1H), 3.72 (in, 1H), 2.56-2.95 (m, 5H), 2.32 (m, 1H), 2.24
(m, 1H), 2.04-2.19 (rn, 2H), 1.9 (iii, 2H), 1.67-1.79 (m, 31-0, 1.43-1.81 (m,
2H), 1.21-1.41 (m, 31-0, 0.91 (d, 3H), 0.86 (d, 31-1). Example 135 



4-(2-Methyl-thiazol-4-ylmethoxy)-1H-Indole-2-carboxylic acid
[1-(octahydro-quinolizin-1- ylmethyl)-piperidin-4-y11-amIde  -( N N  This
compound is synthesized from
4-(2-methyl-thiazol-4-yimethoxy)-1H-indole-2-carboxyllo acid
piperldin-4-ylamide, (167, preparation see below) and
(1R,9aR)-1-(ociahydro-quinollzin1-yI)-methanol analogously to the method
described in example 127. MS (ESI): 522 [M+Hr, 1H-NMR (DMSO-dc): 6 (ppm) 11.5
(s, 1H), 8.16 (d, 1H), 7.57 (s, 1H), 7.25 (s, 1H), 7.05 (cid, 11-0, 6.98 (d,
1H), 6.62 (s, 111), 5.18 (s, 2H), 3.74 (m, 1H), 18 (m, 2H), 2.69 (rn, 2H),
2.65 (s, 3H), 2.43-2.53 (m, 1H), 2.27(m, 1H), 2.02 (m, 1H), 1.07-1.95 (m,
19H). Synthesis of
4-(2-methyl-thlazol-4-vIrriethoxy)-1H-Indole1/4.2-carboxylic acid piperldin-4-
ylornide (167) (1)Stop A: (2-Methyl-thiazol-4-y1)-methanol (168)
2-Methyl-thiazole-4-carboxylic acid ethyl ester (966 mg, 5.64 mmol) is
dissolved in 5 ml of diethylether and cooled to -78C. AIM  solution of lithium
aluminium hydride in THE (16.9 ml, 16.9 mmol) is added dropwlse and the
mixture Is sirred for 3.5h at -78C. The mixture is quenched at this
temperature with a saturated solution of sodium sulphate and is allowed to
warm up to room temperature, followed by extraction with ether and
evaporation.  - 170 - Yield: 670 mg (92%). MS (E51): 130.0 [M-Hr, 1H-NMR
(CDC13): 5 (ppm) 7.20 (s, 1H), 5.27 (dd, 1H), 4.50 (d, 2H), 2.62 (s, 3H). (2)
Step B: 4-(2-Methyl-thiazol-4-ylmethoxy)-indole-1,2-dlcarboxylic acid
1-tertbutyl ester 2-ethyl ester (169) (2-Methyl-thiazo1-4-y1)-methanol (168,
670 mg, 5.2 mmol) is dissolved in 12 ml of dry TI-IF under argon, followed by
addition of 4-Hydroxy-Indole-1,2-dicarboxylic acid 1-tert-butyl ester 2-ethyl
ester (102, see example 42, 1.58g. 5.2 mmol), triphenylphosphine (1.639, 6.2
mmot). ) and the solution Is cooled to 0C. A 40% solution of ethyl
azadicarboxylate in toluene (2.7 ml, 6.2 rnmol) is added dropwise and the
mixture is stirred for 2.5 h at 0C. The the solvents are removed under reduced
pressure and the residue is dissolved in ethyl acetate and washed with
sodiumhydrogencarbonate solution and brine. The organic layers are &id over
sodium sulphate, filtrated and evaporated. The crude product Is purified by
flash chromatography (silica gel, ethyl acetate / hexanes 3:7) 



Yield: 1.75 g (81%). MS (ESI): 417.2 [M+H]', 1H-NMR (DMS0-4): (ppm) 7.67 (s,
1H), 7.55 (d, 1)4), 7.41 (dd, 1H), 7.27 (a, 1H), 6.99 (d, 1H), 5.27 (s, 2H),
4.31 (q, 2H), 2.68 (s, 3H), 1.57 (s, 9H), 1.32 (t, 3H). (3) Step C:
4-(2-Methyl-thiazol-4-ylmethozy)-1H-Indole-1-carboxylic acid (170)
4-(2-Methyl-thiazoi-4-ylmethoxy)-indole-1,2-dicarboxylic acid 1-tert-butyl
ester 2-ethyl ester (169) (1.759, 4.2 mmol) is dissolved in 20 ml of ethanol
After addition of a 0,5M aqueous sodium hydroxide solution (33.6 ml, 16.8
mmol) the solution is heated to 60C and stirred at this temperature for 18h.
Then the reaction mixture is evaporated and the residue is dissolved in ethyl
acetate. AT 0C cone HCI is added until a pH of 1 is reached. The organic phase
is washed with water and brine, The organic layers are dried over over sodium
sulphate, filtrated, The product crystallized upon evaporation and could be
filtrated off. Yield: 1.21 g (100%). MS (ESI): 289.0 [M+H]t, 1H-NMR
(DIVSO-c16): 6 (ppm) 11,76 (br s, 1H), 7.62 (s, 1H), 7.14 (dd, 1H), 7.07 (s,
1H), 7.02 (d, 1H), 6.56 (d, 1H), 5.22 (s, 2H), 2.68 (s, 3H). (4) Step D:
4-([4-(2-Methyl-thiaz01-4-ylmethoxy)-1H-indole-2-carbonylFamino)-
plperidine-1-carboxylic acid tert-butyl ester (171)  - 171 -
4-(2-Methyl-thiazok-4-ylmethoxy)-1H-indore-2-carboxylic acid (170) (1,21 g,
4.2 mmol) is dissolved in 10 ml Of DMP and the solution is cooled to 0C. After
addition of Huenigs base (2.16 ml, 12.6 mmol), piperidln-4-yl-carbamic acid
tert-butyl ester (3) (841 mg, 4.2 mmol) and PyBOP (2.4 g, 4.6 mmol) the
mixture is stirred al room temperature for 18h. Ethyl acetate is added follwed
by concentrated sodium hydroxide, until a pH of 11 is reached. The organic
layer is washed with brine, dried over sodium sulphate and evaporated under
reduced pressure. The crude product is purified by flash-chromatography
(silica gel, ethyl acetate / cyclohexane 1:1). Yield: 1.589 (80%). MS (ESI):
471.2 (MI-Hr, 1H-NMR (DMS0-4): 6 (ppm) 11.58 (br s, 1H), 8.25 (d, 1H), 7.61
(s, 1H), 7.27 (s, 1H), 7.09 (dd, 1H), 7.02 (d, 1H), 6.63 (d, 1H), 5.18 (s,
2H), 3.93 (m, 3H), 2.85 (m, 2H), 2.69 (s, 3H), 1.78 (m, 211), 1.4 (s, 9H),
1.38 (m, 214). (5)Step E:
4-(2-Methyl-thfaxo1-4-ylmethoxy)-1H-Indole-2-carboxylic acid
piperldin-4-ylamIde (187) 171 from above (1.58 g, 3.36 mmol) is dissolved in a
4M solution of HCI in dioxans (32 ml, 128 mmol) and stirred for 45 min at room
temperature. Then the reaction mixture is evaporated, dissolved in ethyl
acetate and cone sodium hydroxide is added until a pH of 11 is reached. The
organic layer is washed with brine, dried over sodium sulphate and evaporated
under reduced pressure. Yield: 1.28 g (100%). %). MS (ES1): 371.2 [MI-Hr,
1H-NMR (DMSO-d6): 6 (ppm) 11.56 (br, 11-0, 8.28 (d, 1H), 7.61 (s, 1H), 7.3 (s,
1H), 7.09 (dd, 1H), 7.02 (d, 1H), 6.62 (d, 1H), 5.19 (s, 2H), 3.90 (m, 1H),
3.07 (m, 2H), 2.70 (s, 3H), 2 62 - 2,75 (m, 21-0, 1.72- 1.85 (m, 3H), 1.4 -
1.55 (m, 2H), Example 136 



4-(Benzoturan-3-ylrnethoxy)-1H-indole-2-carboxylic acid
{142-(3,4-dihydroxy-5-methylpipericlin-1-y1)-propylFpiperidin-4-y1}-amide  -
172 -  This compound is synthesized from
4-(benzofuran-3-ylmethoxy)-11-1-indole-2-carboxylic acid piperldin-4-ylamide,
172 (preparation see below) and amine 35 analogously to the method described
in 54, followed by cleavage of the protecting group. MS (ESI): 561 [11/21+H],
1 H-NMR (DMSO-d6): 6 (ppm) 11.48 (s, 1H), 8.16 (s, 1H), 8.15 (d, 1H), 7.72
(d, 1H), 7.61 (d, 1H), 7.35 (dd, 1H), 7.29 (dd, 1H), 7.19 (s, 1H), 7.09 (dd,
1H), 7.01 (d, 1H), 6.71 (d, 1H), 5.35 (s, 2H), 4.04 (d, 1H), 3.98 (m, 1H),
3.72 (m, 1H), 3,53 (m, 1H), 2.50-2,90 (m, 7H), 2.24-2.38 (m, 2H), 1.86-2.08
(m, 3H), 1.66-1.78 (m, 3H), 1.45-1.58 (m, 2H), 0.86 (d, 3H), 0.83 (d, 3H).
Synthesis of 44Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid pherld
ylamide (172)  (1)Step A:
4-([4-(Benzofuran-3-ylmetboxy)-1H-indole-2-carbonyll-amino)-
piperidine-1-carboxylic acid tort-butyl ester (173) Tea ice-cold solution of
4-(benzofuran-3ylmethoxy)-1H-indole-2-carboxylic acid (105, see example
50)-(200 rig, 0.651 mmol) In 2 ml of dimethylforrnamide is added Huenigs base
(334 ul, 1.95 mmol). After stirring at 0C for 10 mm,
4-amino-piperldine-1-carboxylic acid tert-butyl ester (130 mg, 0,851 mmol)
and Py130P (356 mg, 0.684 mmol) are added subsequently. The mixture is
stirred at room temperature over night. It is then diluted with ethyl
acetate, washed with 1N-NaOH and brine, dried over anhydrous sodium sulphate
and evaporated to give 980 mg of a lightbrown oil. The crude material is
purified by chromatography on sllicagel using cyclohexane and ethylacetate
(1:1). Yield: 318 mg (100%). MS (ESI): 488.2 (M-HT, 1H-NMR (CDCIa): 6 (ppm)
9.15 (s, 1H), 7.77 (s, 1H), 7.72 (d, 1H), 7.55 (d, 1H), 7.38 (dd, 1H), 7.3
(dd, 1H), 7.23 (d, 1H), 7.08 (d, 1H),  - 173 - 



6.91 (s, 1H), 6,7 (d, 1H), 5.96(d, 1H), 5.34(s, 2H), 4,04-42 (overlapping m,
3H), 2.91 (m, 2H), 2.01 (m, 2H), 1.48 (s, 9H), 1.40 (m, 2H). (2)Step B:
4-(Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid piperldin-4- ylamide
(172) The tert-butyl ester (173) from above (318 mg, 0.65 mmol) is dissolved
in a 4M-solution of HCI In dloxane (6 ml, 1.2 mmol) and stirred for 1 hour at
room temperature. Evaporation gave the hydrochloride as a white powder, which
is dissolved in water, treated with conc NaOH solution at 0C to an pH of 11
and extracted with ethyl acetate. The organic layers are washed with brine,
dried over sodium sulphate and evaporated. Yield: 248 mg (95%) of a light
yellow solid. MS (ESD: 390.2 [11014-Hf. Example 137
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
(1-[2-(3,4-dihydroxypiperidin-1-34)-propyl].piperidin-4-y1)-amide  This
compound is synthesized from
4-(5-fluoro-benzofuran-3-ylmethoxy)-11-1-Indole-2- carboxylic acid
plperidin-4-ylamide (174, preparation see below) and amine 34 analogously to
the method described for 64, followed by cleavage of the protecting group.' MS
(ESI): 565 [M+Hr, 1H-NMR (DMSO-c16): 6 (ppm) 11.52 (s, 1H), 8.28 (s, 1H), 7.68
(dd, 1H), 7.52 (d, 1H), 7.23 (s, 1H), 7.21 (dd, 114), 7.11 (dd, IN), 7.03 (d,
1H), 6.72 (d, 114), 5.35 (s, 2H), 4.19 (m, 1H), 4.13 (d, 1H), 3.73 (m, 1H),
3.52 (br s, 1H), 3.44 (br s, 1I-1), 2.9 (m, 314), 2.52 (m, 2H), 2.33 (m,
3}-1), 2.11 (m, 1H), 2.03 (dd, 1H), 1.84 (dd, 1H), 1.75 (d, 1H), 1.451.65 (m,
5H), 0.9 (d, 3H).  - 174 - Synthesis of
4-(5-fluoro-benzofuran-3-ylmethm)-11-1-indole-2-carboxylic acid
pipericlin-4-viamIde 11741 



(1) Step A: 4-114-(6-fluoro-benzortuan-3-ylmethoxy)-1H-Indole-2-carbonyil-
amino)-piperidine-1-carboxylic acid tert-butyl ester (175) To a solution of
4-(5-fluoro-benzofuran-3ylmethoxy)-1H-indole-2-carboxylic acid (113, see
example 60, 160 mg, 049 mmol) Is dissolved in 1,5 ml of DMF and cooled to 0C.
After addition of Huenigs base (252 ul, 1.5 mmol) the mixture is stirred for
15min, then piperldin4 yl-carbamic acid tert-butyl ester (3, 98.5 mg, 0.49
mmol) is added, followed by Py130P (269 mg, 0.51 mm01). The mixture is
stirred at room temperature for 18h. Then the mixture is diluted With ethyl
acetate, washed 1N sodium hydroxide solution and brine. The organic layers
are dried over sodium sulfate and evaporated under reduced pressure. The
crude product (581 mg) is purified by flash-chromatography (silica gel,
cyclohexane / ethyl acetate 1:1) Yield: 250 mg (100%). MS (ES!): 506,2 fM-Hr.
(2) Step B: 4-(5-fluoro-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxyllc acid
piperidin-4-ylarnide (174) The tert-butyl ester (175) from above (250 mg,
0.49 mmol) is dissolved in a 4M-solution of HCI In dioxane (4 ml, 16 mmol)
and the mixture Is stirred for 1h at room temperature. Evaporation gave the
hydrochloride as a yellow solid, which is dissolved in 5 ml of water and the
pH is adjusted to 11 by addition of cone sodium hydroxide. The solution Is
extracted with ethyl acetate, the organic layers are washed with brine and
dried over sodium sulphate. Evaporation gave 200 mg (100%) of a white solid
%). MS (ESP): 408.2 [WM*. Example 138
4-(5-chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-12-(3,4-dihydroxypipericlin-1-y1)-propyll-piperld1n-4-y1}-arnIde  - 175 -



This compound is synthesized from
4-(5-chloro-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid
piperidin-4-ylamide,(176, preparation see below) and amine 34 analogously to
the method described for 54, followed by cleavage of the protecting group. MS
(ESP): 581 INH-Hr, 1H-NMR (DMSO-de): 6 (ppm) 11.5 (br s, 1H), 8.28 (s, 1H),
8.17 (d, 1H), 7.79 (s, 1H), 7.68 (d, 1H), 7,39 (d, 111), 7.22 (s, 1H), 7.10
(dd, 1H), 7.03 (d, 1H), 6.7 (d, 1H), 5.36 (s, 2H), 4.18 (m, 1H), 4.12 (d, 1H),
3.72 (m, 1H), 3.52 (m, 1H), 



3.45 (m, 1H), 2.45  -2.9 (m, 4H), 2.33 (m, 4H), 1.88- 2,14 (m, 3H), 1.73 (m,
2H), 1 42 - 1.65 (m, 4H), 0,89 (d, 3H). Synthesis of
445-chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
piperidin-4-ylamide (176)  (1) Step A:
4-{(4-(5-chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carbonyl]-
amino)-piperidine-1-carboxylic acid tert-butyl ester (177) This compound is
synthesized from 4-(5-chloro-benzofuran-3-ylmetboxy)-1H-indole-2- carboxylic
acid (113, see example 60) and amine 3 analogously to the method described for
175. Yield: 270 mg (60%). MS (ES1): 522 [M-Hr, 1H-NMR (DMSO-de): 6 (ppm) 11.58
(m, 1H), 8,28 (s, 1H), 8.20 (d, 1H), 7.6 (s, 111), 7.69 (d, 1H), 7.4 (d, 1119,
7.2 (s, 1H), 7.11 (dd, 1H), 7.03 (d, 1H), 6.72 (d, 1H), 5.36 (s, 2H), 3.93 (m,
3H), 2.7 - 2.9 (m, 2H), 1,76 (d, 211), 1.4 (s, 9H), 1.29-1.42 (m, 2H). (2)
Step B: 4-(6-chloro-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
piperidin-4-ylamide (176) This compound is synthesized from 177 analogously to
the method described for 175.  - 176 - MS (ES1): 424,2 [M+1-1]+, 1H-NMR
(DMS0-4): 5 (ppm) 11.38 (s, 114), 8.14 (s, 1H), 8.02 (d, 1H), 7.66 (s, 1H),
7.55 (d, 114), 7.27 (d, 1H), 7.09 (s, 1H), 6.98 (dd, 1H), 6.91 (d, 1H), 6.59
(d, 114). 5.23 (s, 214), 3.68 (m, 1F1), 2.8 (m, 1H), 2.37 (m, 314), 1.57 (m,
1149, 1.25 (m, 3H). Example 1 39 



4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylIc acid
(1-[(93,9a6)-1-(octahydropyrido(2,1-c][1,41oxazin-9-y0methyn-piperidln-4-y0-a
mide Cl  This compound is synthesized from the compound 176 (see example 138)
and (9RS,9a8R)- 1-(octahydro-pyrido[2,1-c][1,4]oxazin-9-yD-methartol (63)
analogously to the method described in example 127. Yield: 7.7 mg (12%) of a
white solid. MS (ES!): 5751577 1M4-K], 1H-NMR (DMSO-do): (ppm) 11.5 (s, 11-0,
8.11 (d, 1H), 7.78 (d, 1H), 7.67 (d, 11-1), 7.38 (dd. 1H), 7.18 (d, 1H), 7.10
(m, 1H), 7.03 (d, 1H), 6.70 (d, 114), 5.36 (s, 2H), 3.75-3.60 (m, 2H),
3.50-3.30 (m, 4H), 2,80- 2.55 (m, 2H), 2.60-2.50(m, 214), 2.32 (d, 2H),
2,10-1.65 (m, 9H), 1.60-1.40 (rn, 3H), 1.351.20 (m, 2H). Example 140
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-1(85,8a5)-1-(hexahydropyrrolo[2,1-c][1,4]oxazin-8-yOmethyll-plperldin-4-y1
}-arolde  - 177 - CI  This compound is synthesized from the compound 176 (see
example 138) and (9R8,9aSR)-
1-(octahydro-pyrido(24-0111,41oxazin-9-y1)-methanol (67) analogously to the
method described in example 127. Yield: 82 mg (14.6%) of a white solid. MS
(ESI): 563/565 [M+H)+, I H-NMR (DMSO-de): 6 (ppm) 11.5 (s, 1H), 8.25 (s, 1H),
8.10 (d, 1H), 7.78 (d, 1H), 7.67 (d, 1H), 7.38 (bd, 1H), 7.19 (s, 1H),
7.10-7.00 (m, 2H), 6.70 (d, 111), 5.35 (s, 2H), 4.00 (m, 1H), 3.90 (m, IH),
3.75-3.60 (m, 2H), 3.40-3.30 (m, 2H), 2.95-2.70 (m, I H), 2.40-2.20 (m, 2H),
2.10-1.70 (m, 8H), 1.55- 1.25 (m, 4H), 1.15 (t, 1K), 1.07 (t, 1H). 



