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What is claimed is:

4

Wherein

-198 -

A compound, or salt or tautomer thereof, according to Formula (1}:

()

nis 0, 1or2;

R is hydrogen, C4-Caalkyl, or hydroxyC,-C,al
R' is halogen, hydroxy, C-Cealkyl, C>-Cegkenyl, Ca-Cscycloalkyl, C1-Csalkoxy, haloC;-
Cgalkyl, hydroxyCs-Cgalkyl, aminoC4-Cgéikyl, C+-CealkoxyC4-Cealkyl, Cs-CsalkoxyC-
Cealkoxy, Ca-CecycloalkylCs-Csalkoxy, haloCq-Csalkoxy, -5{0),C4-Csalkyl, -CHNHC{O)C;-
Caalkyl or -OCH,C(O)R/,
pis 0, 1, or 2;

R?is Cs-Cgalkyl, C+-Cgalkoxy, hydroxyCq-Csalkyl or halogen;

R®is hydrogen, halogen,£yano, C4-Cyalkyl, haloC4-Caalkyl, <CH,C(O)R’, phenyl or 5 or 6
member hetercaryl hg¥ing 1, 2 or 3 ring hetercatoms independently selected from N, O or
S, wherein the phepyl or heteroaryl is optionally substituted with 0, 1, or 2 C4-C,alkyl
groups, and whefein alkyl and haloalkyl optionally substituted with 0 or 1 hydroxy;
R* is phenyl, gaphthyl or heteroaryl, where the heteroaryl is a five or six member heteroary!
having 1, 2/0r 3 ring heteroatoms independently selected from N, O or S, and where the
heteroaryl is optionally substituted by R® and further substituted by 0 or 1

uenis selected from halogen, C4-Csalkyl, C4-Caalkoxy, hydroxy C4-Caalkyl, hydroxy,
cyanomethyl;

% is -C(O)R®, -CH,C(O)R?, R®, -C(OINHSO,C+-Caalkyl, -SO.NHC(O)C-Caalkyl, -
SON(H)m(C1-Caalkyl)z-m, -SO2C4-Caalkyl, cyano, halogen, hydroxyCq-Caalkyl and 5 member
hetercaryl having 1-4 ring nitrogen atoms and 0 or 1 ring sulfur or oxygen atoms;

mis 0, 1, or 2;
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W is O or C(R%)y;

R® is independently selected at each occurrence from the group consisting of hydrogén,
hydroxy, amino, mono- and di- C4-Csalkylamino, C4-Caalkyl, hydroxyC,-Caalkyl, cyinoCs-
Caalkyl or C4-Caalkoxy; or

C(Re)z, taken in combination, form a spirocyclic carbocycle having 3 to 6 ring/atoms;

R’ is hydroxy, Cq-Caalkoxy, amino or mono- and di-C-Cjalkylamino;

R? is hydroxy, C4-Csalkoxy, amino or a 5 to 7 member saturated hetergéycle having 1, 2, or
3 ring heteroatoms independently selected from N, O or S; or

R® is mono- and di-C4-Caalkylamino which is unsubstituted or subétituted with halogen,
hydroxy or C¢-Caalkyl; and

R®is a 5 membered heteroaryl having 1 to 4 ring nitrogen aj¢ms and 0 or 1 ring oxygen or

sulfur atoms, which heterocycle is optionally substituted p# 0 to 2 C4-Cyalkyl groups.

2. A compound of claim 1, or salt or tautomer therecf fvherein nis 1.

3. The compound of either claim 1 or claim 2, or4 salt or tautomer thereof, wherein W is CHR®
or C(CH3)R®.

4, The compound of any one of claims Yo 3, or a salt or tautomer thereof, wherein R'is

hydrogen, C4-Caalkyl, C4-Caalkoxy, or cyclgpropyl.

5. The compound of any one of £laims 1 to 4, or a salt or tautomer thereof, wherein R? is
methyl.
6. The compound of anyone of claims 1 to 5, or a salt or tautomer thereof, wherein R® is

hydrogen, halogen or C;-Zaalkyl.

7. The compoyAd of any one of claims 1 to 6, or a salt or tautomer thereof, wherein R? is

hydrogen.

8. The£Lompound of any one of claims 1 fo 7, or salt or tautomer thereof, according fo Formula
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R4 R
R4
N

R2
(Hla) or R?
9. The compound of any one of claims 1 to 8, or salt or taujgmer thereof, according to Formula
(Ilfa) or (llib):
R5
s
X
™ RS
N
3
R1
N
H
RZ

(Nb)
Wherein X is N or CH.

10.  The compound of any one of claims 1 to 8, or a salt or tautomer thereof, wherein R* is

pyridin-3-yl which # substituted para to the piperidine ring with R®.

11. The gompound of any one of claims 1 to 8, or a salt or tautomer thereof, wherein R* is
phenyl sybstituted para to the piperidine ring with R® and optionally substituted with fluoro,
methgly, hydroxymethyl or hydroxy.

The compound of claim 11, or a salt or tautomer thereof, wherein R* is phenyl substituted
para to the piperidine ring with R®.
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13. The compound of any one of claims 1 to 8, or salt or tautomer thereof, according to Pormula
{IVa) or (IVb):

RS

/
¥

RZ
(IVa) or R? (IVb).

14.  The compound of any one of claims 1 to 13, gf a salt or tautomer thereof, wherein R’ is
CQ;H, COz2NHz, SO:NH; or tetrazolyl.