Example 141  4-(4-Methoxy-phenyl)-1H-indole-2-carboxylic acid
(14(1S,9aR)-1-(octahydro-guinolizin-1- yl)methylkpiperidin-4-y1)-amide 0  This
compound is synthesized from the compound 178 (preparation see below) and
octahydro-2H-chinolizin-1-ylmethanol analogously to the method described in
example 127. Yield: 350 mg (33.7%). MS (ESI): 501 [M+Hr, 1H-NMR (DMSO-cle): 6
(ppm) 11.6(s, 1H), 8.22 (d, 1H), 7.56 (d, 2H), 7,37 (d, 1H), 731 (m, 1H)1 7.20
(dd, 1H), 7.07 (d, 211), 7.01 (d, 1H), 3.81 (s, 3H), 3.75 (m,1H), 3.16 (d,
1H), 2.80 (m, 2H), 2.67 (m, 2H), 2.46 (cid, 1H), 2.28 (m, 1H), 1.1-2.1 (m,
19H).  - 178 - Synthesis of 4-(4-Methoxy-pheny1)-1H-Indoie-2-carboxylic acid
plperidin-4-yiernide f178):  (1) Step A:
4-(4-PAethoxy-phenyl)-1H-indole-2-carboxylic acid (128)
4-Bromo-1H-indole-2-carboxylic acid (6 g, 20.8 mmol) arid
4-methoxy-phenyl-boronic acid (3.2 g, 20.8 mmol)- are dissolved in 1-propanol
(100 nil) and the mixture is flushed with argon for 30 min. Then
bis(triphenylphosphin)palladiumul)chlorlde (200 mg, 1 mmol) and Na2CO3 (4.4 g,
402 mmol) are added and the reaction mixture is stirred at 85C for 3h. After
cooling down to room temperature, ethyl acetate and 2M ICI are added. The
organic (ayers are dried over sodium sulphate. Evaporation gave 6 g of an
beige so)lde, which is further purified by crystallisation from ethyl acetate.
Yield: 4.7 g (84%). MS (ES1): 266 [M-Hy. (2) Step B:
4-(4-Motho)cy-phenyl)-1H-indole-2-carboxylic acid
(1-benzylpiperidln-4-y1)-arnide (179) 128 (4.7 g, 17.6 mmol) and
1-tenzyl-piperldin-4-ylamine (3.3 g, 17.6 mmol) are dissolved in DMF (70 ml)
and after addition of TBTU (6.4 g, 19,4 mmol) and ethyldilsopropylamine (12
ml, 70.4 mmol) the mixture is stirred at room temperature for 2h. Then the
solvent is evaporated at high vacuum. The residue is dissolved in ethyl
acetate washed with saturated aqueous sodium hydrogen carbonate and brine. The
organic layers are dried over sodium sulfate and evaporated under reduced
pressure. The crude mixture is crystallized from methanol. 



Yield: 4.1 9(53%). MS (BSI): 440 [M+H)+,(DMSO-d6): (ppm) 11.6 (s, 1H), 8.26
(d, 1H), 7.56 (d, 2H), 7.38 (d, 1H), 7,15 -7.35 (m, 7H), 7.08 (d, 21-1), 7,01
(d 1H), 4.07 (m, 11-1), 3.81 (s, 3H), 3.47 (s, 2H), 2.8 (m, 2H), 2.04 (m,
21-4), 1.77 (m, 2H), 1,58 (m, 2H).  -179- 179  (4 g, 9.1 mmol) is dissolved
in 100 ml of methanol, flushed with argon and, after addition of Pd-C (100
mg) and 2M HCI (5.5 ml, 11 mmol), the mixture is hydrogenated at room
temperature for 3h. The mixture Is nitrated over elite and evaporated. Yield:
1 g of a white solid (29%). MS (ES]): aso (M+Hr. Example 142
4-(4-Ethoxy-phenyl)-1H-indole-2-carboxylic acid
(1-[(l5,9aR)-1-(octahydro-quinolizin-1- yflmethylFpiperidin-4-A-amide  This
compound is synthesized from the compound 180 (preparation see below) and
octahydro-2H-chinolizin-1-ylmethariol analogously to the method described in
example 127. Yield: 23 mg (16.2 %). MS (ESI): 515 [M+H]', 1H-NMR (DMSO-d6):
(ppm) 11.67 (s, IH), 8.28 (d, 1H), 7.56 (d, 2H), 7.33 (d, 1H), 7.3 (m, IH),
7.20 (dd, 1H), 7.0 - 7.07 (m, 3H), 4.08 (q, 2H), 3.77 (m,1 H), 2.80 (dd, 2H),
2.67 (m, 2H), 2.46 (del, 1H), 2.28 (dd, IH), 2.01 (dd, IH), 1.36 (t, 3H),
1.1-2.1 (m, 19H). Synthesis of 4-14-Ethoxy-ohenyli-1H-Indole-2-carboxylie
acid piperidtn-4-ylarnIde f 180):  This compound has been synthesized from
4-ethoxy-phenyl-boronic acid analogously to the method described in the
synthesis of 178 (see example 141) MS (ESI): 364 [mi-Fi], 1H-NMR (DMS0-d6): 5
(ppm) 11.64 (s, 1H), 8.28 (d, 1H), 7.55 (d, 2H), 7.35 (d, IH), 7.31 (s, 11-0,
7.19 (dc!, 1H), 7.06 (d, 2H), 7.02 (d, 1H), 4.09 (q, 2H), 3.81 (m, 1H), 3.4
(m, 1H), 2.92 (m, 2H), 2.46 (m, 211), 117 (m, 2H), 1.4 (m, 21-I), 1.37 (t,
3H). 



- 180 - Example 143 4-(8-Niethoxy-pyridin-3-yI)-1H-inciole-2-carboxylic acid
(1-0)-24(3S,4S)-4-hydroxy4-methylpiperidin-1-y1)-propylj-piper3din-41}-amIde
N-CN H/-OH  This compound is synthesized from
4-(6-Methoxy-pyridin-3-y1)-1H-Indole-2-carboxylic acid piperidin-4-ytamide
(181, preparation see below) and amine 164 analogously to the method described
for 54, fdlowed by cleavage of the protecting group, MS (ESI): 504 [WHY,
1H-NMR (DMSO-do): 6 (ppm) 11.7 (s, 1H), 8.48 (br s, 1H), 8.26 (d, 1H), 7.97
(d, 1H), 7.41 (d, 1H), 7,36 (s, 11-9, 7.24 (dd, 1H), 7.09 (d, 1H), 6.96 (d,
1H), 4.44 (d, 1H), 3.93 (e, 3H), 3.68 - 3.82 (m, 1H), 2.61 - 2,96 (m, 6H),
2.04-2.39 (m, 4H), 1.85-1.96 (m, 21-1), 1.66-1.82 (m, 3H), 1.45-1.65 (m, 2H),
1.2-1.44 (m, 2H), 0.91 (d, 3H), 0,86 (d, 3H). Synthesis of
4-(6-Methoxy-pyridin-3-0-1H-Indole-2-carboxvlic acid piperidin-4- viamide
(181)  



(1)Step A: 4[(4-Bromo-11-1-in do le-2-c
arbonyl)-aminoFpiperidine-1-carboxylic acid tert-butyl ester (182)
4-Bromo-1H-indole-2-carboxylic acid (3 g, 12.5 mmol) is dissolved in 30 ml of
DMF and the solution is cooled to 0C. After addition of Huenigs base (6.4 ml,
37.5 mmol), the mixture is stirred for 15 min. Then piperldin-4-yl-carbamic
acid tert-butyl ester 3 (2.5 g, 12.5 mmol) is added, followed by Py130P (7.2
g, 13.7 mmol), The reaction mixture Is stirred for 18 h at room temperature.
Then ethyl acetate is added and conc sodium hydroxide until a pH of 11 is
reached. The organic layers are washed with brine, dried over sodium sulphate
and evaporated. The crude product is further purified by flash-chromatography
(silica gel, ethyl acetate / cyclohexane 1:1)  - 181 - Yield: 5139 (97%). MS
(ESI): 420, 422 [M-H], 1H- NMR (DMSO-d6): 6 (ppm) 11.9 (m, 14), 8.48 (d, 1H),
7.45 (d, 1H), 7.27 (d, 1H), 7.21 (s, 1H), 7.11 (dd, 1H), 2.86 (m, 2H), 1.81
(m, 2H), 1.42 (s, 9H), 1.42 (m, 2H). (2) Step 8:
4-{[4-(6-Methoxy-pyridin-311)-1H-Indole-2-carbonyil-amino}-
piperldine-1-carboxylic acid tert-butyl ester (183) An argon stream is
bubbled through a solution of 182 from above (SOO mg, 1.2 mmol) and 2-
methoxy-5-pyridine boronic acid (181 mg, 1.2 mmoh in 4 ml of 1-propanol for
15 min. Then 2M aqueous sodium carbonate solution (1.2 ml, 2.4 mmol) and
bis(tripbenylphosphine)palladium-(11)-chloride (50 mg. 0.07mmoD are added and
the reaction mixture is stirred at 85C for 3h. Then the mixture is cooled to
0C and ethyl acetate andconcentrated sodium hydroxide solution is added until
a pH of 11 is reached, The solution is washed with brine and the organic
layers are dried over sodium sulfate and evaporated. The crude product is
purified by flash-chromatography (silica gel, cyclohexane / ethyl acetate
7:3). Yield: 290 mg (69%). MS (ESI): 451.2 [M+H]', 1H-NMR (CDC13): 6 (ppm)
9.3 (s, 1H), 8.53(s, 1H), 7.96 (d, 11-1), 7.46 (d, 11-9, 7.38 (dd, 1H), 7.17
(d, 1H), 6.98 (a, 11-1), 6.86 (d, 1H), 6.12 (d, 1H), 4.13 (m, 2H), 4.08 (s,
3H), 2.91 (m, 2H), 2.01 (m, 21-1), 1.48 (s, 9H) 1.42 (m, 2H), 1.27 (m, 1H).
(3) Step C: 4-(6-Methoxy-pyridin-3-y1)-1H-Indole.2-c,arboxylic acid
plperldin-4- ylamide (181) 183 from above (370 mg, 0.82 mmol) Is dissolved in
a 4M solution of HCI In dioxane (7.5 ml, 30 rnmol) and stirred for 1 h at
room temperature. Then the reaction mixture is evaporated, dissolved in ethyi
acetate and cone sodium hydroxide is added until a pH of 11 Is reached. The
organic layer is washed with brine, dried over sodium sulphate and evaporated
under reduced pressure. Yield: 300 mg (100%). MS (ESI): 351.2 [M+Hr, 1H-NMR
(DMSO-de): 6 (ppm) 11.74 (m, 1H), 8.51 (s, 1H), 8.35 (d, 1H), 13.00 (d,
11-i), 7.44 (d, 11-I), 7.41 (s, 11-0, 7.27 (dd, 1H), 7.11 (d,  1H), 7.00 (d,
1H), 3.96 (s, 3H), 3.84 (mu, 1H), 2.96 (m, 2H), 2.31 (m, 1H), 2.01 (m, 2H),
1.75 (m, 2H), 1.4 (m, 2H)  



- 182 - Example 144 4-(6-Methoxy-pyridin-3-yf)-1H-Indole-2-carboxylic acid
{1-[2-((35,43)-4-hydroxy-3-methylpiperidln-1-y1)-ethylppiperidln-4-y1}-amide
\ PITh N"'OH  This compound is synthesized from
4-(6-Methoxy-pyriclin-3-y1)-1H-indole-2-carboxylic acid
[1-(2-hydroxy-ethy))-piperidin-4-ylkamide (184, preparation see below) and
2,2-Dimethylpropionlc acld (3S,4S)-3-methyl-piperidin-4-y1 ester on
analogously to the method described in example 150, followed by cleavage of
the protecting group. MS (EST 492 [M+H]+, 1H-NMR (DMSO-d6): 6 (ppm) 11.70 (s,
1H), 8.48 (br s, 1H), 8,30 (d, 1H), 7.97 (dd, 1H), 7.42 (d, 1H), 7.36 (s, 1H),
7.24 (t, 1H), 7.09 (d, 1H), 5.97 (d, 1H), 4.47 (d, 



1H), 3.92 (s, 3H), 3.75 (m, 1H), 2.70 -2.90 (in, 5H), 2.31 - 2.41 (m, 4H),
186- 2.04(m, 3I-1),  1.66- 1.82 (in, 3H), 1.46- 1.62 (m, 3H), 1.3- 1,44 (in,
2H), 0.86 (d, 3H), Synthesfs of
446-MethoxY-pyridin-3-0-114-indole-2-carboxylic acid f1-(2-hydroxy-
ethyl)-niperldln-4-yll-amide (1841
4-(6-Methoxy-pyrldin-3-y1)-111-indole-2-carboxylic acid piperidin-4-ylamide
(181), 160 mg, 0.43 mmol) is dissolved in 3 ml of ethanol under argon. After
addition of sodium carbonate (182 mg, 1.7 mmol) and 2-bromo-ethanol (61 ul,
0.85 mmol), the reaction mixture is stirred at 80C for 13h. The mixture is
diluted with methylene chloride, filtrated and the filtrate is evaporated.
Evaporation under reduced pressure gave 128 mg of crude product, which is
further purified by Flash-chromatography (clichloro methane / methanol / 25%
ammonia (90:9:1). Yield: 90 mg (53%). MS (ESI): 395.2 [MEW.  - 183 - Example
145 4-p-Totyloxy-1H-Indole-2-carboxylic add
(1-((16,9aR)-1-(octahydro-gurnolizin-1-yOmethyflpiperidin-4-y1}-amide  



Ykr )1N  This compound is synthesized from the compound 188 (preparation see
below) and octahydro-2H-chinolizin-1-ylmethanol analogously to the method
described in example 127. Yield: 86 mg (34.8%). MS (ES!): 501 [M4-H1, 1H-NMR
(DMSO-c18): 6 (ppm) 11.7 (s, 1H), 8.2 (d, 1H), 71 (d, 2H), 7.15 (d, 2H), 7.1
(s, 1H), 6.85 (d, 2H), 6.47 (d, 1H), 3.72 (m, 1H), 2.8 (dd, 2H), 210 (d, 2H),
2.45 (m, 114), 2.3 (s, 3H), 2.28 (m, 11-), 2.03 (dd, 1H), 1.1 - 2A (m, 19H).
Synthesis of 4-p-tolyloxy-1H-Indole-2-carboxylic acid
oiperldin-4-ylamide1185): Reaction Scheme 18:    (1)Step A:
4-p-tolytoxy4H-Indo1e-2.-carboxylic acid (1-benzyl-piperidln-4-y1) amide (186)
4-p-tolyloxy-1H-indole-2-carboxylic acid (137) (850 mg, 3.2 mrnol) and
4-amino-Nbenzylpiperidine (605 mg, 3.2 mmoD are dissolved in 5 ml of DMF and
after addition of 1I3TU (1.2 g, 3.5 mmol) and ethyldiisopropylamine (2.2 rd,
12.8 mmol) the mixture is stirred  - 184 - at room temperature for 2h. Then
the mixture is evaporated at high vacuum. The residue is dissolved in ethyl
acetate and washed with saturated NaHCO3-solution and brine. The organic
layers are dried over Na2SO4, filtrated and evaporated under reduced pressure.
Yield: 1.47g (100%) of a yellow foam. MS (ES1): 438 R1/24-Hr. 



(2)Step 13: 4-p-Tolyioxy-111-Indole-2-carboxylIc acid piperidin-4-ylamIde
(185) Pd-C (1g) is placed intoa flask filled with argon and covered with
methanol, 186 (1.4 g, 3.2 Mmol) is dissolved in 100 ml of methanol and 1.6 ml
of 2M HC1 and added. After hydrogenation at room temperature for 5h the
mixture is filtrated over cdite and evaporated. Yletd: 1.1g (96%) of a white
foam. MS (ESI): 350 [M+Fir, 1H-NMR (DMSO-d6): 6 (ppm) 11.75 (s, 1H), 8.43 (d,
1H), 7.2 (d, 111), 7.1 - 7.2 (rn, 4H), 6.85 (d, 2H), 6.47 (d, 1H), 4.05(m,
1H), 3.26 (m, 2H), 2.90 (m, 2H), 2.73 (s, 1H), 2.26(s, 3H), 1,9 (m, 211), 1.7
(m, 211). Alternatively, the branched indole-2-carboxamIdes could be prepared
as shown in reaction scheme 19.  Reaction Scheme 19: Example 148
4-lsobutoxy-111-indole-2-carboxylic add
[1-(2-azepan-111-1S-methyk-ethyl)-plperidin-4-y1]- amide  - 185 -  (1) Step
A: 4-isobutoxy-1H-indole-2-carboxylic acid [1-(2R-hydroxy-propyl)-
piperidin-4111-amide (187) A solution of the hydrochloride of
4-isobutoxy-1H-indole-2-carboxylic acid piperldin-4-ylamide (161) from
Example 127 (300 mg, 0.85 mmol) in 5 ml of ethanol and triethylamine (0.472
ml, 3.4 mmol) is treated with R(+)-propylene oxide (0.59 ml, 4.26 mmol) and
stirred at room temperature in a sealed vessel for 14 hours. Another portion
of R(+)-propylene oxide (0.59 ml, 4.25 mmol) is added and stirring continued
for 24 hours. The solvents are then evaporated. The crude is re-dissolved in
DCM and washed with 2N-NaOH and brine. The organic layer is dried over
anhydrous sodium sulphate and evaporated to give a white powder. Yield: 290
mg (91%). MS (ESP): 374.1 1M+Hr, 1H-NMR (DMSO-d6): 5 (ppm) 11.46 (s, 1H),
822(d, 1H), 7.22(s, 1H), 7.03(t, 1H), 6.97(d, 1H), 6.45(d, 1H), 4.25 (br s,
1H), 3.84(d, 2H), 3.75 (overlapping m, 2H), 2.87 (m, 2H), 1.98-2.39 (m, 5H),
1.76 (m, 2H) 1.58 (m, 2H), 1.05 (in, 9H). (2) Step 13:
4-lsobutoxy-1H-indole-2-carboxylic acid
[1-(2-azepan-1-y1-1S-methylethyl)-piperldin-4-ylpamide The alcohol (187) from
above (100 mg, 0.27 mmol) is mixed with azepane (0.033 ml, 0.297 mmol), DEA
(0.227 ml, 1.35 mmol) and cyanomethyl-triphenyl phosphonium iodide (156 mg,
0.648 mmol) in 2 ml of propionitrile. The suspension is heated at 90 C for 3
hours. The resulting solution is cooled, diluted with Et0Ac, washed with
2N-NaOH and brine, dried over anhydrous sodium sulphate and evaporated. The
crude material is purified by 



chromatography on silicagel using DCM (saturated with ammonia) and Me0H (from
0% to 10%). Yield: 74 mg (61%). MS (ESI): 455.4 [M+H]., 1H-NMR (D1ViSO-d0): 5
(ppm) 11.43 (s, 1H), 8.2 (d, 1H), 7.22 (s, 1H), 7.02 (t, 1H), 6.96 (d, 1H),
6.44 (d, 1H), 3.84 (d, 2H), 3.72 (br m,  - 186 - 1H), 2.52-2.95 (m, 8H),
2.15-2A (m, 3H), 2.1 (m, 1H), 1.77 (m, 211), 1.45-1.67 (m, 10H) 1.05 (d, 6H),
0.95 (d, 3H). Example 147 4-lsobutoxy-1H-indole-2-carboxylic acid
[1-(2-azepan-111-1R-methykethyl)-piperidin-4-y1)- amide  The title compound is
prepared as described in Example 83 from 4-Isobutoxy-1H-indole-2- carboxylic
acid piperidin-4-ylamide (161). S(-)-propylene oxide and azepane. Intermediate
4-lsobutoxy-11-1-indole-2-carboxyfic acid
(1-(2S-hydroxy-propyl)-piperidin-4-y11- amide (188) and final product had MS
and NMR spectra identical to the (R)-enantiomers of Example 148. Example 148
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
[1-(2S-azepantyl-propyi)-piperidin-4-st amide   



- 187 - evaporated and the crude oil of 1-azepan-1-yl-propan-2S-ol (189) is
used as such without further purification. Yield: 2.25 g (47%). The alcohol
(189) from above (63 mg, 0.405 mmol) is mixed with
4-(furan-3-ylmethoxy)-1HIndole-2-carboxylic acid piperldin-4-ylamide (165, see
example 133) from step B (100 mg, 0.27 mmol), DIEA (0.227 ml, 1.35 mmol) and
cyanomethyl-triphenyl phosphonium iodide (193 mg, 0.81 mmol) in 2 ml of
propionitrile. The suspension is heated at 90C for 3 hours. The resulting
solution is cooled, diluted with Et0Ac, washed with 2N-NaOH and Nine, dried
over anhydrous sodium sulphate and evaporated. The crude materiai is purified
by chromatography on sllicagel using DCM (saturated with ammonia) and Me0H
(from 0% to 10%). Yield: 45 mg (35%). MS (E61): 479.1 fM+H)+, 1H-NMR
(DMSO-c16): 6 (ppm) 11.46 (s, 1H), 8.14 (d, 1H), 7.82 (s, 1H), 7.66 (s, 1H),
7.22 (s, 11-1), 7.05 (t, 1H), 6.99 (d, Ill), 6.62 (s, 1H), 6.59 (d, 1H), 5_03
(d, 2H), 3.72 (m, 1H), 2.75-2.95 (m, 3H), 2.58 (in, 4H), 2.33 (in, 11-), 2.0-
2.2 (m, 2H), 



1.92 (m, 11-0, 1.74 (m, 2H), 1.45-1.6 (m, 10H), 0.91 (d, 3H).   Example 149
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
[1-(2R-azepan-1-yi-propy1)-piperidin-4-yl]amide  The title compound is
prepared from 4-(furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
piperidin-4-ylamide (165) as described In Example 133 using R(+)-propylene
oxide instead of the (3)-enantiomer. MS and NMR spectra are identical to its
enantiomeric example 148.  - 188 - Alternatively, the
4-alkoxy-indole-2-carboxamides ere prepared as shown in reaction scheme 20.
Example 150 



4-lsobutoxy-11-1-Indole-2-carboxylic add
(1-12-(3164ihydro-2H-pyridin-1-y1)-ethyll-piperidin-4- y1)-amide
1,2,5,6-Tetrahydropyridine (25.4 pl, 0.279 mmol), cyanomethyl-triphenyl
phosphoniurn iodide (162.5 mg, 0.6686 mmol) andl-Ilinig's base (171 pl, 1
mmol) are added subsequently to a suspension of 190 (preparation see below)
(100 mg, 0.279 mmol) In 4 ml of propionitril. The mixture is stirred for 2h at
100C, then diluted with ethyl acetate, washed with IN sodium hydroxide
solution and brine and dried over sodium sulfate. Evaporation gave 138 mg of
crude product, which is further purified by preparative HPLC (RP, acetonitrile
/ water). Yield: 55 mg (47%). MS (ES!): 443.3 [M+Hr, 1H-NMR (DMSO-d6): 6 (ppm)
11.45 (s, 1H), 8.2 (d, 1H), 7.23 (d, 1H), 7.04 (t, 1H), 6.97 (d, 1H), 6.45 (d,
1H), 4.5 (d, 1H), 3.65 (d, 2H)  -189- 3.74  (m, 1H), 3.41 (m, 1H), 2.88 (m,
2H), 2.71 (m, 2H), 2,38 (m, 4H), 2_1 (m, 1H), 2.0 (m, 4H), 176(m, 2K), 1.68
(in, 2H), 1.55(m, 2H), 1.35(m, 2H), 1.06(d, 6H). Synthesis of
4-lsobutoxy-1H-indole-2-carboxylic acid f142-hydroxy-ethyl)-p1peridin-4-
y11-amide (190)  (1) Step A: [1-(2-Hydroxy-ethyl)-piperidin-411]-carbamic add
tert-butyl ester (191)  Piperidin-4-yl-carhamIc acid tert-butyl ester (5 g, 25
mmol) is dissolved in 100 ml af ethanol. After addition of sodium carbonate
(10.691 100:mmol), 2-bromo-ethanol (3.55 ml, 50 mmol) is added dropwise. The
reaction mixture is refluxed for 16 h and then evaporated. The residue is
dissolved in 100 ml of dichloromethane and filtrated, The residue Is washed
with DCM. The combined fiitrates are evaporated, which afforded 10.1 g of a
yellow oil, which is further purified by flash chromatography (silicagel, DCM
/ methanol / conc. ammonia 90:9:1). Yield: 4.02 g (36%) of a white solid. MS
(ESI): 443.3 (M+Hr, 1H-NMR (DMSO-de): 6 (ppm) 11.45 (s, 1H), 8.2 (d, 11-1),
7.23 (d, 1H), 7.04 (t, 1H), 6,97 (d, 1H), 6.45 (d, 1H), 4.5 (d, 1H), 3.85(d,
2H) 3.74 (m, 1H), 3.41 (rn, 1H), 2.88 (m, 2H), 2.71 (m, 2H), 2.38 (m, 4H), 2.1
(m, 1H), 2.0 (m, 4H), 1.76 (m, 2H), 1.68 (m, 2H), 1.55 (m, 2H), 1.35 (m, 2H),
1.06 (d, 6H). (2) Step B: 2-(4-AmIno-piperidin-110-ethanol (192) Compound 191
(4.02 g, 16.46 mmol) are treated with 4M HCI in dioxane (60 ml, 240 mmoi) and
the mixture is stirred at room temperature for 1 h. The white precipitate Is
tittered off, washed with ether and dried under high vacuum. The mother liquor
is concentrated and freaked wilh ether. The white solid is filtered off and
dried under high vacuum, Yield: 3.42g (95.9%). MS (ESI): 443.3 [M+Hr, 1H-NMR
(DMSO-d5): 6 (ppm) 11.45 (s, 1H), 8.2 (d, 1H), 7.23 (d, 1H), 7.04 (t, 1H),
6.97(d, 1H), 6.45 (d, 1H), 4.5 (d, 1H), 3.85 (d, 2H) 3.74 (m, 1H), 3.41 (in,
1H), 2.88 (m, 2I-1), 2.71 (m, 2H), 2.38 (m, 4H), 2.1 (m, 1H), 2.0 (m, 4H),
1,76(m, 2H), 1.68 (m, 2H), 1.55 (m, 2H), 1.35(m, 2H), 1.06(d, 6H), 



(3) Step C: 4-Isobutoxy-1H-Indole-2-carboxyllc acid [1-(2-hydroxy-ethyl)-
piperldin-4-yll-amide (190)  - 190 - 4-fsobutoxy-1H-Indole-2-carboxylic acid
80 (preparation see Example 8, 1 g, 4.29 mmol) is suspensed in 5m1 of DMF,
cooled to 0C and treated with HOnig's Base (1.46 ml, 8.58 mmoi). The mixture
is stirred for 15 min at 0C. In a separate reaction flask, comPound 192 (931
mg, 4.29 mmoD in 10 ml of DMF is cooled to 0C, treated with 10M aqueous sodium
hydroxide solution (0.858 ml, 8.58 mmol) and stirred for 15 min at this
temperature. This solution is added to the above mentioned mixture, followed
by benzotriazol-i-yloxytripyrrolidinphosphonium hexafluorophosphate (PyBOP,
2.34 g, 4.5 mmol) and stirred for 4 h at room temperature. The reaction
mixture is diluted with ethyl acetate and washed with 2N sodium hydroxide
solution, water and brine. Evaporation gave a semisolid, yellow crude product,
which is treated with ether, filtered of and washed with ether. Yield: 657 mg
(83%). MS (EST 443.3 [M+Hr, 1H-NMR (DMSO-ds): 5 (ppm) 11.45 (s, 1H), 8.2 (d,
1H), 7.23 (d, 1H), 7.04 (t, 1H), 6.97 (d, 1H), 6.45 (d, 1)-0, 4.5 (d, 11-),
3.85 (d, 2H) 3.74(m, 1H), 3.41 (m, 1H), 2.88 (m, 2H), 2.71 (m, 2H), 2.38(m,
4H), 2.1 (m, 1H), 2.0 (m, 41-0, 1.76 (m, 2H), 1.68 (m, 2H), 1.55(m, 2H),
1.35(m, 2H), 1.06 (d, 5H).  



Example 151     4-lsobutoxy-1H-indole-2-carboxylic acid {142-(4-hydroxy-azepa
n-1-y0-ethyll-piperidin-4-y1)- amide    This compound is synthesized
analogously to example 150 from 4-isobutoxy-1H-indole-2- carboxylic acid
11-(2-hydroxy-ethy9-piperldin-4-y0-amide, 190 and azepan-4-ol. Yield: 36 mg
(80%). MS (ES!): 457 [M+H], 1H-NMR (DMSO-di3): 6 (ppm) 11.45 (s, 1)-f),
8.19(d, 1H), 7.23 (s, 1H), 7.02 (1, 11-0, 6,96 (d, 1H), 6,44 (d, 1H), 4.35 (d,
1H), 3.84 (d, 2H) 3.80-3.62 (m, 2H), 3.29 (s, 1H), 2.88 (d, 2H), 2.68-2.30
(iii, 8H)" 2.14-2.05 (m, 1H), 2.0 (t, 2H), 1.83-1.34 (m, 91-1)" 1.05 (d, 6H).
-191 - Example 152 



4-lsobutoxy-1H-indole-2-carboxylic acid
(1-12-(3-amino-azepan-1-y1)-ethyll-piperidin-4-y1)- amide \-17 NH2 This
compound is synthesized analogously to example 150 from
4-isobutoxy-1H-indole-2- carboxylic add
[1-(2-hydroxy-ethyl)-piperidin-4-yll-amide, 190 and azepan-3-ylamine. Yield:
46 mg (38%). MS (ESI): 456,3 [M+Hr, IFI-NMR (DMSO-de): 6 (ppm) 11.5(s, 1H),
8.27 (d, 1H), 7.24 (s, 1H), 7.05 (t, 1H), 6.97 (d, 1H), 6.46 (d, 1H), 3.84 (d,
211), 3.80-3.70 (m, 1l-t), 2,89(m, 21-I), 2.79 (m, 1H), 2.68-2.62 (m,1H),
2.60-2.52 (m,4H), 2.43-2.27 (m, 3H), 2.15- 2.05 (m, 1H), 2.05-1.95 (m, 2H),
1.78-1.72 (m, 2H), 1.70-1.68 (m, 2H), 1.60-1.50 (m, 6H), 1.43-1.35 (m, 1H),
1.32-1.22 (m,1H), 1.05 (d, 61-9. Example 153
4-lsobutoxy-1H-indole-2-carboxylic acid
(1-12-(3-fluoro-piperldin-1-y1)-ethyl]-piperidin-4-y1)- amide  To a suspension
of 190 (see example 150) (100 mg, 0.28 mmol), 3-fluoropiperidine hydrochloride
(43 mg, 0.208 mmol) and DIEA (0.189 ml, 1.12 mmol) in 0.5 ml of propionitrile
is added cyanomethyl-triphenyl phosphonium iodide (81 mg, 0.336 mmol), The
mixture is heated at 90C for 14 hours. The resulting solution is then diluted
with Et0Ac (20 ml) and washed twice with saturated sodium bicarbonate, dried
over sodium sulfate and evaporated. The crude product is further purified by
preparative HPLC,  - 192 - Yie/c1: 30 mg (24%). MS (ES1): 445.3
[M+H]+,11-1-NMR (DMS0-1:16): 5 (ppm) 11.43 (s, 1H), 8.19 (d, 1H), 7.22 (s,
1H), 7.02 (b 1H), 6.96 (d, 1H), 6.45 (d, ill), 4.45-4.7(m, 111), 3.84 (d, 2H),
3.74 (m, 1H), 2.88 (m, 2H), 2.76 (m, 1H), 2.18-2.48 (in, 811), 2.1 (m, 1H),
2,0 (m, 2H), 1.34-1.9 (m, 1.05 (d, 6H). Example 154
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
14-(2-piperidln-1-ykethyl)- phenyl)-amide 



CI  This compound is synthesized analogously to example 150 from
4-(5-Chloro-benzofuran-3- ylmethoxy)-1H-indole-2-carboxylic acid
[4-(2-hydroxy-ethyl)-phenyl]-amide (193, preparation see below) and
piperidine. Yield: 140 mg (67%). MS (ES1): 528/530 [Whi], 1H-NMR (DMSO-de): 5
(ppm) 11.69 (s, 1H), 10.00 (s, 1H), 8.28 (s, 1H), 7,85-7.35 (m, 611),
7.25-7.00 (m, 411), 6,75 (d, 1H), 5.40 (2, 2H), 2.70 (m, 411), 2.60-2.20 (m,
4H), 1.554.40 (m, SH). Synthesis of 4-15-chloro-benzoluran-3-ylmethoxyl -1H-I
ndole.2-carboxyilc acid 14-42- hydroxy-ettiv1)-phe nyll-amide (193i This
compound is synthesized analogously to example 42 from
4-(5-Chloro-benzofuran-3- ylmethm)-1H-indole-2-carboxylic acid (97) and
2-(4-aminc-phenyI)-ethanol. Yield: 1.59 g (69%) of a whfte solid. MS (ES!):
4611453 (M-H-lit, 1H-NMR (DMSO-d): 5 (ppm) 11.68 (s, 111), 9.98 (s, 111),
8.27 (s, 11-1), 7.80 (d, 1H), 7.70-7.60 (m, 3H), 7.46 (d, 1H), 7,39 (dd,
111), 7.20-7.10 (m, 311), 7.06 (d, 1H), 6.75 (d, 1H), 5.37 (s, 21-1) 4.59 (m,
1H), 3.57 (in, 2H), 2,67 (t, 2H).  - 193 - Example 166
4-(5-Chloro-benzofuran-3-ylmetho)y)-1H-indole-2-carboxyilc acid
{4-12-(4-hydroxy-PiPerid111- 1-y0-ethyt)-pheny1)-amide ci  



This compound is synthesized analogously to example 164 from
4-(5-Chloro-benzofuran-3- ylmethoxy)-1H-indole-2-carboxylic acid
[4-(2-hydroxy-ethyl)-pheny1)-amfrite (193) and 2,2- dimethyl-propionic acid
piperidin-4-y1 ester, followed by removal of the protective group by sodium
methylate. YleId: 28 mg (34.9%). MS (ES!): 528/530 [M+Hr, 1H-NMR (DMSO-d5): 5
(ppm) 11.68 (s, 1H), L27 (s, 1H), 7.63 (d, 1H), 7.70-7.60 (in, 3H), 7.48 (d,
1H), 7.38 (dd, 11-0 (s, 1H), 7.20- 7.00 (in, 4H), 6.75 (d, 1H), 5.37 (s, 2H),
4.49 (d, 111), 3.42 (m, 1H), 2.80-2.60 (m, 4H), 2.45- 2.40 (m, 1H), 2.10-1.95
(m, 3H), 1.78-1.65 (m, 21-0, 1.45-1.30 (m, 21-1). The
4-aryt-indole-2-catboxernides are generally breveted by a Suzuki coupling of
the 4- bromo-Indole-2-carboxamides with the corresponding aryl-botonic acids
(Reaction Scheme a Reaction Scheme 21:     Example 166
4-Phenyl-11-1-indole-2-carboxylio acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-yli-amide  - 194 -  