15. The compound of claim 1, or a salt optautomer thereof, which compound is selected from
the group consisting of

w1-({5,7-dimethyl-1H-indol-4-yl)methy|¥2-phenylpiperidin-4-ol;
4-((4-methoxy-2-phenylpiperidin-1-ymethyi)-5,7-dimethyl-1H-indole;
5,7-dimethyi-4-((2-phenylpiperidipft1-yl)methyl)-1H-indole;
1-((5,7-dimethyl-1H-indol-4-ythethyl)-2-phenyl-piperidin-4-yl)methanol;
4-(1-({5,7-dimethyl-1H-indojd-ylYmethyl)piperidin-2-yl)benzenesulfonamide;

3-(1-(
4-(1-(
3-(1-
4-((2

)
(5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yi)benzenesulfonamide;
(5,7-dimethyl-14ndol-4-yl)methyl)piperidin-2-yl}-N-methylbenzenesulfonamide;
(5,7-dimethylAH-indol-4-yl)methyl)piperidin-2-yl)-N-methylbenzenesulfonamide;
-(4 —quorop nyl) -4-methoxypiperidin-1- yl)methyl) -5,7-dimethyl-1H-indole;

145,7-dimethyi-1H-indol-4-yl)methyl)-2-phenylpiperidin-4-amine;
4-(1-((5,7-dimethyl-1H-indol4-yl)methyl)piperidin-2-yl)benzamide;
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4-(1-((5-chloro-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)benzamide;
4-(1-((5,7-dimethyl-1H-indol-4-ylYmethyl)-4-methoxypiperidin-2-yl)benzamide;
4-(4-methoxy-1-{((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-4-methylpiperidin-2-yl)benzapide;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyi)-4-hydroxypiperidin-2-y|)benzoic acid;
4-(1-((5-chloro-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzoic acid; ;
methyl 4-(1-((5,7-dimethyl-1H-indol-4-yi)methyl}-4-methoxypiperidin-2-yl)benzoaje;
4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-ylymethyl )piperidin-2-yl}-2-fluocroben '.' acid;
4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-yl)methyl )pyrrolidin-2-yl)benzoic i;
5-(1-((5-cyclopropyl-7-methyl-1H-indol-4-ylymethyl)piperidin-2-yl)picolinig acid;
4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-yl)methyl )piperidin-2-yl)-3-mé&thoxybenzoic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benZoic acid;
5-methoxy-7-methyl-4-((2-(pyridin-4-yl)piperidin-1-yl)methyl}-1¥findole;
5-methoxy-7-methyl-4-((2-(pyridin-3-yl)piperidin-1-yl)methyl}/1 H-indole;
3-fluoro-4-(1-{(5-methoxy-7-methyl-1H-indol-4-yl)methyl)pAperidin-2-yl)benzoic acid;
4-(4-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)morphdlin-3-yl)benzoic acid;
6-(1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl)pipgfidin-2-yl)nicotinic acid;
4-(1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl }A-propoxypiperidin-2-yl)benzoic acid;
4-(4-hydroxy-1-((5-methoxy-7-methyi-1H-indg¥d-yl)methyl)piperidin-2-yl }henzoic acid;
4-(1-({5-methoxy-7-methyi-1H-indol-4-y)mgthyl )piperidin-2-yi)-3-methylbenzoic acid;
4-(1-({5-methoxy-7-methyi-1H-indol-4-ylnethyl }-5-methylpiperidin-2-yl)benzoic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-44ylimethyl }-4-ethylpiperidin-2-ylibenzoic acid;
2-(4-(1-((5-methoxy-7-methyl-1H-igdol-4-yl)methyl )piperidin-2-yl)phenyl)acetic acid;
2-(3-(1-((5-methoxy-7-methyl-14-indoi-4-yl)methyl )piperidin-2-yl)phenyl)acetic acid;
5-(1-((5-cyclopropyl-7-methy#1 H-indol-4-yl)methyl)-4-methoxypiperidin-2-yl)picolinic acid;
2-(1-((5-methoxy-7-methy¥€1H-indol-4-yl)methyl)piperidin-2-yl)thiazole-4-carboxylic acid;
2-(1-((5-methoxy-7-mgihyl-1H-indol-4-yl)methyl)piperidin-2-yl}-4-methylthiazole-5-carboxylic acid;
3-(1-((5,7-dimethyl-#H-indol-4-yl}methyl)piperidin-2-yl)benzoic acid;
4-(1-((5-methoxy/7-methyl-1H-indol-4-yl)methyl)azepan-2-yl)benzoic acid,

4-({2-(4-(1 H-pyfrazol-4-yhphenyl)piperidin-1-yl)methyl}-5-methoxy-7-methyl-1 H-indole;
4-((2-(4-(1 Hpyrazol-3-yhphenyl)piperidin-1-ylimethyl}-5-methoxy-7-methyi-1 H-indole;
4-(1-{(5-fhethoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)-1-naphthoic acid;

1-(2, #2-trifluoro-1-(5-methoxy-7-methyl-1H-indol-4-yl)ethyl)piperidin-2-yl)benzoic acid;
2-phethoxy-4-(1-{{5-methoxy-7-methyl-1H-indol-4-y|)methyl)piperidin-2-yl)benzoic acid;
Z-(1-((5,7-dimethyl-1 H-indol-4-yhmethyi)-2-phenylpiperidin-4-yl)acetonitrile;
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-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-4-methylpiperidin-2-yl)benzoic acid;
4-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-y)benzoic acid;
4-ethoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)picolinic acid;