Bromindole 194 (preparation see below) 150 mg, 0.335 mmol), Phenyl-boronic
acid (82 mg, 0.67 mmol) and triphenyiphosphine (26.4 dig, 0.112 mmol) are
dissolved In 10 ml of toluene. After addition of 1 ml of ethanol, argon is
flushed through the mixture for 30 min. Then Pd(I1)acetate (3 mg, 13.4 imp and
2M aqueous sodiumcarbonate (0.67 ml, 1.34 mmol) are added. The mixture is
stirred under reflux for 3 h. After cooling down to r.t., the mixture is
treated with 30 ml of ethyl acetate and 5 % aqueous NaHCO3 solution and
filtrated over ceifte. The organic layer is separated and evaporation under
reduced pressure gave 170 rng of crude product, which is further purified by
flash chromatography (silica gel, ethyl acetate / methanol conc. NH3 90:1112)
and crystallization from ethyl acetate. Yield: 46 mg (30%) of a white solid;
MS (EST 445,4 [M+11*, 1H-NMR (13430-d6): 5 (ppm) 11.64 (s, 1H), 8.25 (d, 1H),
7,63 (d, 2H), 7.50 (dd, 2H), 7.40 (in, 21-I), 7.31 (s, 1H), 7.23 (dd, MD, 7.08
(d, 1H), 3.73 (m, 1H), 2.85 (m, 2H), 2.57 (m, 6H), 2.36 (in, 2H), 1.99 (in,
2H), 1.74 (m, 2H), 1.52 (m, 10H). (1)4-Bromo-1H-Indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidle-4-yl]- amide (194) Br
4-Brorno-1H-Indole-2-carboxylic acid (1.5 g, 3,1 rim!),
1-(2-azepan-1-yl-ethyl)-pipeddin-4- ylamine tri-hydrochloride (5) (2.1 g, 31
mmof) and DIEA (4.3 nil, 12.4 mmol) are dissolved under argon atmosphere in
DMF (25 mI). TIBTU (2.3 g, 3.4 mmol) is added at room temperature. The
reaction mixture is stirred for 2 h at r.t., evaporated under high vacuum,
dissolved in ethyl acetate and washed twice with 5% aqueous NaHCO3 solution.
The organic layers are dried over sodium sulfate. Evaporation under reduced
pressure gave 1.3 g (93%) of a beige solid.  -195- MS (ES!): 447.1, 449.1
[M+Hr, 1H-NMR (DMSO-de): 6 (ppm) 11.9 (s, 1H), 8.4 (d, 1H), 7.4 (d, 1H), 7.25
(d, 1H), 7.2 (s, 1H), 7.08 (dd. 1H), 3.76 (m, 1H), 2.88 (m, 2H), 2.55-2.68 (m,
6H), 2.4 (m, 21-1), 2.05 (m, 2H), 1,78(m, 21-9, 1.5-1,62(m, 10H). Example 157
4-(4-Trifluoromethyl-phenyl)-1H-indole-2-carboxylic acid
11-(2-azepan-1-yl-ethy9-piperidin--4- yll-amide  NO 



This compound is synthesized from compound 194 (see example 156) and
4-trifluoromethylphenyl boronic acid analogously to the method described in
Example 156. Yield: 35 mg (20%) of a white crystals; MS (ESI): 513 [M+Hr,
1H-NMR (DMSO-de): 5 (ppm) 1115 (s, 1H), 8.25 (d, 11-1), 7,85 (s, 4H), 7,48 (d,
1H), 7.32 (s, 1H), 7.28 (dd, 1H), 7.15 (d, 1H), 315 (m, 1H), 2.87 (m, 2H),
2.5-2.6 (in, 6H), 2.38 (iii, 2H), 2.0 (m, 2H), 1.78 (m, 2H), 1.48-1.55 (m,
10H). Example 158 4-p-Toly1-11-l-indore-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-A-amide   - 196 - Yield: 40 mg (26%) of a
white foam; MS (ESI): 4691[M+Hr, 1H-NMR (DMSO-d6): 6 (ppm) 11.6 (s, 1H), 5.25
(d, 11-1), 7.53 (d, 2H), 7.48 (d, 11-9, 7,32 (d, 2H), 7.3 (s, 1H), 7.2 (dd,
1H), 7.05 (d, 11-1), 3,75 (m, 1H), 2.5-2,6 (m, 8H), 2,38 (s, 3H), 2.33-2.4 (m,
2H), 2.0 (m, 2H), 1.75 (m, 2H), 1.48-1.55 (m, 10H). Example 159
4-(4-Dimethylamino-phenyl)-1H-indole-2-carboxylic acid
[1-(2-azepan-i-yi-ethy1)-plperidin-4- y1}-amide  This compound is synthesized
from compound 194 {see example 166) and (4- dimethylarnino-phenyp-boronic acid
analogously to the method described in Example 166. Yield: 45 mg (28%) of a
white foam; MS (EGO: 488.2 [M+Hr, 1H-NMR (DMSO-d6): (ppm) 11.55 (s, 1H), 8.25
(d, 1H), 7.3-7.4 (in, 2H), 7.15-7.25 (m, 3H), 7.07 (m, 2H), 3.8 (s, 3H),
3.78(s, 3H), 3.75(m, 1H)1 2,88 (m, 2H), 2.57(m, 6H), 2.38 (m, 2H), 2.0 (m.1,75
(in, 2H), 1.5 (in, 4H), 1.75 (m, 10H), 



Example 160 4-Benzo[1,2,5]oxadiazol-5-y1-1H-indole-2-carboxylIc acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4- y11-amide   - 197 - This compound is
synthesized from compound 194 (see example 156) and
benzo[112,5]oxadiazol-5-yl-bororric acid analogously to the method described
in Example 156, Yield. 85 mg (39%) of a white crystals; MS (ESI): 487.1
[hA+Hr, 1H-NMR (DhASO-d6): (PPm) 11.8 (5, 1H), 8.3 (d, 1H), 8,2 (s, 1H), 8.18
(d, 1H), 7.95 (d, 1H), 7,62 (m, 11-9, 7.38 (s, 1H), 7.3 (d, 1H), 3.75 (iii,
1H), 2.87 (in, 2H), 2.5-2,6 (m, 6H), 2.36 (m, 2H), 2.0 (m, 2H), 1.75 (m, 2H),
1.47-1.58 (m, 10H), Example 161  4-(4-Methoxy-phenyl)-1H-indole-2-carboxylic
acid [1-(2-azepan-l-yl-ethyl)-piperidin-4-y11- amide  This compound Is
synthesized from compound 194 (see example 166) and (4-methoxypheny0-boronic
acid analogously to the method described in Example 166. Yield: 22 mg (38%)
of a white foam; MS (ES!): 475.4 [M+Hr, 1H-NMR (DMSO-d6); 5 (ppm) 11.59 (s,
1H), 8.23 (d, 1H), 7.49 (d, 2H), 7,32 (m, 2H), 7.18 (dd, 1H),.7.0 (d, 1H),
6.85 (d, ' 21-I), 3.75 (m, 1H), 2.97 (s, 6H), 2.87 (m, 2H), 2.56 (m, 6H),
2.48 (m, 2H), 2.0 (m, 2H), 1.77 (m, 2H), 1.52 (m, 10H). Example 162 



- 198 - Fro j-NO This compound is synthesized from compound 194 (see example
156) and 3-cyano-phenyf boronic acid analogously to the method described in
Example 156. Yield: 115 mg (55%) of a white crystals; MS (ESI): 470.1 [M+Hr,
1H-NMR (DMSO-de): 5 (ppm) 11.75 (s, 1H), 8.38 (d, MI), 8.05 (s, 1H), 7.98 (dd,
1H), 7.88 (m, 1H), 7.72 (dd, 1H), T47 (d, 1H), 7.3 (d, 1H), 7.25 (d, 1H), 7.15
(d, 1H), 3.75 (m, 111), 2.87 (m, 2H), 2.48-2.6 (m, 6H), 2.37 (m, 2H), 2.0 (in,
2H), 1.75 (m, 21-0, 1.47-1.58 (m, 10H). Example 163
4-(4-Ethoxy-phenyl)-1H-indole-2-carboxylic acid
[1-(2-azepan-l-yl-ethyl)-piperidin-4-yljamide  This compound is synthesized
from compound 194 (see example 156) and (4-ethoxypheny1)-boronic acid
analogously to the method described in Example 156. Yield: 40 mg (24%) of
beige crystals; MS (ES!): 487 IM-Hr, 1H-NMR (DMSO-de):  (ppm) 11.6 (s, 1H),
8.25 (d, 1H), 7.57(d, 2H), 7.38 (d, 1H), 7.32 (s, 114), 7.2 (dd, 1H), 7.05 (d,
2H), 



7.02 (d, 1H), 4.07 (q, 2H), 3.75 (m, 1H), 2.85 (n, 2H), 2.50-2.58 (m, 6H),
2.38 (m, 2H), 2.0  (m, 2H), 1.75 (m, 2H), 1.48-1.58 (in, 8H), 1.38 (t, 3H).
- 199 - Example 164 4-(3-(3-Methoxy-propoxy)-pherty11-1H-indole-2-carboxylic
acid [1-(2-azepan-1-yl-ethyl)- piperidin-4-ylyamide  This compound is
synthesized from compound 194 (see example 156) and
[3-(3-methoxypropoxy)-phenyl]-boronic acid analogously to the method
described in Example 156. Yield: 160 mg (67%) of beige foam; MS (ESI): 533.2
[M+Hr, 11-1-NMR (DM8O-d6): a (ppm) 11.65 (s, 1H), 8.28 (d, 1H), 7.38-7.43 (m,
2H), 7.32 (s, 1H), 7.2-7.25 (m, 2H), 7.15 (m, 1H), 7.08 (d, 1H), 6.95 (dd,
1H), 4.1 (t, 2H), 3.75 (m, 1H), 3.48 (t, 21-9, 3,25 (s, 3H), 2.85 (m, 2H),
2.48-2.58 (m, 8H), 2.35 (m, 2H), 1.95-2.04(m, 4H), 1.75 (m, 2H), 1.48-1.6 (m,
10H). Example 166 



4-(4-Trifluoromethoxy-phenyI)-1H-indole-2-carboxylic acid
(1-(2-azepan-1-yl-ethyl)-piperidin4-y1-amide  This compound is synthesized
from compound 194 (see example 166) and 4- Trifluorornethoxy-phenyl boronic
acid analogously to the method described in Example 56. Yield: 75 mg (92%) of
white foam; MS (ESI): 529 IM+Hr, 1H-NMR (DMSO-d6): 5 (ppm) 11.7 (s, 1H), 8.28
(d, 1H), 7,78 (d, 2H), 7.50 (d, 2H), 744 (d, 1H), 7.3 (s, 1H), 7.25 (dd, 1H),
7.08 (d, 1H), 3.75 (m, 1H), 2.87 (rn, 2H), 2.5 - 2.6 (m, 6H), 2.38 (m, 2H),
2.0 (in, 2H), 1.75 (m, 2H), 1.48-1.8 (m, 10H).  - 200 - Example 166
4-(2,4-Dimethoxy-phenyI)-1H-Indole-2-carboxyllc acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-yaamide 0  This compound is synthesized
from compound 194 (see example 1561 and (2,4-dImethoxyphenyl)-boronic acid
analogously to the method described in Example 166. Yield: 120 mg (53%) of a
beige foam; MS (ESI): 505.2 /M+Fffi, 1H-NMR (DMSO-c18)- 6 (ppm) 11.45 (s, 1H),
8.15 (d, 1H), 7.34 (d, 1H), 7.2 (d, 1H), 7.15 (dd. 1H), 6'93 (d, 1H), 



6.9 (d, 1H), 6.7 (d, 11-I), 6.65 (dd, 1H), 3.84 (s, 3H), 3.73(m, 1H), 3.68 (s,
3H), 2.85 (in, 2H), 2.47-2.58  (m, 8H), 2.35 (m, 2H), 1.98 (m, 2H), 1.75 (m,
2H), 1.47-1.58 (m, 811). Example 167
4-(3,4-Dimethoxy-phenyl)-1H-Indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperldln-4-y11- amide  This compound is synthesized
from compound 194 (see example 156) and (3,4-dimethoxypheny1)-boronic acid
analogously to the method described in Example 156. Yield: 65 mg (29%) of
white crystals; MS (ESI): 505.2 (WM*, 1H-NMR (DMSO-d6): 6 (ppm) 11.6 (s, 1H),
8.25 (d, 1H),(m, 2H), 7.15-7.25 (m, 3H), 7.07 (m, 2H), 3.8 (s, 314), 3.78
201 - 



(s, 3H), 3.75(m, 1H), 2.88 (m, 2H), 2.57(m, 61-1), 2.38 (m, 211), 2.0 (m, 2H),
1.75 (m, 2H), 1.5 (m, 4H), 1.75 (m, 10H). Example 168
4-Benzo[1,3]dioxol-5-y1-1H4ndole-2-carboxylfc acid
11-(2-azepan-1-yl-ethyl)-piperidin-4-ylb amide CP-A  This compound is
synthesized from compound 194 (see example 155) and benzo[1,31dioxo1-
5-yl-boronic acid analogously to the method described in Example 168. Yield:
75 mg (34%) of a white crystals; MS (ESI): 489.1 (M+Hr, 1H-NMR (DMSO-de): 5
(ppm) 11.6 (s, 11-1), 8.28 (d, 1H), 7.38 (d, 1H), 7.3 (m, 1H), 7.2 (d, 1H),
7.18 (m, 1H), 7.1 (dd, 1H), 7.04 (dd, if-fl, 6.08 (s, 2H), 3.75(m, 1H),
2.87(m, 2H), 148-2.6 (in, 6H), 2.37 (m, 2H), 2.0 (m, 2H), 1.75 (m, 2H),
1.47-1.58 (m, 10H). Example 169 4-Pyridin-4-y1-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1)-amide This compound is synthesized
from compound 194 (see example 156) and pyridin-4-ylboronic acid analogously
to the method described In Example 166, Yield: 35 mg (53%) of beige crystals;
MS (ES)): 446.2 [M+H], 1H-NMR (DM80-d6): 6 (pprri) 11.8 (s, MO, 8.68 (d, 2H),
8.3 (d, 1)1), 7.88 (d, 1H), 7.5 (d, If-fl, 7.38 (s, 1H), 7.3 (m, 1H), 7.2  -
202 - (d, 1H), 3.75 (m, 1H), 2.88 (m, 2H), 2.45-2.6 (m, 611), 138 (m, 2H), 2.0
(m, 2H), 1.75 (m, 2H), 1.48-1.6 (m, 10H). 



Example 170 4-(6-Methoxy-pyridin-3-yI)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]- amide  This compound is synthesized
from compound 194 (see example 156) and (6-methoxypyridin-3-y1)-boronic acid
acid analogously to the method described in Example 166. Yield: 125 mg (59%)
of a white crystals; MS (ES1): 476.4 [TOM+, 1H-NMR (DMSO-d6): (ppm) 11.65 (s,
1H), 8.48 (d, 111), 8.3 (d, 1H), 7.98 (dd, 1H), 7.42 (d, 1H), 7.35 (s, 1H),
7.24 (dd, 11-1), 7.08(d, 1H), 6.97 (d, 111), 3.93 (s, 3H), 3.75(m, 1H), 2.87
(m, 2H), 2.48-2.6 (m, 6H), 2.35 (m, 2H), 2.0 (m, 2H), 1.75 (m, 2H), 1.47-1.58
(m, 10H). Example 171  4-(4-Ethoxy-phenyl)-1H-indole-2-carboxylic acid
[1-(2-piperidin-1-yl-ethyl)-piperidin-4-y1)- amide  This compound is
synthesized from compound 195 (preparation see below) and
(4-ethoxypheny1)-boronic acid analogously to the method described in Example
156.  - 203 - Yield: 100 mg (46%) of yellow crystals; MS (ESI): 475 [M+H1*,
1H-NMR (DMSO-de): 6 (ppm) 11.6 (s, 1H), 8.25 (d, 111), 7.55 (d, 2H), 7.35 (d,
1H), 7.3 (s, 1H), 7.2 (dd, V-1), 7.05 (d, 2H), 7.02 (d, 111), 4.08 (q, 2H),
3.73 (m, 1H), 2.87 (m, 2H), 2 25-2 4 (m, BH), 2.0 (m, 2H), 1.75 (m, 2H),
1.3-1.57 (m, 8H), 1.38 (t, 3H). (1)4-Bromo-1H-Indole-2-carboxylic acid
(1-(2-pfperidin-111-ethyl)-piperidin-4- y1Famide (195) 



This compound is synthesized from 4-bromo-1H-indole-2-carboxylic acid and
amine 4 analogously to the method described above for the synthesis of 194
(see example 156). MS (ES1): 433, 435 [M+1-12t, 1H-NMR (DMSO-de): 6 (ppm) 11.9
(s, 111), 8,4 (d, 1H), 7.4 (d, 1H), 7.23 (d, 1H), 7.19 (s, 1H), 7.08 (dd, 1H),
3.76 (m, 1H), 2.88 (m, 2H), 2.3-2.4 (m, 8H), 2.0 (m, 211), 1.78 (m, 21-0,
1.3-1.6 (m, 8H). Example 172 4(4-Methoxy-pheny1)-1H-indole-2-carboxylic acid
(1-(2-(4-hydroxy-pipericlin-1-y1)-ethyl]- piperidin-4-y1)-amide  This compound
is synthesized from compound 196 (preparation see below) and
(4-methoxypheny1)-boronic add analogously to the method described in Example
156. Yield: 55 mg (35%) of white foam; MS (ES1): 477.2 [M+1-1)+, 1H-NMR
(DMSO-de): 6 (ppm) 11.6 (s, 111), 8.25 (d, 1H), 7.58 (d, 2H), 7.36 (d, 111),
7.3 (s, 1H), 7.2 (dd, 111), 7.05 (d, 211),  - 204 - 7,02 (d, 1H), 4.55 (br,
1H), 3.85 (s, 3H), 3.78 (m, TH), 3.45 (m, 1H), 2.9 (m, 21-1), 2.78 (m, 2H),
2.45 (m, 4H), 2.15 (m, 21-1), 2.05 (m, 2H), 1.3 - 1.8 (m, 8H). (
)4-Bromo-1H-Indolo-2-carboxylic acid {142-(4-hydroxy-piperldin-1-y1)-ethyl]-
piperidin-4-y1}-amide (196}  



NTh \-N9-011  This compound is synthesized from 4-Bromo-1H-indole-2-carboxylic
acid and amine 21 analogously to the method described for 194 (see example
156). MS (ES1): 449, 451.2 [M+Hr, 1H-NMR (DMSO-d6): 6 (ppm) 11.9 (s, 1H), 8.42
(d, 11-1), 7.4 (d, 1H), 7.23 (d, 11-1), 7.2 (s, 1H), 7.08 (dd, 1H), 3.8 (m,
1H), 3.5 (m,1 1-9, 2.88 (m, 21-9,2.95 (m, 2H), 2.86 (m, 21-1), 2.6 (m, 2H),
2.52 (m, 2H), 2.3 (m, 2H), 



2.12 (m, 2H),1.8 (m, 2H), 1.75  (m, 2H), 1.58 (m, 2H),1.43 (m, Example 173
4-(4-Ethoxy-phenyl)-1H-indole-2-carboxylic acid
{1-[244-hydrmry-piperidin4-y1)-ethqpiperidin-4-y1)-amide  This compound is
synthesized from compound 196 (see example 172) and (4-ethoxypheny1)-boronic
acid analogously to the method described in Example 156. Yield: 45 mg (21%)
of white crystals; MS (ESI): 491 fIVI+Flr, 1H-NMR (DMSO-de): 6 (ppm) 11.6 (s,
1H), 8.24 (d, 1H), 7.54 (d, 21-1), 7.34 (d, 1H), 7.3 (s, 1H), 7.19 (dd, 1H)1
7.06 (d, 2H), 7.0 (d, 1H), 4.47 (d, 1H), 4.08 (q, 2H), 3.73 (m,11-1), 3.40
(m, 1H), 2.85 (m, 2H), 2.68 (m,  - 205 - 2H), 2.36 (m, 4H), 1.98 (m, 41-1),
1,74 (m, 2H), 1.65 (m, 2H), 1.51 (m, 2H), 1.37 (t, 3H), 1.32 (m, 2H). Example
174 4-(6-Methoxy-pyridln-3-y1)-111-indole-2-carboxylic acid
(1-(2-(4-hydroxy-piperidin-1-y1)-ethyljp1perldin-4-yiyamide o' 



N )-OH M-CN-1 This compound is synthesized from compound 196 (see example
172) and (6-methoxypyridin-3-y1)-boronic acid analogously to the method
described in Example 156. Yield: 28 mg (18%) of white crystals; MS (ESI):
478.1 [NoH], 11-I-NMR (DMSO-d6): 5 (ppm) 11.68 (s, 1H), 8.47 (d, /H), 8.27
(d, 1H), 7.95 (dd, 1H), 7.40 (d, 1H), 7.35 (s, 1H), 7.23 (dd, 1H), 7.09 (d,
1H), 6.97 (d, 1H), 4.48 (d, 1H), 3.92 (s, 3H), 3.75 (m, 1H), 3.39 (in, 1H),
2.85 (m, 2H), 2,68 (m, 21-9, 2.36 (m, 4H), 1.99 (m, 4H), 1.75 (m, 2H), 1.65
(in, 2H), 1.54 (m, 2H), 1.35 (m, 21-9. Example 175
4-(4-Methoxy-phenyl)-1H-indole-2-carboxylic acid
(1-[2-(3-hydroxy-8-aza-bicydo[3.2.1)oct-8- y1)-ethyl]-piperidin-4-y1}-amide
- 206 - Yield: 90 mg (57%) of white foam; MS (ESI): 503.2 [M+Hr, 114-NMR
(DMSO45): 6 (ppm) 11.6 (s, 1H), 825 (d, 1H), 7.55 (d, 2H), 7.35 (d, 1H), 7.3
(m, 1H), 7.2 (dd, 1H), 7.05 (d, 2H), 7.02 (d,4.25 (br s, 1H), 5,82 (s, 3H),
3.78 (m, 1H), 3.75 (m, 1H), 3.1 (in' 2H), 2,88 (m, 2H), 2.38 (m, 4H), 2.0 (m,
4H), 1.85 (rn, 2H), 1,77 (m, 4H), 1.55(m, 4H).
(1)4-13romo-1H-Indole-2-carboxylic acid (1-12-(3-hydroxy-8-aza-
bicyclo[3.2.11oct-811)-ethyll-plperldin-4-y1)-amfde (197) Br This compound is
synthesized from 4-Bromo-1H-Indole-2-carboxylic acid and amine 24 analogously
to the method described for 194 (see example 156). 



MS (ES!): 475.3, 477 (M+Hr, 1H-NMR (DMSO-cle, 150C): 6 (ppm) 11.7 (br s, 1H),
8.28 (br s, 1H), 7.49 (d, 1H), 7.25 (d, 1H), 7.15 (s, 1H), 7.1 (dd, 1H), 4.1
(br s, 1H), 3.97 (m, 3H), 3.5 (m,2 H), 3.0 (m, 2H), 2.5 (m, 6H), 1.9 - 2.2 (m,
10H). Example 176 4-(6-Methoxy-pyridin-3-yI)-1H-indole-2-carboxyllc acid
(1-[2-(3-hydroxy-8-azabicyclo[3.2.1loct-8-y1)-ethylkpiperidln.4.y1)-amide
This compound Is synthesized from compound 197 (see example 175) and
(6-methoxypyridln-3-y1)-boronic acid analogously to the method described in
Exampfe 156. Yield: 90 mg (57%) of white foam; MS (ESI): 504.2 [M+1-1]*,
1H-NMR (DMSO-d6): 6 (ppm) 11.8 (s, 1H), 8.48 (d, 1H), 8.28 (d, 1H), 7.97 (dd,
1H), 7.4 (d, 1H), 7.35 (m, 1H), 7.23 (dd,  - 207 - 111), 7.08 (d, 1H), 6.95
(d, I H), 4.23 (br, 111), 3.93(s, 31-1), 3.78 (m, 1H), 3.75 (m, 1H), 3.1 (m,
2H), 2.88 (m, 2H), 2.38 (in, 411), 2.9 (in, 411), 1.8 (m, 61-I), 1.53 (in,
4H). Alternatively, the 4-alkoxy-frtdole-2-carboxamides are oreoarecl as shown
in reaction scheme 22. Reaction Scheme 22: Example 177
4-Hydroxy-1H-Indole-2-carboxylic add
[1-(2-azepan-1-yl-ethyp-piperidin-4-01-amide 011  



0-CN-\_NO  The methoxy derivative from example 1 (109 mg, 0.25 mmol) is
dissolved in 5 ml of DOM. A solution of B8r3 (1M in DCM, 2,5 ml, 2.5 mmol) Is
added and the mixture is stirred for 18 hours. It Is then poured onto ice and
washed with Et0Ac (30 ml). The pH of the water layer is adjusted to 9 and
extracted twice with Et0Ac. The organic layers are combined washed with
brine, dried over anhydrous sodium sulfate and evaporated. Yield: 24 mg
(25%). MS (ESI): 385.3 (WHY, 1H-NMR (DMSO-d6): 6 (ppm) 9.62 (s, 1I-1), 8.14
(d, 1H), 7.2 (d, 111), 6.94(t, 1H), 6.86(d, 1H), 6.37(d, I H), 375(m, 1H),
2.89 (m, 2H), 2.53-2.65 (m, 611), 2.39 (m, 2H), 2.03(m, 2H), 118 (m, 2H),
1.47-1.68 (m, 10H), 1.25 (in, IN).  - 208 - Synthesis of the
benrthiophene-2-carboxamides The 4-alkoxy-benzthlophene-2-carboxylates am
synthesized starting from 4-thiophen-2-0- butyric acid (reaction scheme 23),
Reaction Scheme 2312:  (204)(205) (1) 6,7-Dihydro-SH-benzo[b]thlophen-4-one
(198) Ortho-phosphoric acid (85%, 0.27 ml, 3.7 mmol) is dissolved in acetic
acid anhydride (13 ml) and after addition of 4thlophen-2-yl-butyric acid (9
g, 52.9 mmol) the mixture is stirred at 120C for 2.5 h. The brown solution is
cooled down using an ice bath, water is added and the reaction mixture is
extracted with dichlommethane. The organic layers are washed with 2M NaOH
solution and twice with water until a neutral pH is reached. The solution is
dried over Na2SO4 and evaporated under reduced pressure. The crude product is
obtained as a brown oil (7.84 g), which Is further purified by
flash-chromatography (silica gel, ethyl acetate / hexane 9:1) 



Yield: 5.83 g (72%) of a slightly yellow solid, MS (ESI): 152 [M]+, 1H-NMR
(DMSO-c18): 5 (ppm) 7.38 (d, 1H), 7,25 (d, 1H), 3.03 (t, 2H), 2,48 (m, 2H),
2.12 (t, 2H). (2) 5-Bromo-6,74ihydro-5H-banzo[b]thiophen-4-one (199)
6,7-0ihydro-511-benzo(bithlophen-4-one (198, 5,8 g, 38.3 mmol) is dissolved
in 200 ml of dry diethyl ether and cooled down to -10C. A solution of bromine
(8.1 g, 38.3 mmol) in 30 mi of  - 209 - tetrachloromethane and 2-3 drops of
diethyl ether is slowly added. The mixture is stirred for 15min at -10C,
15mln at 0C and 18h at room temperature. Then water and diethyl ether is
added slowly. The organic layers are washed with water, dried over Na2SO4 and
evaporated. Yield: 8.79 of a yellow solid (containing 23% of starting
material). MS (ESI): 230, 232 [MI+, 1H-NMR (DMSO-c1,3): 6 (ppm) 7.46 (d, 1H),
7,3 (d, 1H), 4.87 (dt, 1H), 3.1 (m, 2H), 2,45 (m, 2H). (3)
Benzo[b]thlophen4-al (200) 5-Bromo-6,7-dihydro-5H-benzo[bIthiophen-4-one
(199, 77% pure, 8.7g, 28.9 mmol), LiBr (5.7 g, 65.1 mmol) and Li2CO3 (4.3 g,
57.8 mmol) are placed under argon in 300 mi of DMF and refluxed for 3 h. The
reaction mixture is allowed to cool down to room temperature and evaporated
under high vacuum. After addition of Ice water and cold 2M aqueous HCI
solution the mixture is extracted with diethyl ether. The organic layers are
extracted with 2M NaOH and the combined aqueous layers are acidified with
concentrated NCI. The product is extracted twice with ethyl acetate and the
organic layers are washed with saturated Nadi solution, dried over Na2804 and
evaporated under reduced pressure. Yield: 4.7 g of a brown solid, which is
used without further purification. MS (ES!): 149.0 [M-Hi, 1H-NMR (DMS0-4): 6
(ppm) 9.95 (br s, 1H), 7,55 (d, 1H), 7.45(d, 1H), 7.38(d, 1H), 7.15 (dd, 1H),
6.72 (d, 1H). (4) 4-lsobutoxy-benzo[b]thioghene (201) Benzollalthiophen-4-ol
(200, 4.3 g, 28,9 mmol) and iso-butanol (3.2 ml, 34.7 mmol) are dissolved
under argon in 150 ml of toluene. After addition of triphenylphosphine (9.1
g,34.7 mmol)'and a 40% solution of DEAD in toluene (16.8 ml, 34.7 mmol), the
mixture is stirred at 120C over night. After cooling down, the reaction
mixture Is subsequently washed with saturated aqueous NaHCO3 solution and
Neel solution, dried over Na2SO4 and evaporated under reduced pressure.
Triphenylphosphinoxid is removed by crystallization from ethyl acetate and
hexane and the crude product is further purified by flash chromatography
(silica gel, hexane I ethyl acetate 9:1). Yield: 5.4 g (91%) of a yellow oil.
MS (ES1): 206 Nit 1H-NMR (DMSO-do): 6 (ppm) 7.62 (d, 11-1), 7,5 (d, 1 I-1),
7.44 (d, 1H), 7.27 (dd, 111), 6.85 (d, 1H), 3.88 (d, 2H), 2.12 (m, 1H), 1.05
(d, 61-i).  



- 210 - (5)4-lsobutoxy-benzo[b]thiophene-2-carboxylic acid (202) A 1,6 M
solution of n-butyl lithium in hexane (18 ml, 28.8 mai) is dissolved under an
argon atmosphere in 100 ml of dry diethyl ether, followed by dropwise
addition of a solution of 4- Isobutoxy-benzo[bithiophene (201, 5,4 g, 26.1
mmol) in 90 ml of diethyl ether. The reaction mixture is refluxed for 45 min,
then cooled down and transferred via syringe to a mixture of excess dry ice
(115g, 2.61 mei) In diethyl ether (the dry ice is washed before twice with
diethyl ether). The mbcture is allowed to stir overnight at room temperature,
then distributed between diethyl ether and water. The ether layers are
reextracted vvith water. The aqueous layers are acidtfied with 2M aqueous HCI
solution, and the precipitate is filtered off, washed with water and dried
under high vacuum. Yield: 3.72 9 (57%) of a white solid. MS (ES1): 250
111/11+, 11-1-NMR (DMSO-de): 6 (ppm) 13.4 (br s, 1H), 7.98 (s, 111), 7.55 (d,
1H), 7.43 (dd, 111), 6.9 (d, 1H), 3.9 (d, 2H), 2.14 (m, 1H), 1.05 (d, 6H).
Example 178 4-Methoxy-benzo[b)thiophene-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piparldin-4111-amide No  A solution of a mixture of
4- and 6-methoxy-benzo[b]thlophene-2-carboxyfic acid (C. R. Hebd, Seances
Acad. Sc!. 1966, 261, 705) (440 mg, 1.05 mmol), amine 5 (357 mg, 1,051) in 10
ml of DMF Is treated with EDC (178 mg, 1.05 mmol), HOBT hydrate (178 mg, 1.15
mmol) and triethylamlne (0.44 ml, 3.15 rnmol) The mixture is stirred over
night and then evaporated under high vacuum. The crude residue is dissolved
in ethyl acetate and washed twice with sodium bicarbonate (10%), brine and
dried over sodium sulfate. The crude product is then purified by flash
chromatography (ethyl acetate I methanol I ammonia 90:10:1). Yield: 45 mg
(10%) of a yellow solid (and 89 mg of the 6-substituted isomer). MS (ES!):
416.1 (MI-H)', 1H-NMR (DM80-d6): 6 (ppm) 8.53 (d,8.2 (s, 1H), 7,5 (d, 1H),
7.37 (dd,  - 211 - 1H), 6.9 (d, 1H), 3.94 (s, 311), 3.7 (bin, 111), 2.88 (m,
214), 2.6 (m, 6H), 2.4 (m, 211), 2.0 (m, 2H), 1.75 (m, 2H), 1.47-1.6 (m,
1011). 



Example 179 4-Iscbutoxy-benzo[bithiophene-2-carboxylic acid
[142-azepan-111-ethyl)-piperidln4-yllamide  -01-te  This compound is
synthesized from compound 202 and amine 5 analogously to the method described
in Example 178. Yield: 340 mg (53%) of beige powder_ MS (ESI): 458,4 [M+Hr,
1H-NNIR (DMS0-4): 6 (ppm) 8,58 (d, 1H), 8,15 (s, 114), 7.5 (d, 111), 7,35
(dd, 1H), 6.68 (d, 1H), 3.9 (d, 211), 3.7 (br m, 1H), 2.9 (m, 2H), 2.6 (m,
OH), 2.4 (m, 2H), 2.15 (in, 1H), 2.0 (m, 2H), 1.78 (m, 214), 1.51.85 (m,
10H), 1.05 (d, OH). Exam pre 180 4-lsobutoxy-bertzoNthiophene-2-carboxyl1c
acid [1-(2-piperidin-1-y1-ethyl)-piperidln-4-y11- amide   - 212 - Yiekl: 93
mg (26%) of beige powder. MS (FBI): 444.3 (WHY, 1H44MR (DMSO-de). 6 (ppm)
8.5B (d, 1H), 8.15 (s, 1H), 7.48 (d, 1H), 7.35 (dd, 1H), 6.88 (d, 1H), 3,9
(d, 2H), 3.7 (br m, 1H),,2.88 (in, 2H), 2.3 - 2.4 (m, 8H), 2.15 (m, 1H), 1.98
(m, 2H), 1.78 (m, 2H), 1.58 (m, 2H), 1.47 (1,,, 4H), 1.35 (m, 2H), 1.05 (d,
6H). Synthesis of the benzofuran-2-carboxamtdes 