4-(1
4-(
5-(
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-4,4-dimethylpiperidin-2-yhbenzoic agld;
4-(4-ethoxy-1-((5-methoxy-7-methyl-1H-indol-4-ylimethyl)piperidin-2-yl)\benzonitrile/
4-(1-((5,7-dimethyl-1H-indol-4-ylymethyl)piperidin-2-yl)benzoic acid;
4-((4-ethoxy-1-({5-methoxy-7-methyl- 1H-indol-4-yY)methyl)piperidin-2-yl)ben
4-(1-((5,7-dimethyl-1 H-indol-4-yl)methyl)-4-methoxypiperidin-2-yl)benzoic Acid;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzoig/acid;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzdic acid;
4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-ylYmethyl }-4-methoxypipghidin-2-yl )benzoic acid;
4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-y)methyl)-4-ethoxypipéridin-2-yl)benzoic acid;
4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-yi)methyl)-4-ethoxyhiperidin-2-yl)benzoic acid;
4-(5-methoxy-1-({5-methoxy-7-methyl-1H-indol-4-ylimethylpiperidin-2-yl)benzoic acid;
4-(5-methoxy-1-{(5-methoxy-7-methyl-1H-indol-4-yl)m
4-(5-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl
4-{5-hydroxy-1-((5-methoxy-7-methyl-1H-indol-4-
1-((5,7-dimethyl-1H-indol-4-yl)methyl)}-N-meth
(4-(1-((5,7-dimethyl-1 H-indol-4-ymethyl)pi
(4-(4-methoxy-1-({5-methoxy-7-methyl-1#-indol-4-yl)methyl)piperidin-2-yl)phenyl)methanol;
4-((2-(3-(2H-tetrazol-5-yl)phenyl)piperjdin-1-yl)methyl)-5,7-dimethyl-1H-indole;
3-(1-({5,7-dimethyl-1H-indol-4-ylimgthyl)piperidin-2-yl}benzamide;
(3-(1-((5,7-dimethyl-1H-indol-4-yAmethyl)piperidin-2-yl)phenyl)methanol;

yl)piperidin-2-yl)benzamide;
ethyl)piperidin-2-yl)benzoic acid;
Jmethyl)piperidin-2-yl)benzoic acid;
-2-phenylpiperidin-4-amine;
ridin-2-yl)phenyl)methanamine;

(4-((2-(4-(1 H-tetrazol-5-yl)pheAyl)-4-ethoxypiperidin-1-yl)methyl)-5-methoxy-7-methyl-1H-indole;
4-(4-ethoxy-1-({5-methoxyf-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)}-N-
(methylsulfonyl)benzamjde;

4-(4-methoxy-1-((5-
4-(4-methoxy-1-(
{4-(4-methoxy- I
yl)phenyl}mgfpholino)methanone;

thoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)-N-methylbenzamide;
ethoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)-N, N-dimethylbenzamide;
(5-methoxy-7-methyl-1H-indol-4-y)methyl)piperidin-2-

hoxyethyl)benzamide;
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N-({4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-yl)methyl)piperidin-2-y!phenyl)sulfonyl)acetamid
4-(B-({5-methoxy-7-methyl-1H-indol-4-yl)methyl}-6-azaspiro[2.5]octan-5-yl)benzoic acid;
4-ethyl-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzoic acid;
ethyl 4-({25,4R}-1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl)}-4-methylpiperidin-2-yl Jenzoate;
ethyl 4-((2S,48)-4-ethoxy-1-((5-methoxy-7-methyl-1H-indol-4-ylmethyl)piperidin-241)benzoate and
salts, sterecisomers and tautomers thereof.
In a sixteenth embodiment, the invention provides compounds, salts jAereof and tautomers
thereof of embodiment 1 in which compound is selected from the gfoup consisting of:
(-)-1-((5,7-dimethyl-1H-indol-4-yl)methyl)-2-phenylpiperidin-4-cl (diasteyfomer-2);
()-4-((4-methoxy-2-phenylpiperidin-1-yl)methyl)-5,7-dimethyl-1H-in
{(-)-4-({4-methoxy-2-phenylpiperidin-1-yl)methyi}-5,7-dimethyl-1H-
(x)-5,7-dimethyl-4-((2-phenylpiperidin-1-yl)methyl}-1H-indole;
(2)-1-((5,7-dimethy!-1H-indol-4-yi)methyl)-2-phenyl-piperidi
(2)-1-((5,7-dimethyl-1H-indol-4-yl)methyl)-2-phenyl-piperjdin-4-y)methanol (diastereomer-2);
{x)-4-(1-{(5,7-dimethyl-1 H-indol-4-yl)methyl)piperidin-
(£)-3-(1-((5,7-dimethyl-1 H-indol-4-yl)methyl)piperidj
{x)-4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)pipgAdin-2-yl}-N-methylbenzenesulfonamide;
(£)-3-(1-({5,7-dimethyl-1H-indol-4-yl)methyl )y
{£)-4-((2-(4-fluorophenyl}-4-methoxypiperigfn-1-yl)methyl}-5,7-dimethyl-1H-indole;
{£)-(1-((5,7-dimethyl-1H-indol-4-y)met
(4-(1-((5,7-dimethy!-1H-indol-4-yl)methyl)piperidin-2-yl)phenyl)methanol;
(£)-5,7-dimethyl-4-((2-(4-(methylsffonyl)phenyl)piperidin-1-yl)methyl)-1H-indole;
(£)-4-((2-(4-(2H-tetrazol-5-yl)phenyl)piperidin-1-yl)methyl)-5,7-dimethyl-1H-indole;
(£)-1-((5,7-dimethyl-1 H-indg¥4-yl)methyl)-2-phenylpiperidin-4-amine {(diastereomer-1);
(£)-1-((5,7-dimethyl-1 H-i
(£)-4-(1-((5,7-dimethyl
(x£)-4-(1-((5-chloro-
()-4-(rel-(25,4S¥F1-((5,7-dimethyl-1H-indol-4-yl)methyl)-4-methoxypiperidin-2-yl)benzamide;
(x)-4-(4-methgiky-1-((5-methoxy-7-methyl-1 H-indol-4-yDmethyl)-4-methylpiperidin-2-yl)benzamide

le (diastereomer-1);
dole (diastereomer-2);