Example 181  4-Methoxy-banzofuran-2-carboxyric acid
11-(2-azepan-1-yl-ethyl)-piperidin-4-yli-amide  This compound is synthesized
analogously to Example 1 from 4-Methoxy-benzofuran-2- carboxylic acid and
amine 5. MS (ESI): 400.2 [M+H)+, 1H-NMR (DMSO-de): 6 (ppm) 8.42 (d, 1H), 7.5
(s, 111), 7.37 (t, 1H), 7.21 (d, 1H), 6.84 (d, 1H), 3.92 (s, 3H), 3.72 (m,
1H), 2.88 (m, 2H), 2.35-2.68 (m, 8H), 2,02 (m, 2H), 1.76 (m, 2H), 1.48-1.67
(m, 10H). The compounds of formula Fin free form or in pharmaceutically
acceptable sett form exhibit valuable pharmacological properties, e,g.as CCR2
and CCR5 antagonists as indicated in In vitro tests as described below. CCR2
membrane binding assay  The SPA (Scintillation Proximity Assay) technology is
used to show that the test compounds prevent MCP-1 from binding to cerl
membranes expressing the CCR2 receptor. Transfected CHO-dukX cells stably
expressing the hCCR2b gene are grown in MBA alpha medium to a confluency of
between 70 and 80 %. After discarding the medium, 30 ml ice-cold physiological
buffer solution containing 1 mM EDTA are added and the cells removed from the
plate using a scraper. The celt suspension is centrifuged at 800 g for 19' at
4 C and the cell pellet resuspended in buffer. Gen lysrs is done using a
Polytron PT1300D instrument at  . 213 - 28 000 RPM for 2 times 30 seconds on
ice. Membranes are collected by centrtfugation at 42 0009 for 20 minutes at 4C
and subjected to a second round of lysis (Polytron, 28 000 RPM, 2x30 seconds
on ice). Following centrifugation at 42 000g for 20 minutes at 4 C the
membranes are resuspended in buffer at a protein concentration of 2 mg/ml and
stored at - 80C. Tan millimolar stock solutions of test compounds in 100% DMS0
are prepared. Test compounds are further diluted in buffer to yield the
four-fold concentrated solutions for the tests that assayed a range of lir to
10-5 M. The SPA assay is performed in a final volume of 200 pl per well In 96
well plates. The components are added per well in the following order: 50
plBuffer (+1- test compound) 50 piWheat germ agglutinin-SPA beads (t25
mg/well) in buffer 50 plCCR2B membrane suspension diluted with buffer to 0.04
mg/ml (2 pg/well), 



alternatively w000 cells per well 50 plr2s11 MCP-I in buffer (60 pM final
concentration, 2.5 pCi/plate) After addition of all components the plate is
sealed and incubated for 90 minutes at room temperature with constant shaking.
Following incubation the plate is centrifuged at 1000 RPM in a Sorvall RC3B
centrifuge for 4 minutes at room temperature and counted for 3 minutes per
well in a TOP COUNT instrument (Packard). The quench-corrected counts are used
for the analysis of radiollgand binding. Compounds of formula I have an IC50
between 0.0003 and 10 pNI. In a similar manner, binding assays for the rat,
mouse and rhesus monkey CCR2 receptors have been established. Due to the
species specificity of the CCR2 antagonists, the compounds of formula I have
an IC50 between 0.015 and 10 pM on mouse CCR2 and between 0.020 and 10 pM on
rat CCR2. bl CCR2 functional assay - Ca2+ mobilization  hCCR2b-CI-10#84 cells:
CHOdukX cell line stably expressing the hCCR2 gene is grown In MEM up to a
confluence of 80%. The day before the experiment, cells are harvested from the
tissue culture flask by trypsinizatIon, washed, plated in a black/clear bottom
96-well plate at 5x104 cells per well and cultured overnight at 37C in a humid
atmosphere enriched with 5% CO2. On the next  - 214 - day, cells are washed
twice and loaded for 1 hour at RT in the dark with 2 uM Fluo-4 in buffer C.
After two further washes, the cells are resuspended in buffer D. Serial
dilutions of the compounds, in buffer D, are mixed with the cells and
incubated for half an hour at RI in the dark. Cells are then stimulated by the
injection of MCP-1 and calcium fluxes are monitored using the Flexstationn", a
benchtop scanning fluorometer with and integrated fluid transfer workstation,
YIBSSIX 20mM Flepea 
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Buffer C X X  X  Buffer D X X  X X  Hank's balanced alt Solution (10X)
without phenol red (#14065-049, Grbco BRL). 



hCCR2b-300.19 cells: Pre-B cell line 300-19 stably expressing the hCCR2 gene
(Loetscher et al., J. Biol. Chem. 276 (5), 2966-91 (2001)) is grown in RPMI
1640 with glutamax-I supplemented with lx IVIEM non essential amIno-acid, 1 mM
sodium pyruvate, 5x10-5 M p-mercaptoethanol and 10% FCS. For the experiment,
the cells are used in the exponential growing phase, at a maximal
concentration of 1.5x10 cells per mi. Cells are washed in buffer A and loaded
at about 2,106 cells per ml in 2 pM fluo-4 in buffer B for 30 min. in the
dark, at 37C in a waterbath. After two washes with buffer A. cells are plated
in biackfclear bottom 96-well plate at 2x105 cells per well in buffer B. All
following steps, including the compound and the chemokine dilutions, are
performed as described above for the hCCR2b-CHD#64 cells, except that buffer B
is used instead of buffer D. In this assay, compounds of formula I have an
IC50 between 0.0005 and 10 pM, c) CCR2 functional assay - chernotaxis An in
vitro cell migration assay for CCR2-dependent chemotaxis based on Transwell Tm
membrane Inserts Is used to profile the compounds. The assay Is performed with
the human monocytic T1-1P-1 cell line and activated peripheral blood
lymphocytes (FEL). THP-1 cells are cultured in RPMI1640 supplemented with 10 %
heat-inactivated FCS. Activated PBL are prepared from human blood by
elutriation and then activated by culture on anti-human CD3- coated culture
plates and expanded by subsequent culture in medium supplemented with IL-2.
Aliquots of activated PIK are frozen in liquid nitrogen and used in migration
experiments  - 215 - after thawing and overnight culture. Cells from cultures
at a density of less than 1.2 x 106 cells/ml are counted, washed and
resuspended at an appropriate density In RPMI1640 containing 0.5% BSA.
Transwellni membrane inserts of 6.5 mm diameter, 3 or 8 pm pore size and
tissue culture treated polycarbonate membrane are used for the migration
assays. The transwell inserts are loaded with cells and compounds in a final
volume of 100 pl in RPMI1640/0.5 % BSA. For THP-1 cells, 8 pm pore size
inserts are used. For PBLs the use of 3 pm pore size inserts resulted in lower
non-specific counts. The inserts are placed in a 24-well tissue culture plate
containing recombinant human MCP-1 and compounds in a final volume of 600 pl.
After allowing the cells to migrate to the bottom compartment, the assay is
stopped by removing and discarding the transwell inserts. Cells in the bottom
compartment are collected and counted on a FACScan flow cytometer by acquiring
all events for 30 s with settings established for each cell type. Migration is
expressed as absolute cell counts/30 s relative to the input cell number
measured under the same conditions. In this assay, compounds of formula I have
an leso between 0.0012 and 10 pM. di CCR5 membrane binding assay Human CCR5 is
used to generate stable transfectants in CHO K1 cells. Membranes prepared from
these CCR5 transfectants are used in a ratlioligand binding assay using 125-
1-MIP-la as a Iigand and the compounds of formula I are tasted for inhibitory
activity. The data are reported as LC, i.e. the concentration of compound
required to achieve 50% inhibition of [l-125jM1P-1 a binding. In this assay,
compounds of formula I have an IC50 between 0.004 and 10 pIVI. The Agents of
the Invention are effective as dual CCR-2 and CCR-5 antagonists. Thus the
Agents of the invention are useful for the prophylaxis and treatment of CCR-2
and CCR-5 mediated diseases or medical conditions. CCR-2 and CCR-5 play an
important role in leukocyte trafficking, in particular In monocyte migration
to Inflammatory sites and thus the agents of the invention may be used to
inhibit monocyte migration e.g. in the treatment of inflammatory conditions,
allergies and allergic conditions, autoimmune diseases, chronic pain, graft
rejection, cancers which involve leukocyte filtration, stenosis or restenosis,
atherosclerosis, rheumatoid arthritis, osteaarthritis and chronic pain.  - 216
- Diseases or conditions which may be treated with the Agents of the Invention
include: inflammatory or allergic conditions, including respiratory allergic
diseases such as asthma, allergic rhinitis, CORD, hypersensitivity lung
diseases, hypersensitivity pneumonitis, interstitial lung disease (ILD), (e.g.
idiopathic pulmonary fibrosis, or ILD associated with autoimmune diseases such
as RA, SLE, etc.); chronic obstructive pulmonary disease, anaphylaxis or
hypersensitivity responses, drug allergies (e.g. to penidllins Of
cephalosporins), and insect sting allergies; inflammatory bowel diseases, such
as Crohn's disease and ulcerative colitis; spondyloarthropathles, scierodoma;
psoriasis and inflammatory dermatoses such as dermatitis, eczema, Biopic
dermatitis, allergic contact dermatitis, urticaria; vascultbs; 



Autoimmune diseases, in particular autoimmune diseases with an aetiology
including an inflammatory component such as arthritis (for example rheumatoid
arthritis, arthritis chronica progrediente, psoriatic arthritis and arthritis
deformans) and rheumatic diseases, including inflammatory conditions and
rheumatic diseases Involving bone foss, inflammatory pain, hypersensitivity
(Including both airways hypersensitivity and derma) hypersensitivity) and
allergies. Specific auto-immune diseases for which Antibodies of the Invention
may be employed include aufoimmune haematological disorders (Including e.g.
hemoiytic anaemia, aplastic anaemia, pure red cell anaemia and idiopathic
thrombocytopenia), systemic lupus erythematosus, polychondritis, sclerodoma,
Wegener granulomatosis, dermatomyositis, chronic active hepatitis, myasthenia
gravis, psoriasis, Steven-Johnson syndrome, Idiopathic sprue, aufoimmune
inflammatory bowel disease (including e.g. ulcerative colitis, Crohn's disease
and Irritable Bowel Syndrome), autoimmune thyroiditis, Behcet's disease,
endocrine ophthalmopathy, Graves disease, sarcoidosis, muitiple sclerosis,
primary biliary cirrhosis, juvenile diabetes (diabetes mellitus type 0, welts
(anterior and posterior), keratoconjunctivitis sista and vernal
keratoconjunctivitis, interstitial lung fibrosis, and glomeruloriephritis
(with and without nephrotic syndrome, e,g. including Idiopathic nephrotic
syndrome or minimal change nephropathy); graft rejection (e.g. In
transplantation including heart, lung, combined heart-lung, liver, kidney,
panc.reatic, skin, or corneal transplants) including allograft rejection or
xenograft rejection or graft-versus-host disease, and organ transplant
associated arteriosclerosis; atherosclerosis; cancer with leukocyte
infiltration of the skin or organs; breast cancer  217 - stenosis or
restenosis of the vasculature, particularly of the arteries, e.g. the coronary
artery, including stenosis or restenosls which results from vascular
intervention, as well as neointimal hyperplasia; stroke; and other diseases or
conditidns involving inflammatory responses including reperfusion injury,
hematologic malignandes, cytokine induced toxicity (e.g. septic shock or
endotoxic shock), polymyositis, derrnatomyositls, and granulomatous diseases
including sarcoidosis; infectious diseases, including HIV and AIDS. The term
wrreatmenr as used herein is to be understood as including both therapeutic
and prophylactic modes of therapy e.g. in relation to the treatment of
neoplasia, therapy to prevent the onset of clinically or preclinically evident
neoplasia, or for the prevention of initiation of malignant cells or to arrest
or reverse the progression of premalignant to malignant cells, as well as the
prevention or inhibition of neoplasia growth or metastasis. In this context,
the present invention is, in particular, to be understood as embracing the use
of compounds of the present invention to inhibit or prevent development of
skin cancer, e.g. squamus or basal cell carcinoma consequential to UV light
exposure, e.g. resultant from chronic exposure to the sun. Agents of the
Invention are particularly useful for treating diseases of bone and cartilage
metabolism including osteoarthritis, osteoporosis and other inflammatory
arthritides, e.g. rheumatoid arthritis, and bone loss In general, including
age-related bone loss, and in particular periodontal disease. The Agents of
the invention may also be used in ocular applications which include the
treatment of ocular disorders, in particular of ocular inflammatory disorders,
of ocular pain including pain associated with ocular surgery such as PRK or
cataract surgery, of ocular allergy, of photophobia of various etiology, of
elevated intraocular pressure On glaucoma) by inhibiting the production of
trabecular meshwork inducible glucocorticoid response (TIGR) protein, and of
dry eye disease. For the above indications, the appropriate dosage MI, of
course, vary depending upon, for example, the particular Agent of the
Invention to be employed, the subject to be treated, the mode of
administration and the nature and severity of the condition being treated.
However,  - 218 - 



in prophylactic use, satisfactory results are generally indicated to be
obtained at dosages from about 0.05 mg to about 10 mg per kilogram body
weight, more usually from about 0.1 mg to about 5 mg per kilogram body
weight. The frequency of dosing for prophylactic use will normally be In the
range from about once per week up to about once every 2 months, more usually
in the range from about once every 2 weeks up to about once every 10 weeks,
e.g. once every 4 or 8 weeks. Agent of the Invention is conveniently
administered parenterally, intravenousfy, e.g. into the antecubital or other
peripheral vein, Intramuscularly, or subcutaneously, For example, a
prophylactic treatment typically comprises administering the Agent of the
Invention once per month to once every 2lo 3 months, or less frequently. The
Agents of the invention may be administered In combination with another
active agent. Suitable active agents Include antimetabolites (e.g.
methotrexate), anti-TNIF agents (e.g. Remicade (infliximab), Enbrels
(Etarrercept), Ramie' (adalumlmab)), anti-IL-1 agents (e.g. prainacasan,
ACZ885), nucleoside and non-nucleoside revers transcriptase inhibitors, HIV
protease inhibitors, fusion inhibltors and other antiretroviral agents. The
active agent or agents may be administered simultaneously, separately or
sequentially with the Agent of the invention. Pharmaceutical compositions of
the invention may be manufactured in conventional manner. A composition
according to the invention is preferably provided in lyophilized form, For
immediate administration it Is dissolved In a suitable aqueous carrier, for
example sterile water for injection or sterile buffered physiological saline.
If it is considered desirable to make up a solution of larger volume for
administration by Infusion rather as a bolus injection, it is advantageous to
incorporate human serum albumin or the patient's own heparinlsed blood into
the saline at the time of formulation. The presence of an excess of such
physiologically inert protein prevents loss of antibody by adsorption onto
the walls of the container and tubing used with the infusion solutlon. If
albumin is used, a sultabie concentration Is from 0.5 to 4.5% by weight of
the saline solution. The Agents of the Invention may be administered by any
conventional route, e.g. orally, for example in the form of solutions for
drinking, tablets or capsules or parenterally, for example in the form of
injectabie solutions or suspensions. Normally for systemic administration
oral dosage forms are preferred, although for some indications the Agents of
the Invention may also be administered topically or dermally, e.g. In the
form of a dermal cream or gel or like  -219- preparation or, for the purposes
of application to the eye, in the form of an ocular cream, gel or eye-drop
preparation; or may be administered by inhalation, e.g., for treating asthma.
Suitable unit dosage forms for oral administration comprise e.g. from 25 to
250mg of Agent of the Invention per unit dosage.  - 220 - Claims 1. A
compound of formula (I), or a pharmaceutically acceptable salt or ester
thereof:  (I) Wherein: 



Z is CRIR2, NR3, 0 or S;  R is selected from the group consisting of hydroxy,
an optionally substituted C,-C, alkoxy, C2-C2 alkenoxy, cycloalkyloxy,
aryloxy, heteroaryloxy, aryl- C1-C2 alkoxy or heteroaryl- C1-C7 alkoxy, an
optionally substituted CI-C7 alkyl or C2-C7 alkenyl, an optionally substituted
aryl, heteroaryl or an optionally substituted aryl- CI-C2 alkyl group;  R9
represents one or more ring substituents selected from the group consisting of
H, hydroxy, an optionally substituteda,-C2 alkoxy,C2-C2
alkenoxy,cycloalkylcxy,aryfoxy, heteroaryloxy. aryl- C-C, alkoxy or
heteroarylCI-02 alkoxy, an optionally substituted C1-C7 alkyl or C2-C7
alkenyl, an optionally substituted aryl, heteroaryl or an optionalty
substituted aryl- Ci-C7 alkyl group; RI, R2, and R3 are independently selected
from the group consisting of H and C1-C2 alkyl; X Is a C3-C18 cycloalkyl,
heterocycloalkyl, aryl or heteroaryl each of which may be optionally
substituted; Q is a linker of between 1 and 3 atoms in length: Y is Ca-Cia
cycloalkyl, heterocycloalkyl, bridged cycloalkyl, bridged heterocyloalkyl,
aryl, heteroaryl, fused arylheterocycloalkyl, all of which are Independently
optionally substituted once or more; the optional substituent or substituents
on R and 59 being independently selected from the group consisting of halogen,
hydroxy, C1.C7 alkyl, mono or di- C1-C7 alkylamino, amin carbonyl, mono or di-
CI-C7 alkylaminoc- aeoonyl, amino, carboxy,alkoxy, C3-C12 cycloalkyl, Cs-Cm
heterocycloalkyl, C1-C2 alkylcarbonyl, alkoxycarbonyl, nitryl, aryl; all of
which, except halogen, are independently optionally substituted by one or more
substituents, selected f ram the group consisting of halogen, hydroxyl, C1-C7
alkyl, mono or di- C1-C7 afkylamino, aminocarbonyl, mono or cli-C1-C7
alkylaminocarbonyl, amino, carboxy, C1-C7 alkoxy, C3-C12 cycloalkyl, C3-C18
heterocycloalkyl, C,-C7 alkylcarbonyl, Cs-C7 alkoxycarbonyl, nary', aryl; the
optional substituent or substiluents on X being independently selected I rem
the group consisting of halogen, hydroxyl, C1-C2 alkyl, mono or di- C,-C,
alkylamino, aminocarbonyl, mono or di- C.1-C7 alkylaminocarbonyl, amino,
carboxy, a1-C2 al koxy, C3-C12 cycloalkyl, C3-C12 heterocycloalkyl, C1-C7
alkylcar'oonyl, C1-C7 alkoxycarbonyl, nitryl, aryl; all of which, except
halogen, are independently optionally substituted by one or more substituents,
selected f rom the group consisting of halogen, hydroxyl, C1-C7 alkyl, mono or
di- C.1 -C7 alkylamino, aminocarbonyl, mono or di-lower alkylaminocarbonyl,
amino, carboxy, C1-C2 alkoxy, C3-C12 cycloalkyl, C3-C18 heterocycloalkyl, C
1-C7 alkylcarbonyl, C1-C2 alkoxycarbonyl, nitryl, aryl; the optional substttu
ant or substituents on Y being independently selected I rom the group
consisting of halogen, hydroxyl. C1-C7 alkyl, mono or di- C,-C-, alkylamino,
aminocarbonyl, mono or di- C.,-C7 alkylaminocarbonyl, amino, carboxy, Ci-C7
alkoxy, C3-C12 cycloalkyl, Ca-Cm heterocycloalkyl, C1-C7 alkylcar'oonyl, C1-07
alkoxycarbonyl, nitryl, aryl; all of which, except halogen, are independently
optionally substituted by one or more substituents, selected f rom the group
consisting of halogen, hydroxyl, C1-C7 alkyl, mono or di- C1-C, alky lamina,
aminocarbonyl, mono or di-C1-C2 alkylaminocarbonyl, amino, carboxy, C1-C2
alkoxy, C2-C12 cycloalkyl, C3-C12 heterocycloalkyl, C,-C7 alkylcarbonyl,
alkoxycarbonyl, nitryl, aryl.  - 221 - 