4-yl)methanol (diastereomer-1);

yl)benzenesulfonamide;

-2-yl)benzenesulfonamide;

eridin-2-yl)}-N-methylbenzenesulfonamide;

)-2-phenylpiperidin-2-yhmethanol;

ol-4-yl)methyl}-2-phenylpiperidin-4-amine (diastereomer-2);
H-indol-4-yl)methyl)piperidin-2-yl)benzamide;
methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzamide;

y-methyl 4-(rel-(2S,48)-1-((5,7-dimethyl-1H-indol-4-yl)methyl}-4-methoxypiperidin-2-yl)benzoate;
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(2)-methyl 4-(ref-(28,4R)-1-((5,7-dimethyl-1H-indol-4-yl)methyi)-4-methoxypiperidin-2-yl}benzgAte;
(-)-(S)-4-(1-({5-cyclopropyl-7-methyl-1 H-indol-4-yl)methyl)piperidin-2-yl}-2-fluorobenzoic acigl,
(-)-(S)-4-(1-({5-cyclopropyl-7-methyl-1H-indol-4-y)methylpiperidin-2-yl )benzoic acid,;
(£)-4-(1-((6-cyclopropyl-7-methyl-1H-indol-4-yl)methyl)pyrrolidin-2-yl)benzoic acid;
(-)-(S)-5-(1-({5-cyclopropyl-7-methyl-1H-indol-4-ylimethyl)piperidin-2-yl)picolinic acig;
(-)(S)-4-(1-{(5-cyclopropyl-7-methyl-1 H-indol-4-yl Ymethyl)piperidin-2-yl)-3-methglybenzoic acid;
(-)-(8)-4-(1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl}benzoic gGid;
(£)-5-methoxy-7-methyl-4-((2-(pyridin-4-yl)piperidin-1-yl)methyl}-1H-indole;
(1)-5-methoxy-7-methyl-4-((2-(pyridin-3-ylpiperidin-1-yl)methy}-1H-indgl€;
(+)~(S}-3-fluoro-4-(1-({5-methoxy-7-methyl-1 H-indol-4-ylYmethyl)piperidin-2-yl)benzoic acid;
(-)-(R)-4-(4-((5-methoxy-7-methyl-1H-indol-4-yl)methylmorpholin-34yhbenzoic acid;
(-)3-(8)-6-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin/Z-ybnicotinic acid;
(-)3-4-((25,45)-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-4propoxypiperidin-2-yl)benzoic acid;
(-)-4-((28,4 S)-4-hydroxy-1-{(5-methoxy-7-methyl- 1 H-indolA-y)methyl)piperidin-2-yl)benzoic acid;
(£)-4-(1-((6-methoxy-7-methyl-1H-indol-4-yl)methyl)pipefidin-2-yl)-3-methylbenzoic acid;
(+)-4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-F-methylpiperidin-2-yl}benzoic acid (single
diastereomer);
(£)-4-(rel(2S,4R)-4-ethyl-1-({5-methoxy-7-methgl-1H-indol-4-yl)methyl)piperidin-2-yl)benzoic acid;
(£)-2-(4-(1-({5-methoxy-7-methyi-1H-indol-4-fmethyl)piperidin-2-yl)phenyl)acetic acid;
(£)-2-(3-(1-((5-methoxy-7-methyi-1H-indojd-ylimethyl)piperidin-2-y|)phenyl)acetic acid;
(£)-5-(rel(2S5,4 8)-1-((5-cyclopropyl-7-glthyl-1H-indol-4-yl)methyl)-4-methoxypiperidin-2-yl)picolinic
acid;

(£)-2-(1-((5-methoxy-7-methyl-1HAndol-4-y)methyl )piperidin-2-yl)thiazole-4-carboxylic acid;
(£)-2-(1-((5-methoxy-7-methyl-AH-indol-4-yl)methyl)piperidin-2-yl}-4-methylthiazole-5-carboxylic
acid;

(£)-3-(1-{(5,7-dimethyl-1 B¥findol-4-yl)methyl)piperidin-2-yl)benzoic acid;
(£)-4-(1-((5-methoxy-7/methyl-1H-indol-4-yl)methyl)azepan-2-yl)benzoic acid,;

-(8)-4-((2-(4-(1 H¢yrazol-4-yl)phenyl)piperidin-1-yl)methyl)-5-methoxy-7-methyl-1H-indole;
-(8)-4-((2-(4-{ YH-pyrazol-3-yl)phenyl)piperidin-1-yl)methyl)-5-methoxy-7-methyl-1 H-indole;

(-
(-
()

£)-4-(1-((5-m hoxy -7-methyl-1H-indol-4-y[Ymethyl )plperldln-2-yl)-1 naphthmc acid;
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(-)-4-((2R,45)-1-((6-methoxy-7-methyl-1H-indol-4-yl)methyl}-4-methylpiperidin-2-ylbe#fzoic acid;
(+)-4-((2R,4 R)-4-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-241)benzoic acid;
{(--4-((2S,4 S)-4-methoxy-1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidinZ-yl)benzoic acid;
{(-}-5-(rel-{25,48)-4-ethoxy-1-{(5-methoxy-7-methyl-1H-indol-4-y)methyl)pipellin-2-yl)picolinic acid;
(+)-8-(rel-(25,4S)-4-ethoxy-1-((5-methoxy-7-methyl-1H-indol-4-ylimethyl)pjperidin-2-ylpicolinic
acid;
(+)-4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl}-4,4-dimethyipipefidin-2-yl)benzoic acid;
(-)-4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-4,4-dimethylpjferidin-2-yl)benzoic acid;
(-)-4-(rel-(25,4 8)-4-ethoxy-1-((5-methoxy-7-methyl-1H-indol-4-
(+)-4-(rel-(25,4S)-4-ethoxy-1-((5-methoxy-7-methyl-1H-indo
(+)-4-(1-((5,7-dimethyl-1 H-indol-4-yl )methyl)piperidin-2-yI
(->4-(1-((5,7-dimethyl-1H-indo!-4-ylYmethyl)piperidin-2-;
(+)-4-((28,4 8)-(4-ethoxy-1-((5-methoxy-7-methyl-1
(->4-((2R,4R)-(4-ethoxy-1-{(5-methoxy-7-methyl-
(+)4-(rel-(25,45)-1-((5,7-dimethyl-1H-indol-4-
(-
(
(-
(-

methyl)piperidin-2-yl)benzonitrile;
-yl)methyl)piperidin-2-yl)benzamide;
enzoic acid,

ybenzoic acid;
ndol-4-yl)methylpiperidin-2-yl))benzoic acid;
-indol-4-yl)methyl)piperidin-2-yl))benzoic acid;
methyl)-4-methoxypiperidin-2-yl)benzoic acid;
F4-(rel-(25,45)-1-((5,7-dimethyl-1H-indol-#y)methyl)-4-methoxypiperidin-2-yl)benzoic acid;
+)-4-(rel-(285,4S)-1-((5,7-dimethyl-1H-in
»4-(rel-(25,48)-1-((5,7-dimethyl-1H-j
»-4-(rel-(28,48)-1-((5-cyclopropyl-#~methyl-1H-indol-4-yl)methyl)-4-methoxypiperidin-2-yl)benzoic

I-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzoic acid
dol-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzoic acid;

acid;
(+)-4-(rel-(2 5,4 8)-1-((5-cyclopfopyl-7-methyl-1 H-indol-4-yY)methyl}-4-methoxypiperidin-2-ylibenzoic

acid;

(+)-4-(rel-(25,48)-1-((5-g clopropyl-7-methyl-1 H-indol-4-ylymethyl}-4-ethoxypiperidin-2-yl )benzoic
acid; '
(-)>-4-(rel-{25,4S)-1A(5-cyclopropyl-7-methyl- 1 H-indol-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzoic
acid;

(%)-4-(5-methgxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl )benzoic acid

(diastereogier-1);
()-4-(5methoxy-1-((5-methoxy-7-methyl-1H-indol-4-ylmethyl)piperidin-2-yl)benzamide
(

diagjereomer-1);




WO 2015/009616 PCT/US2014/046515
- 207 -

1)-4-(5-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-yi)methyl)piperidin-2-yl)benzoic acid
diastereomer-2),

)-4-(5-hydroxy-1-({5-methoxy-7-methyi-1H-indol-4-yl)methyl)piperidin-2-yl}benzoic acid
diastereomer-1);

I+

3-4-(5-hydroxy-1-{(5-methoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-y}benzoic Acid
diastereomer-2);

I+

}1-((5,7-dimethyl-1H-indol-4-y)methyl)-N-methyl-2-phenylpiperidin-4-amine-fliastereomer-1);
)-1-{(5,7-dimethyl-1H-indol-4-yl)methyl)-N-methyl-2-phenylpiperidin-4-aminé (diastereomer-2),
(4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-ylphenyl)methandmine;

4-{(28,4 5)-4-methoxy-1-((5-methoxy-7-methyl-1 H-indol-4-ylimethy! )piglridin-2-yl)phenyl)methanaol;
+)-4-((2-(3-(2H-tetrazol-5-yl}phenyl)piperidin-1-yl)methyl)-5,7-dimeti#|-1H-indole;

}-3-(1-((5, 7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzamife;

)- (3-(1-({5,7-dimethyl-1H-indol-4-yl)methyi)piperidin-2-y )phefdylimethanol;

-(4-(rel~(2S,4S)-(2-(4-(1 H-tetrazol-5-yl)phenyl)-4-ethoxypigeridin-1-y )methyl)-5-methoxy-7-
methyl-1H-indole;
(+)-4-((2S5,48)-4-ethoxy-1-((5-methoxy-7-methyl-1H-ingbl-4-ymethyl)piperidin-2-y|)-N-
(methylsulfonyl)benzamide;

4-{(28,4 5)-4-methoxy-1-((5-methoxy-7-methyl-1Andol-4-yimethyl)piperidin-2-yl)-N-
methylbenzamide;

4-((28,4 S)-4-methoxy-1-((5-methoxy-7-meth#l-1H-indol-4-yl)methyl)piperidin-2-yi}-N,N-
dimethylbenzamide;

(4-((25,4 8)-4-methoxy-1-((5-methoxy-Fmethyl-1 H-indol-4-yl)methyl}piperidin-2-
ylphenyl){morpholino)methanone;

N-(2-hydroxyethyl)-4-((2S,4 S)-4-plethoxy-1-{(5-methoxy-7-methyl-1 H-indol-4-yl)methyl)piperidin-2-
ylbenzamide;

4-{(285,4 S)-4-methoxy-1-((5/Mmethoxy-7-methyi-1H-indol-4-yl)methyl)piperidin-2-yl)-N-(2-

methoxyethyl)oenzamid

(
(
(£
(
(
(
(
(
(
(
(
(
(
(

(F)-N-{(4-(1-{(5-cycloppbpyl-7-methyl-1 H-indol-4-yl)methyl)piperidin-2-yl)phenyl)sulfonyl)acetamide;
ethyl 4-((25.4R}-1-(fb-methoxy-7-methyl-1H-indol-4-ylymethyl)}-4-methyipiperidin-2-yl)benzoate;
ethyl 4-((2S,48)-#ethoxy-1-{(5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzcate and

ers and tautomers thereof.
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16. A pharmaceutical composition comprising one or more pharmaceutically acceptable capiers

and a therapeutically effective amount of a compound of any one of claims 1-15.