2. A compound of formula (II), or a pharmaceutically acceptable salt or ester
thereof:  wherein: Z is NH, NCH3, CH2, S or 0; R is hydroxy, an optionally
substituted C1-C7 alkoxy, C2-C7 alkenyloxy, cycloalkyl- C1-C7 aliqiloxy, an/
oxy, heteroaryloxy, heteroaryl- C1-C2 alkyloxy or aryl- 01-02 alkyloxy, an
optionally substituted aryl, heteroaryl or an optionally substituted aryl-
C1-C2 alkyl group; X' is selected from the group consisting of:  Q' is
selected from the group consisting of: -CH2-, -CI-12-CH2-, -CH2-CH2-CH2-,
-CF(CH3)-CH2-, -CH2-CH(C13)-, -CH2-NH-, -CH(CH3)-NH-, -CH2-N(CH3)-,
-CH2-CH(CH2OH)- or-CI1(CH3)-NH(CH3)-; Y' Is selected from the group consisting
of: C3-018 cycloalkyl, heterocycloalkyl, bridged cycloalkyl, bridged
heterocyloalkyl, aryl, heteroaryl, fused aryl-heterocycloalkyl, all of which
are Independently optionally substituted once or more; the optional
substituent or substituents on R' being independently selected from the g roue
consisting of halogen, hydroxy, C1-C7 alkyl, mono or di- C1-C7 alkylamino,
aminocarbonyl, mono or di- a1-C2 alkylaminocarbonyl, amino, carboxy, C1-C7
alkoxy, C3-C,3 cycloalkyl, C3-C is heterocycloalkyl, C1-C2 alkylcarbonyl,
al-C7 alkoxycarbonyl, nitryl, aryl; all of which, except halogen, are
independently optionally substituted by one or more substituents, selected
from the group consisting of halogen, hydroxyl, CI-C7 alkyl, mono or di-C,-C2
alkylamino, aminocarbonyl, mono or di-lower alkylaminocarbonyl, amino, carbow,
Cr; alkoxy, C3-C12 cycloalkyl, C3-Cia heterocycloalkyl, 0I-C7 alkylcarbonyl,
C,-C2 alkoxycarbonyl, nitryl, aryl; the optional substituent or substit uents
on Y' being independently selected from the group consisting of halogen,
hydroxyl, Cr-C2 alkyl, mono or di- C1-C2 alkylamino, aminocarbonyl, mono or
di- C,-C2 alkylaminocarbonyl, amino, carboxy, CI-Cr alkoxy, C3-C,2 cycloalkyl,
C3-Ci 6 heterocycloalkyl, CI-C2 alkylcarbonyl, C,-C7 alkoxycarbonyl, nitryl,
aryl; all of which, except halogen, are Independently optionally substituted
by one or more substituents, selected from the group consisting of halogen,
hydroxyl, al-C2 alkyl, mono or di- Cc; alkylami no, amlnocarbonyl, mono or di-
CI-C2 alkylaminocarbonyl, amino, carboxy, C-C, alkoxy, C3-C12cycloalkyl,03-0ia
heterocycloalkyl, C1-C2 alkylcarbonyl, alkoxycarbonyl, nitryl, aryl.  - 222 - 



3. A compound according to any one of the preceding claims selected from:
4-Methoxy-11-1-indole-2-carboxylic acid [1-(2-azepan-1-yl-ethyl)-piperidi
n-4-y1]-ami de 4-lsopropoxy-1H-Indole-2-carboxylic acid
[1-(2-azepan-l-yl-ethyl)-piperidin-4-y1]-amIde
4-lsopropoxy-1H-Indole-2-carboxylic acid {1-[2-(
4-hydroxy-pipericlin-1-y1)-ethyl)-piperldin-4-y1)-amide
4-Cyclopropylmethoxy-IH-Indol 9-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]-amide
4-Cyclopropylmethoxy-1H-indole-2-carboxylic acid
(1-[2-(4-hydroxy-piperldin1-y1)-ethyl]-piperldin-4y1)-amide
4-Cyclopropylmethoxy-1H-Indole-2-carboxylic acid
{1-[(S)-2-(4-hydro'-piperidin-1 -y1)-propyll-piperidln-4-y1}- amide
4-Cyclopropylmethoxy-1H-indole-2-carboxylic acid {11(5)-24(35
,4S)-4-hydroxy-3-methyl-piperidin-1-y1)-propyli-piperidin-4-y1)-amide
4-lsobutoxy-1H-indore-2-carboxylic acid
(1-(2-azepan-1-yl-ethyl)-piperidin-4-y1J-amide
4-lsobutoxy-11-1-indore-2-carboxylic acid [1
-(2-piperidin-1-yl-ethyp-piperidin-4y1]-amide
4-lsobutoxy-1H-indole-2-carboxylic acid
[1-[2-(RS)-2-methyl-piperidin-1-y1)-ethyl-piperidin-4-y1)-amide
4-lsobutoxy-1H-indole-2carboxylic acid
(1-(2-(4-methyl-piperidin-1-y1)-ethyl]alperldin-4-y1)-amide 4-lsobutoxy-1
/Nadal 2-2-carboxylic acid
(1-(2-((25,6R)-2,8-climethyl-piperidin-1-y1)-ethyll-piperidin-4-y1)-amide
4-lsobutoxy1H-indole-2carboxylic acid {1
-(2-((R)-3-hydroxy-pipcndin-1-y1)-ethyli-piperidin-4-y1)-amide
4-lsobutoxy-1H-indole-2-carboxylic acid
{1-[2-((S)-3-hydroxy-pipendin-1-y1)-ethyl]-piperldin-4-yll-amide
4-lsobutoxy-1H-indole-2-carboxylic acid
{142-(4-hydroxy-piperidin-1-y1)-ethylkpiperidin-411)amide
4-lsobutoxy-1H-indole-2-carboxylic acid
1142-((1R,3S,53)-3-hydroxy-8-aza-bicyclo[3.2.1]oct-8-y1)-ethyl]-piperidin-4-y
1)-amide 4-lsobutoxy-1H-indole-2-carboxylic acid
11-[(S)-2-(4-hydroxy-piperldin-1-y1)-propylj-piperidin-4-y1)-amide
4-lsobutoxy-1H-Indole-2-carboxylic acid [4-(2-azepan-1-yl-ethyl)phenyl]-amide
4-lsobutoxy-1H-indole-2-carboxylic acid
(4-{[methyl-(tetrahydro-pyran-4-y1)-amIno]-methyl]-cyclohexyl)-amide
4-lsobutoxy-1H-indole-2-carboxylic acid
(4-{[methyl-(tetrahydro-pyran-4-y1)-amino]-methyli-pheny1)-amide
4-lsobutoxy-1H-indole-2-carboxylic acid
(4-{(R)-1-(methylpetrahydro.pyran-4-y1)-aminol-ethyl)-phenyiyamide
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-411]-amide 4-Cyclobutylmethoxy 1H indole 2
carboxylic acid (1 [2 (3 (R) hydroxy piperldin 1 yl) ethyl) piperidin-4-yll
amide 4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid {112 (4 hydroxy
plperidin 1 yl) ethyl] pipendin4-yll-amicie
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
{142-((35,4S)-4-hydroxy-3-methyl-piperidin-1-y1)-ethyll-piperidin-4-y1)-amide
4-Cyclobutylmethoxy-1H-Indole-2-carboxylic acid {1
-[2-((1R,35,55)-3-hydroxy-8-aza-bicyclo[3.2.1)oct-13-0)-
ethyq-piperidin-A-y1J-amide 4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperidin-1-y1)-propyq-piperidin-4-y1)- amide
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid {1 [(S) 2 ((35,4S) 4 hydroxy
3 methyl pipendin-1-y1)-propy1)-pipeddin-4-y1)-amide
4-(3-Methyl-butyloxy)-11-1-indole2-carboxylic acid
(1-[2-(4-hydroxy-piperldin-1-y1)-ethyli-piperidin-4-yl]-amide dihydrochloride
4-Cyclopentylmethoxy-1H-indole-2-carboxylic acid
{1-[2-(4-hydroxy-piperidin-1-y1)-ethyll-piperidin-4-y1)-amide
4-(1,2-Dimethy)-propoxy)-1H-Indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-411)-amide
4-(2,2-Dimelhyl-propoxy)-1H-indole-2-carboxylic acid [1 -(2-azepan-1
-yl-ethyl)-piperidin-4-y1)-amide
4-{4-Methyl-pentyloxy)-1H-indole-2-carboxylic acid
{1-[2(4-hydroxy-piperidin-1-y1)-ethyl]-plperldln-4-yll-amide  



- 223 - di hydrochloride
4-(3,3-Dimethyl-butoxy)-1H-indole-2-carboxylicacid{1-[2-(4-hydroxy-piperidin-
1-y1)-elhyl]-piperidin-4- y1)-amide dihydrochloride
4-(Furan-2-ylmethoxy)-1H-indole-2-carboxy/Ic acid [1
-(2-azepan-1-yl-ethyl)-piperidin-411]-arnicle
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid [1
-(2-azepan-1-yl-ethyl)-piperidin-411]-amide
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
{112-(4-hydroxy-piperidin-1-y1)-ethyll-plperidin-4-yfamide
4-(Furan-3-y)rnethoxy)-1H-indoie-2-carboxylic acid
(1-[2-((3S,4S)-4-hydroxy-3-methyl-piperidin-1-y1)-
efhyll-pipendin-4-yl)-amide 4-(Furan-3-ylmethoxy)-1H-Indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperidir91 -y1)-propylkplperidin-4-y1)- amide
4-(Furan-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-((55,45)-4-hydroxy-3-methyl-piperidin-1-y1)-propyll-piperidin-4-y1)
-amide 4-Senzyloxy-1H-inclale-2-carboxylic acid
(1-(2-azepan-1-yrethyl)-piperidin-4-y1)-amide 4-(5-chlaro-benzof
uran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(15,9aR)-1-(octahydroquinolizin1-y1) methyll-piperidin-4-y1)-amIde di
hydrochloride 4-(5-Chloro-benzof uran-3-ylmethoxy)-1H-Indole-2-carboxylic
acid (1-(2-azepan-1-yl-ethyl)-piperldin-4-y1]- amide 4-(5-Chloro-benzof
uran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[2(4-hydroxy-piperidin111)-ethyl]-pipeddin-4-y1)-amide 4-(5-Chloro-benzof
uran-3-ylmethoxy)-11-1-i ndole-2-carboxylic acid [1
-[2-((33,4S)-4-hydroxy-3-methyl-piperidin-1-y1)-ethyl-piperldin-4-y1)-amide
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxy-pipeddin-1-y1)-propylpiperidin-4-yll-amide
dihydrochloride 4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid
(1-[(S)-2-((3S,4S)-4-hydroxy-3-methyl-piperidin-1-y1)-propyll-piperidin-4-y11
-amide dihydrochloride 



4-(4-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(1S,9aR)-1-(octahydro-quinolizin-1 -y1) methyl]-piperidin-4-y1)-amide
dihydrochloride 4-(4-Fluoro-benzofuran-3-ylmethoxy)-111-indole-2-carboxylic
acid (1-[2-(4-hydroxy-piperldin-1-y1)-ethylj-piperidin-4-y1)-amide
dlhydrochloride 4-(Renzofuran-3-yirnethoxy)-1H-Indole-2-carboxylic acid
{1-[(1S,9aR)-1-(octahydro-quinolizin-1-yomethyllpiperldin-4-yli-amide
dihydrochloride 4-(Benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
(142-(4-hydroxy-piperidin-1 -y1)-ethyli-piperldin-411)- amide
4-(Benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid {1
42-((38,45)-4-hydroxy-3-methyl-piperidin-1-y1)- ethyll-piperidin-4-yll-amide
4-(Benzofuran-3-ylmethoxy)-1H-Indale-2-carboxylic acid
11-[(S)-2-(4-hydroxy-piperldin-1-y1)-propyl]-piperidin4-stamide
4-(Benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
.:1-[(S)-2-((3S,4S)-4-hydroxy-3-methyl-piperidin-1-y1)-
propyli-piperldin-4-y1]-amide 4-(6-Fluoro-benzof
uran-3-ylmethoxy)-1H-indole-2-carboxylic acid {11(18,9a 9)-1
-(octahydro-quinolizin-1 -y1) methyl]-plperidin-4-y0-amide dihydrochloride
4-(6-Ftuoro-benzofuran-3-y)methoxy)-1H-indole-2-carboxylic acid
{1-{2-(4-hydroxy-piperidin-1-y1)-ethyl]-piperidin-4111-amIde dihydrochloride
4-(6-Fluoro-benzofuraa-3-ylmethoxy)-1H-inciale-2-carboxylic acid {1
-[2-((3S,43)-4-hydroxy-3-methyl-piperldin1-y1)-ethylj -piperldin-4-y1)-amide
dihydrochloride 4-(6-Fluoro-benzofuran-3-ylmethoxy)-11-1-indole-2-carboxylic
acid {1-[(S)-2-(4-hydroxy-piperidin-1-y1)-propy1{- piperidin-4-y1)-arride
dihydrochloride 4-(6-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid
(1-[(S)-2-((3S,4S)-4-hydroxy-3-methyl-piperidin-1-0-propylpiperidin-4-y1)-arni
de 4-(5-Fluoro-benzoluran-3-ylmethoxy)-1H-indole-2-carbo4'lic acid
{1-[(18,9aR)-1-(octahydro-quinolizin-1-y1) methyli-piperidin-4-y11-atnide
4-(5-Fluoro-benzoluran-3-ylmethoxy)-1H-indore-2-carboxylic acid (1
42-(4-hydroxy-piperldin-1-y1)-ethyl]-piperidin-4-yll-amide dihydrochloride 



4-(5-Fluoro-benzof uran-3-ymethoxy)-1H-indole-2-carboxylic acid {1
-(2-((aR,4R,5S)-4-hydroxy-3,5-dimethylpiperydin-1-y1)-ethyg-piperidin-411)-am
ide dihydrochloride
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxy-piperidln-1-y1)-propyl]- piperidin-4-y1)-amide
dihydrochloride 4-(5-Fluoro-benzofuran-3-ylmethoxy)-11-1-indole-2-carboxylic
acid (1-[(S)-2-((33,43)-4-hydroxy-3-methyl-pipe-  - 224 -
ridin-1-y1)-propylj-piperldin-4-y1)-amide
4-(7-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid 11
-[(1S,9aR)-1-(ootahydro-quInolizln-1 -y1) methyl]-piperldin-4-ylyamicie di
hydrochloride 4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid {1-[(1S,9aR)-1-(octahydro-quinolizin-1- yOmethyll-piperidin-4-y1)-amide
dihydroch lo ride
4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[2-(4-hydro'-piperidin-l-y1)-ethyl]- piperidin-4-yi)-amide dihydroch lo
ride 4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid [1
-(2-((3S,4S)-4-hydroxy-3-methyl-piperidin-1-y1)-ethyli-pip ridin-4-y1)-amide
dihydrochlodde 4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic
acid 41-[(S)-2-(4-hydroxy-plperidin-1-y1)-propyll-piperidin-4-y1}-amide
dihydrochloride
4-(4,6-Difluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid [1
-[(S)-2-((3S,46)-4-hydroxy-3-methylpiperidin-110-p
ropy1]-piperldin-4-yg-amide dlhydrochloride
4-(7-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid [1
-[(1S,9aR)-1-(octahydro-ci uin olizin-1-y1) methyll-piperidin-4-y1)-amide
dihydrochloride 4-(6-Chloro-benzofuran-S-ylmethoxy)-1H-indole-2-carboxylic
acid [1 -[(1S,9aR)-1-(octahydro-q ulnolizin-1-y1)
methyl)-piperidin-4-y1)-amide dihydrochlonde
4-(6-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[2-(4-hydroxy-piperldin-1-y1)-ethyg-pipeddin-411)-amide
4-(6-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
[1424(35,4S)-4-hydroxy-3-methyl-pipendin-l-y1)-ethylkpiperidin-4-y1)-amide 



4-(6-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylIc acid
(1-[(S)-2-(4-hydroxy-piperidin-1-y1)-propylkpipericiln-4-0-amide
dihydrochIoride 4-(4-Chloro-benzoluran-3-ylmethoxy)-1H-indole-2-carboxylic
acid [1 -[(15,9aR)-1-(octahydro-quIn o lizin-1 -y1)
methyl]-plperidln-4-y1)-amide dihydrochloride 4-(4-Chloro-benzof
uran-3-ylmethoxy)-1H-indole-2-carboxylic acid [112-(4-hydroxy-piperidin
-y1)-ethyli-piperidin-4-yI)-amide dihydrochlonde
4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[2-((3R,4R,5S)-4-hydroxy-3,5-dimethylpiperidi n-1
-y1)-ethyl]-piperidin-4-y1)-amide dihydrochloride
4-(4-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-(4-hydroxy-piperidin-1-y1)-propyli-piperidin-4-y1)-amide
4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic acid [1
-[(15,9aR)-1-(octahyd methyll-piperldin-4-y1)-amide dihydrochloride
4-(7-Methoxy-benzofuran-3-ylmethoxy)-1 H-indo le-2 -carboxylic acid [1
-(2-piperldin-1 ylt-amide 4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indo le-2-
carboxylic acid [1 -[2-(4-hydroxy-piperidin-l-y1)-ethyll-piperidin-411)-amide
dihydrochloride 4-(7-Methoxy-benzofuran-3-ylmethozy)-1H-indole-2- carboxylic
acid
(142-((35,45)-4-hydroxy-3-mathyl-piperidin-1-y1)-ethyll-plperidin-4-y1)-arnicl
e dihydrochloride 4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2- carboxylic
acid {1 [(S) 2 (4 hydroxy piperidin 1 -yl)-propyll-piperidin-411)-amide
dihydrochloride 4-(7-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid
[1-[(S)-2-((3S,4S)-4-hydroxy-3-methylpiperldin-111)-propyli-piperidin-4-yll-am
ide 4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid {1 -[(1
S,9aR)-1-(octahydro-quinolizin-1-y1) methyll-piperidin-4-y1}-amide
4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid [1
-(2-azepan-1 -yhethyl)-piperidin-4-y1]- amide
4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid (1
-[2-(4-hydroxy-piperidin-1-y1)-e1hyl]-piperldin-4-yI)-amide 