17. A combination, in particular a pharmaceutical combination, comprising a therapgdtically
effective amount of the compound according to any one of claims 1-15 and a secon

therapeutically active agent.

18. A method of modulating complement alternative pathway activity in a gubject, wherein the
method comprises administering to the subject a therapeutically effective afnount of the compound

according to any one of claims 1-15.

19. A method of treating a disorder or a disease in a subject mefliated by complement
activation, in particular mediated by activation of the complemen¥ alternative pathway, wherein the
method comprises administering to the subject a therapeutically effective amount of the compound

according to any one of ¢laims 1-15.

20. The methed of claim 19, in which the disease gf disorder is selected from the group
consisting of age-related macular degeneration, gedaraphic atrophy, diabetic retinopathy, uveitis,
retinitis pigmentosa, macular edema, Behcet's uyeitis, multifocal choroiditis, Vogt-Koyangi-Harada
syndrome, imtermediate uveitis, birdshot retind-chorioditis, sympathetic ophthalmia, ocular
dicatricial pemphigoid, ocular pemphigus, gonartertic ischemic optic neuropathy, post-operative
inflammation, retinal vein occlusion, newfological disorders, multiple sclerosis, stroke, Guiliain Barre
Syndrome, traumatic brain injury, PagKinson's disease, disorders of inappropriate or undesirable
complement activation, hemodialy#is complications, hyperacute allograft rejection, xenograft
rejection, interleukin-2 induced JOxicity during IL-2 therapy, inflammatory disorders, inflammation of
autoimmune diseases, Crohgfs disease, adult respiratory distress syndrome, myocarditis, post-
ischemic reperfusion congftions, myocardial infarction, balloon angioplasty, post-pump syndrome in
cardiopulmonary bypagh or renal bypass, atherosclerosis, hemodialysis, renal ischemia, mesenteric
artery reperfusion affer aortic reconstruction, infectious disease or sepsis, immune complex
disorders and aujgimmune diseases, rheumatoid arthritis, systemic lupus erythematosus (SLE),
SLE nephritis, groliferative nephritis, liver fibrosis, hemolytic anemia, myasthenia gravis, tissue
regeneratiog, neural regeneration, dyspnea, hemoptysis, ARDS, asthma, chronic obstructive

pulmonapf disease (COPD), emphysema, pulmonary embolisms and infarcts, pneumonia,
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vasculitis, immune complex-associated inflammation, antiphospholipid syndrome,

glomerulonephritis and obesity.

21. A method of treating age related macular degeneration comprising administering to a

subject in need thereof an effective amount of a composition comprising a compoupd of any cne of

claims 1-15.
22. A compound according to any one of claims 1-15, for use as a medi

23. Use of a compound according to any one of claims 1-15, in the planufacture of a
medicament for the treatment of a disorder or disease in a subject mgdiated by complement

activation or activation of the complement alternative pathway.

24, Use of a compound accerding to any one of claims 1-#5, for the freatment of age-related

macular degeneration.

25, A compound of claim 1 fo 15 for use in the fregtment of age-related macular degeneration,
geographic atrophy, diabefic retinopathy, uveitis, refinitis pigmentosa, macular edema, Behcet's
uveitis, multifocal choroiditis, Vogt-Koyangi-Hargfla syndrome, imtermediate uveitis, birdshot retino-
chorioditis, sympathetic ophthalmia, ocular djgatricial pemphigoid, ocular pemphigus, nonartertic
ischemic optic neuropathy, post-operative fhiflammation, retinal vein occlusion, neurological
disorders, multiple sclerosis, stroke, Gyfiain Barre Syndrome, traumatic brain injury, Parkinson's
disease, disorders of inappropriate g undesirable complement activation, hemodialysis
complications, hyperacute allogrgf rejection, xenograft rejection, interleukin-2 induced toxicity
during [L-2 therapy, inflammatgfy disorders, inflammation of autoimmune diseases, Crohn's
disease, adult respiratory dighress syndrome, myocarditis, post-ischemic reperfusion conditions,
myocardial infarction, balfpon angioplasty, post-pump syndrome in cardiopulmonary bypass or
renal bypass, atherosglerosis, hemodialysis, renal ischemia, mesenteric artery reperfusion after
aortic reconstructiopf, infectious disease or sepsis, immune complex disorders and autoimmune
diseases, rheumgfioid arthritis, systemic lupus erythematosus (SLE), SLE nephritis, proliferative
nephritis, livegAibrosis, hemolytic anemia, myasthenia gravis, tissue regeneration, neural

, dyspnea, hemoptysis, ARDS, asthma, chronic obstructive pulmonary disease
(COPD)/emphysema, pulmonary embolisms and infarcts, pneumonia, fibrogenic dust diseases,
pulmghary fibrosis, asthma, allergy, bronchoconstriction, hypersensitivity pneumonitis, parasitic
di

omplex-associated inflammation, antiphospholipid syndrome, glomerulonephritis and obesity.