4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-cafooxylic acid (1
-[2-03S,4S)-4-hydroxy-3-methyl-piperidin-111)-ethyll-piperidin-4-y1)-amide
dlhydrochloride 4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid (1-[(S)-2-(4-hydroxy-pipericiln-1 -yI)-propy1]-piperidin-4-y1)-amide
4-(6-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[(S)-2-((3S,4S)-4-hydroxy-3-methylpiperidin-1-y1)-propyli-piperielln-4-y1)
-amide 4-(5-Melhoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-1 -yhethyl)-piperidin-4-y1F amide
4-(5-Melhoxy-benzofuran-3-ylmathoxy)-1H-indole-2-carboxyllo acid [1
-[2-(4-hydroxy-piperldin-1 -y1)-ethyl]-pip-  - 225 - eridin-4-y1)-amIde
4-(4-Methoxy-benzofuran-3-ylmethoxy)-1H-Thdole-2-carboxylic acid
{1-[(1S,9aR)-1-(octahydro-quinazin-1-y1) methyl]-piperidin-4-y11-amide
4-(4-Methoq-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
{142-(4-hydroxy-pi peridi n-1 -y1)-ethy)-piperidin-4-0-amide
4-(4-Methoxy-benzofuran-3-yrrnethoxy)-1H-Indole-2-carboxylic acid
{142-((3S,45)-4-hydroxy-3-methyl-piperidi
n-1-y1)-ethyll-piperidin-4-y1)-amide
4-(4-Methoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
11-[(S)-2-(4-hydroxy-piperidin-1-y1)-propyli-piperidin-4-y1)-amide
4-(4-Methoxy-benzofuran-3-yimethoxy)-1H-Indole-2-carboxylic acid
(1-[(S)-2-((3S,4S)-4-hydroxy-3-methylpiperidin-1-y1)-propyl]-piperidin-4-y1)-
amide 4-(4,6-dimethoxy-benzofuran-3-ylmethoxy)-1H-indole-2-cattoxyfic acid
{1-[(1S,9aR)-1-(octehydro-quinolizin1-yDrnethyli-piperidin-4-y1)-amide
dihydrochloride 



4-(4,6-Dimethoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
(1-[2-(4-hydroxy-pipendin-111)-ethyl]- pipericlin-4-y1)-amide
4-(4,6-Dimethoxy-bensofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{92-((35,4S)-4-hydroxy-3-methylpiperidin-1,1)-ethyllpiperidin-4-y1}-amide
dihydrochloride
4-(4,6-Dimethoxy-benzoturan-3-ylmethoxy)-11-1-indole-2-carboxylic acid {1-[(S)
2 (4 hydroxy-pipeddin-1-y1)- propyl-piperidin-4-y1}-amide
4-(4,6-Dimethoxy-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(S)-2-((38,4S)-4-hydroxy-3-methyl-piperidin-1-y1)-propy1]-piperidin-4-y1)-
amide 4-(5,6-dimethyl-benzoturan-3-y[methoxy)-11-1-indole-2-carboxylic acid
{1-[(1S,9aR)-1-(octahydro-quInolizin-1- yl)methyl]-piperidin-4-y1)-amide
dihydrochloride 4-(5,6-amethyl-benzofuran-3-ylmetho>cy)-1H-indole-2-carboxylic
acid {1 -[2-(4-hydroxy-piperidin-1-y1)-ethy1]- piperldin-4-y1)-amide
4-(5,6-Dimethyl-ben sof uran-3-ylmethoxy)-1H-indole-2-carboxylic acid {1
-[2-((35,45)-4-hydrog-3-methyl-piperidin-111)-ethy1)-piperidin-4-y1}-amide
dihydrochloride 4-(5,6-amethyl-benzoturan-3-ylmothoxy)-1H-indole-2-carboxylic
acid {1-[(S)-2-(4- hydroxy-plperidin-1-y1)-propyl]-piperidin-4-y1)-amide
dihydrochloride 4-(5,6-Dimethyl-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic
acid
{1-[(S)-2-((35,4S)-4-hydroxy-3-methylpiperldin-1-y1)-propyl]-piperidin-4-Aamid
e dihydrochlo ride 4-(4-Ethoxy-phenyl)-1H-indole-2-carboxylic acid
{1-[(S)-2-(4-hydroxy-piperidin-1 -y1)-propy1]-pipe amide
4-(4-Methoxy-pheny1)-1H-Indole-2-carboxylic acid
11-[(S)-2-(4-hydroxy-piperidin-1-y1)-propylkpiperidin-4-y1)- amide 4-P
henoxy-1H-indoie-2-carboxylic acid
[1-(2-azepan-l-yi-ethyl)-piperidin-4-y1]-amide
4-m-Tolyloxy-1H-indole-2-carboxylic acid [1
-(2-azepan-1-yl-ethyl)-piperidin-4-yl]-amide
4-m-Tolyloxy-1H-indole-2-carboxylic acid
{1-[2-(3-(RS)-hydroxy-plperidin-1-y1)-ethyll-piperidin-4-y11-amide
4-m-Tolyloxy-1H-indole-2-carboxylic acid
{142-(4-hydroxy-pipeadin-1-y1)-ethylkpiperldin 4 yi) amide
4-p-Tolyloxy-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-pipendin-4-y1]-amide
4-p-Tolyloxy-1H-indole-2-carboxylic acid
{1-[2-(3-(RS)-hydroxy-piperldin-1-y0-ethyppiperidin-4-y1)-amide
4-p-Tolyloxy-1H-indole-2-carboxylic acid
(92-(4-hydroxy-piperidin-1-y1)-ethyl]-piperidin-4-y1)-amide
4(3-Fluoro-phenoxy)-1H-indote-2-catoxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]-amide
4-(3-Fluoro-phenoxy)-1F1-indole-2-catoxylic acid
{142-(4-hydroxy-piperidin-l-y1)-ethyll-piperidin-4-y11-amide
4-(4-Fluoro-phenoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-pipeddin-4-y11-amicie
4-(4-Fluoro-phenoxy)-1H-indole-2-carboxylic acid
{112-(4-hydroxy-piperidin-1-y1)-ethylkpipericlin-411)-amide
4-(3,4-Difluoro-phenoxy)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)piper]dln-4-y11-amide
4-(3,5-Difluoro-phenoxy)-1H-Indole-2-carboxylic acid [1-(2-azepan-1
-yl-ethyl)-piperidin-4-y11-amide
4-(3,5-Difluoro-phenoxy)-1H-Indole-2-carboxylic acid
{1-[2-(3-RS-hydroxy-plperidln-1-y1)-ethyl]-pipeddln-4- y1)-amide
4-(3,5-Difluoro-phenoxy)-1H-indole-2-carboxylic acid {1-[2-(4-hydroxy-piperidi
n-1 -y1)-ethyl)-piperldin-4-y11- amide
4-(6-Chloro-pyridin-2-yloq)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-pipendin-4-y1]-amide
4-lsobutoxy-1H-Indo1e-2-catoxylicacid [1-(octahydro-q
nolizin-1-yimethyl)-piperldin-4-y1]-amide dihydrochloride
4-lsobutoxy-1H-indole-2-carboxylic acid
[1-(1-methyl-piperidin-3-ylmethyl)-pipericlin-4-y1]-amide
4-Cyclobutylmethoxy-1H-Indole-2-carboxylic acid {1
-[(15,9aR)-1-(octahydro-quinolizin-1-yl)methyl]-piperldin4-y1)-amide 



- 226 - 4Cyclobutylmethoxy-1H-Indole-2-carboxylic acid
{1-[(S)-2-((319,419)-4-hydroxy-3-methyl-piperidin-1-y1)-propyllpiperidin-4-y1)
-amide 4-Cyclobutylmethoxy-1H-Indole-2-carboxylic acid {1-[(S)-2-((3S,4
R,5S)-3,4-dihydroxy-5-methyl-piperidin-1 - y1)-propyd-piperidin-4-A -amide
4-Cyclobutylmethoxy-1H-indole-2-carboxylic acid
(1-[(R)-3-hydroxy-2-((35,4S)-4-ydroxy-3-methyl-piperidin-1 -
y1)-propy13-piperidin-4-y1}-amide 4-(Furan-3-ylmethoxy)-1H-Indole-2-carboxylic
acid -[(15,9a11)-1 -(octahydro-quin olizin -1 -yOrnethylkpiperidin4-yI)-amide
4-(Furan-3-ylmethoxy)-11-1-indole-2-carboxylic acid
{1-[(S)-2-((3R,4R)-4-hydroxy-3-methyl-piperidin-1-y1)-propylEpiperldin-4-y11-a
mide 4-(2-Methyl-thiazol-4ylmethoxy)-1H-indole-2-carboxylic acid [1
-(octahydro-q uino yli-amide 4-(Benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic
acid
(142-(3,4-dihydroxy-5-methyr-piperidin-1-y1)-propyil-piperidin-4-y1)-amide
4-(5-Fluoro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{-1-[(S)-2-((3RS,4SR)-3,4-dihydroxy-piperidin-l-y1)-propyl]-piperidin-4-y1}-am
ide 4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid {1
-[(S)-2-((3RSASR)-3,4-dihydroxy-piperidin-1 -y1)-propylkpiperldin-4-yll-amide
4-(5-Chloro-berizofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
{1-[(93,9a8)-1 -(octahydro-pyddo[2,1-c][1,4]
oxazin-9-yl)methylkpiperidin-411)-amide
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
1-[(8S,8aS)-1-(hexahydro-pyrrolo[2.1-c]
[1,4]oxazin-6-yOrnethy1]-pipendin-4-y1)-amide 



4-(4-Methoxy-pheny0-1H-Indole-2-carboxylic acid
(1-[(1S,9aR)-1-(ectehydro-quinolizin-1-yl)methyll-piperidin4-y1]-amide
4-(4-Ethoxy-phenyl)-1H-indole-2-carboxylic acid {1
-R1S,2211)-1-(octahydro-quinolizin-1-yl)methyl]-piperidin-4- y1}-amide
4-(6-Methoxy-pyridin-3-y1)-1H-Indole-2-carboxylic acid
[1-[(S)-2-((3S,4S)-4-hydroxy-3-methyl-piperIdin-1-y1)-
propy[]-piperidin-4-yI)-amIde
4-(6-Methoxy-pyridin-3-yI)-1H-Indole-2-carboxylic acid {1
-[2-((35,4S)-4-hydroxy-3-methyl-piperidin-1-y1)- ethyll-piperidin-4-y1)-amide
4-p-Tolyloxy-1H-indole-2-carboxylic acid [1-[(16,9aR)-1-(actahydro-quino
lizin-1 -yl)methy1]-piperidin-4-y11- amide 4-isobutoxy-1H-indole-2-carboxylic
acid [1 -(2-azepan-1 -y1-1S-methyl-ethyl)-piperldin-4-y1]-amide
4-lsobutaxy-1H-Indole-2-carboxylic acid [1 -(2-azepan-1 -y1-1
R-methyl-ethyq-piperidin-4-yI]-amide
4-(Furan-3-ylmethoxy)-1H-Indole-2-carboxylic acid [1 -(2S-azepan-1
-yl-propy1)-piperidin-4-yl]-amide 4-(Furan-3-ylmethoxy)-1H-Indole-2-cartoxylic
acid [1 -(2R-azepan-1 -yl-propyd-piperidin-4-y1]-amide 4-
Isobutoxy-1H-indole-2-carboxylic acid {1-[2-(3,6-di hydro-2H-pyridin-1
-yd-ethyl]-piperidin-4-yd -amide 4- Isobutoxy-1H-indole-2-carboxylic acid
{1-[2-(4-hydroxy-azepan-1-y1)-ethyl]-piperidin-4-y1)-amide
4-lsobutoxy-1H-indoIe-2-carboxylic acid
[1-(2-(3-arnino-azepan-1-y1)-ethyll-piperidin-4-y1)-amide
4-lsobutoxy-1H-IndoIe-2-carboxylic acid
(1-[2-(3-fluoro-piperldin-1-y1)-ethyl]-piperidin-4-y11-amide
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-indole-2-carboxylic acid
[4-(2-piperidin-1-yi-ethyl)-phenylFamide
4-(5-Chloro-benzofuran-3-ylmethoxy)-1H-Indole-2-carboxylic acid
{442-(4-hydroxy-piperidin-1-y1)-ethyl]-phenyll-amide
4-Phenyl-11d-inciole-2-carboxylic acid
[1-(2-azepan-111-ethyd-piperldin-411]-amide
4-(4-Trifluoromethyl-phenyl)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]-amide
4-p-Toly1-1H-indole-2-carboxylic acid
[1-(2-azepan-l-yl-ethyl)-piperidin-1-y11-amide
4-(4-Dimethylamino-phenyl)-111-indole -2-carboxylic acid
[1-(2-azepan-1-yl-ethyd-plperldin-4111-amide
4-Benzo[1,2,5]oxadiazol-5-y1-1H-Indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidln-411]-amide
4-(4-Methoxy-phenyl)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]-amide
4-(3-Cyano-phenyl)-1H-indole-2-carboxylic acid [1
-(2-azepan-1-yl-ethyl)-piperidin-4-yll-amide
4-(4-Elhoxy-phenyl)-1H-indole-2-carboxyllc acid
[1-(2-azepan-1-yl-ethyp-piperidin-4-y1)-amide
4-[3-(3-Methoxy-propoxy)-phenyl)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-pipeddin-4-y1]-amide
4-(4-Trifluoromethoxy-phenyl)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-y1]-amide
4-(2,4-Dimethoxy-phenyl)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-piperidin-4-yl]-amide
4-(3,4-Dimethoxy-pheny1)-1H-indole-2-carboxylic acid
[1-(2-azepan-1-yl-ethyo-piperidin-4-y1Famide 4-Be
nzo[1,3]dioxo1-5-y1-1H-indole-2-carboxyacid [1 -(2-azepan-1-yl-ethyl)-pipe
ridin-4-yll-amide 4-Pyddin-4-y1-1H-Indole-2-carboxyllc acid
[1-(2-azepan-1-yi-ethyl)-piperidin-4-y1]amIde
4-(6-Methoxy-pyrldIn-3-yI)-1H-indole-2-carboxylic acid [1-(2-azepan-1
-yl-ethyl)-pipendin -4-y1]-amide  - 227 -
4-(4-Ethoxy-phenyl)-1H-indole-2-carboxyl lc acid
[1-(2-plperidin-1-ykethyl)-piperldin-4-yl]-amIde
4-(4-Methoxy-phenyI)-1H-indole-2-carboxylic acid
(1-[2-(4-hydroxy-piperidin-1-y1)-ethyl]piperidin-4-yll-amide
4-(4-Ethoxy-phenyl)-1H-indole-2-cerboxylic acid
(1-[2-(4hydroxy-piperldin1-y1)-ethyl]-piperidin-411)amide
4-(6-Methoxy-pyddin-3-y1)-1H-indole-2-carboxylic acid
(1-[2-(4-hydroxy-plperidln-1-y1)-ethyli-piperidin-4-y1}- amide 



4-14-Methoxy-phenyl)-1H-indole-2-carboxylic acid
(1-(2-(3-hydroxy-B-aza-bleyclop2.1loct-8-y1)-ethyll-piperidin-4-y1]-amIde
4-(6-Methoxy-pyridin-3-y1)-1H-indole-2-cathoxylic acid
(1-[2-(3-hydroxy-8-aza-bicyclo[3.2.1loct-811)-ethylipiperidin-4-ylyarnide
4-Hydroxy-1H-Indole-2-carboxylic acid
[1-(2-a2epan-1-yl-ethyl)-piperidin-4-y1J-amide
4-Methoxybenzo[b]thicphene-2-carboxylic acid (1-(2-azepan-1
-yi-ethyl)-piperldin-4-A-amide 4-lsobutoxy-benzo[bIlhiophene-2-carboxylic acid
0-(2-azepan-1-yi-ethyg-piperidin-4-ylkamide
4-lsobutoxy-benzollophiophene-2-carboxylic acid
[1-(2-piperldin-1-yl-ethyl)-plperidin-4-y1].amide
4-Methoxy-benzofuran-2-carboxylic acid
[1-(2-azepan-1-yl-ethyl)-plperldin-4-yll-arnicle 4. A compound according to
any one of the preceding claims foruse as a phanneceugcalforthe prevention,
amelioration or treatment of an autoimmune or inflammatory disease or
condition. S. A compound according to any one the preceding claims 1-2 for use
as a pharmaceutical for the prevention. amelbration or treatment of HIV
infection or AIDS. 6. A process for the preparation of a compound of formula
(I) comprising: (a) reacting a compound of formula (III):  wherein Fit is H or
a lower alkyl group, with a compound of formula NH2-X-0-Y, the groups R, R9,
Z. X, 0 and Y being as defined in claim 1; or (h) for the preparation of
compounds of formula (I) wherein X Is plperidin-4-y1 and 0 is -0H2-CH2-, and Y
is a group having the formula -NRyris wherein N, R7 and R9 are linked to
define correctively a heterocycloalkyl, bridged cycloalkyl, bridged
heterocycloalkyl, heteroaryl, or fused aryl-neterocycloalkyl, reacting a
compound of formula (IV): with a compound of formula NHF1,119, wherein R7 and
Re are as defined above, and P. R9 and Z are as defined earlier; or (c)for the
preparation of compounds of forrnula (1)wherein Xis piper/din-41i and is CH2-,
reacting a compound of formula (V):  - 228 -  



In which R, R9 and Z are as defined above, with a compound of formula
11O-CF-12-Y, in which Y is as defined earlier; or (d) forthe preparation of
compounds of formula (I)wherein R is an optionallysubstituted aryl group,
appropriately substituting the Br group in a compound of formula (VI) for said
substituted aryl group:  wherein Z, R9, X, a and Y are as earlier defined; and
recovering the resultant compounds of formula (I) in free or salt form. 7. A
pharmaceutical composition comprising a compound according to claim 1 in
association with a pharmaceutically acceptable diluent or carrier. 8. Use of a
compound according to claim 1 in the manufacture of a medicament for use in
the treatment of an autoimmune or inflammatory disease or condition. 9. Use of
a compound according to claim 1 in the manufacture of a medicament for use in
the treatment of HIV infection or AIDS. 10. Use of a compound according to
claim 1 in combination with one or more agents selected from: methotrexate, an
anti-TNF agent, an anti-IL-1 agent, a nucleoside or non-nucleoside reverse
transcriptase inhibitor, an HIV protease inhibitor, fusion inhibitor and
antiretroviral agent in the manufacture of a medicament for the treatment of
an inflammatory or autoimmune disease or condition or HIV or AIDS. 