ases, Goodpasture's Syndrome, pulmonary vasculitis, Pauci-immune vasculitis, immune
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What is claimed is:

R3

4

A compound, or salt or tautomer thereof, according to Formula (1):

R
R4
\’/\W
_|-R6
N\t,))

n
R1

Wherein

nis0, 1or2;

R is hydrogen, C4-Csalkyl, or hydroxyC,-Cjalkyl;

R' is halogen, hydroxy, C;-Csalkyl, Co-Csalkenyl, Cs-Cseycloalkyl, Ci-Cealkoxy,
haloC;-Cgalkyl, hydroxyC.-Cgalkyl, aminoC,-Cgalkyl, C-CgalkoxyC,-Cgalkyl, Cy-
CealkoxyC-Cgalkoxy, Cs-CgcycloalkylCs-Csalkoxy, haloCs-Cgalkoxy, -S(0),Cq-Cealkyl,
-CH,NHC(0)C;-Caalkyl or -OCH,C(O)R’,

pis0,1,0r2;

R?is C;-Cgalkyl, Ci-Cgalkoxy, hydroxyC,-Csalkyl or halogen;

R%is hydrogen, halogen, cyano, C-Cjalkyl, haloCy-Cyalkyl, -CHZC(O)RT, phenyl or 5
or 6 member heteroaryl having 1, 2 or 3 ring heteroatoms independently selected
from N, O or 8, wherein the phenyl or heteroaryl is optionally substituted with 0, 1, or
2 C4-Csalkyl groups, and wherein alkyl and haloalkyl optionally substituted with 0 or 1
hydroxy;

R* is phenyl, naphthyl or heteroaryl, where the heteroaryl is a five or six member
heteroaryl having 1, 2 or 3 ring heteroatoms independently selected from N, O or 5,
and where the phenyl or heteroaryl is optionally substituted by R® and further
substituted by 0 or 1 substituents selected from halogen, Cy-Cjalkyl, C~-Cjalkoxy,
hydroxy C,-C,alkyl, hydroxy, and cyanomethyl;

R®is -C(O)R®, -CH,C(O)R®, R?, -C(O)NHSO0,C-Csalkyl, -SO;NHC(O)C;-Caalkyl, -
SON(H)m(C1-Caalkyl)zm, -S0.C4-Cialkyl, cyano, halogen, hydroxyCq-Cyalkyl and 5
member heteroaryl having 1-4 ring nitrogen atoms and 0 or 1 ring sulfur or oxygen

atoms;
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mis 0, 1, or 2;

W is O or C(R%),;

R® is independently selected at each occurrence from the group consisting of
hydrogen, hydroxy, amino, mono- and di- C-Cjalkylamino, Cy-Cjalkyl, hydroxyCs-
Caalkyl, cyanoCy-Cyatkyl or C4-Cyalkoxy; or

C(R®),, taken in combination, form a spirocyclic carbocycle having 3 to 6 ring atoms;
R’ is hydroxy, C4-Caalkoxy, amino or mono- and di-C+-Cjalkylamino;

R%is hydroxy, C,-Caalkoxy, amino or a 5 to 7 member saturated heterocycle having
1, 2, or 3 ring heteroatoms independently selected from N, O or S; or

R® is mono- and di-C4-Cjalkylamino which is unsubstituted or substituted with
halogen, hydroxy or C;-Cyalkyl; and

R%is a 5 membered heteroaryl having 1 to 4 ring nitrogen atoms and 0 or 1 ring
oxygen or sulfur atoms, which heterocycle is optionally substituted by 0 to 2 Cs-

C,alkyl groups.
2. A compound of claim 1, or salt or tautomer thereof, wherein nis 1.

3. The compound of either claim 1 or claim 2, or a salt or tautomer thereof, wherein W
is CHR® or C(CH3)R®.

4, The compound of any one of claims 1 to 3, or a salt or tautomer thereof, wherein R’

is hydrogen, C,-Caalkyl, C;-C,alkoxy, or cyclopropyl.

5. The compound of any one of claims 1 to 4, or a salt or tautomer thereof, wherein R?
is methyi.
6. The compound of any one of claims 1 to 5, or a salt or tautomer thereof, wherein R®

is hydrogen, halogen or C,-C,alkyl.

7. The compound of any one of claims 1 to 6, or a salt or tautomer thereof, wherein R®
is hydrogen.
8. The compound of any one of claims 1 to 7, or salt or tautomer thereof, according to

Formula (lla) or (lIb):
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R4 R® CH,
R"'\[j/ RG
N
R? N
R1
R‘[

/
N

RZ
(lla) or R? (11b).

9. The compound of any one of claims 1 to 8, or salt or tautomer thereof, according to
Formula {llla) or (IlIb):

RS
RS
/
RS CH,
X e RS
N
R? N
R3
R1
N
H
RZ

R2
(Ifla) or (Ilib)

Wherein X is N or CH.

10. The compound of any one of claims 1 to 8, or a salt or tautomer thereof, wherein R*

is pyridin-3-yl which is substituted para to the piperidine ring with R>.

11. The compound of any one of claims 1 to 8, or a salt or tautomer thereof, wherein R*
is phenyl substituted para to the piperidine ring with R® and optionally substituted with fluoro,
methoxy, hydroxymethyl or hydroxy.

12. The compound of claim 11, or a salt or tautomer thereof, wherein R* is phenyl

substituted para to the piperidine ring with R®.
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13. The compound of any one of claims 1 to 8, or salt or tautomer thereof, according to

Formula (IVa) or (IVb):

RS RE

/
N
H
(Iva) or R? (IVb).

14.  The compound of any one of claims 1 to 13, or a salt or tautomer thereof, wherein R®
is COzH, CO;NH,, SO;NH, or tetrazolyl.

15. The compound of claim 1, or a salt or tautomer thereof, which compound is selected
from the group consisting of
w1-((5,7-dimethyl-1H-indol-4-yl)methyl)-2-phenylpiperidin-4-ol;
4-({4-methoxy-2-phenylpiperidin-1-yl)methyi)-5,7-dimethyl-1H-indole;
5,7-dimethyl-4-({2-phenyipiperidin-1-yl)methyl)-1H-indole;

1-((5, 7-dimethyl-1H-indol-4-yl)methyl}-2-phenyl-piperidin-4-yl ) methanol;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzenesulfonamide;
3-(1-((5,7-dimethyl-1H-indol-4-ylYmethyl)piperidin-2-yl)benzenesulfonamide;

4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yl)-N-methylbenzenesulfonamide;
3-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yl)-N-methylbenzenesulfonamide;

4-((2-(4-fluorophenyl)-4-methoxypiperidin-1-yl)methyl)-5,7-dimethyl-1H-indole;

(1-((5,7-dimethyl-1H-indol-4-yl)methyl)-2-phenylpiperidin-2-yl)methanol,

(4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yl)phenyl)methanol;

5,7-dimethyl-4-((2-(4-(methylsulfonyl)phenyl)piperidin-1-yl)methyl)-1 H-indole;

4-((2-(4-(2H-tetrazol-5-yl)phenyi)piperidin-1-yl)methyi)-5,7-dimethyl-1 H-indole;
1-((5,7-dimethyl-1H-indol-4-yi)methyl}-2-phenylpiperidin-4-amine;
4-(1-((5,7-dimethyi-1H-indol-4-yl)methyl)piperidin-2-yl)benzamide;
4-(1-({5-chloro-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzamide;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl}-4-methoxypiperidin-2-yl)benzamide;
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4-(4-methoxy-1-((5-methoxy-7-methyl-1 H-indol-4-yl)methyl)-4-methylpiperidin-2-

yhbenzamide;

4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)-4-hydroxypiperidin-2-yh)benzoic acid;
4-(1-{(5-chloro-7-methyl-1H-indol-4-yl)methyl)piperidin-2-ylbenzoic acid;

methyl 4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)-4-methoxypiperidin-2-yl)benzoate;
4-(1-({5-cyclopropyl-7-methyl-1H-indol-4-yhmethyl)piperidin-2-yl)-2-fluorobenzoic acid;
4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-ylymethyl)pyrrolidin-2-yl)benzoic acid;
5-(1-({5-cyclopropyl-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)picolinic acid;
4-(1-({5-cyclopropyl-7-methyl-1H-indol-4-yi)methyl)piperidin-2-y|)-3-methoxybenzoic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl )benzoic acid;
5-methoxy-7-methyl-4-{(2-(pyridin-4-yl)piperidin-1-yl)methyl}-1H-indole;
5-methoxy-7-methyl-4-((2-(pyridin-3-yl)piperidin-1-yl)methyl)-1H-indole;
3-fluoro-4-(1-((5-methoxy-7-methyl-1H-indol-4-y)methyl)piperidin-2-yl)benzoic acid;
4-(4-((5-methoxy-7-methyl-1H-indol-4-yl)methylymorpholin-3-yl)benzoic acid;
6-(1-((5-methoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)nicotinic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-4-propoxypiperidin-2-yl)benzoic acid;
4-(4-hydroxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzoic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)-3-methylbenzoic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-5-methylpiperidin-2-yl)benzoic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methy!)-4-ethylpiperidin-2-yl)benzoic acid;
2-(4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)phenyl)acetic acid;
2-(3-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)phenyl)acetic acid;
5-(1-((5-cyclopropyl-7-methyl-1H-indol-4-yhmethyl)-4-methoxypiperidin-2-yl)picolinic acid;
2-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-y|)thiazole-4-carboxylic acid;
2-(1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)-4-methylthiazole-5-carboxylic
acid;

3-(1-({5,7-dimethyl-1H-indol-4-ylYmethyl)piperidin-2-yl)benzoic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)azepan-2-yl)benzoic acid;
4-((2-(4-(1H-pyrazol-4-yl}phenyl)piperidin-1-yl )methyl)-5-methoxy-7-methyl-1H-indole;
4-((2-(4-(1H-pyrazol-3-yl)phenyl)piperidin-1-yi)methyl)-5-methoxy-7-methyl-1H-indole;
4-(1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yi}-1-naphthoic acid;
1-(2,2,2-triflucro-1-(5-methoxy-7-methyl-1H-indol-4-yl)ethyl)piperidin-2-yl)benzoic acid;
2-methoxy-4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzoic acid;
2-(1-((5,7-dimethyl-1H-indol-4-yl)methyl}-2-phenylpiperidin-4-yl)acetonitrile;
4-(1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl)-4-methylpiperidin-2-yl)benzoic acid;
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4-(4-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzoic acid;

5-(4-ethoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)picolinic acid;
4-(1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl}-4,4-dimethylpiperidin-2-yl)benzoic acid,;
4-(4-ethoxy-1-{(5-methoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)benzonitrile;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yl}benzoic acid;
4-((4-ethoxy-1-({5-methoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)benzoic acid;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)-4-methoxypiperidin-2-yl)benzoic acid;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzoic acid;
4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzoic acid;
4-(1-((5-cyclopropyi-7-methyl-1H-indol-4-yl)methyl)-4-methoxypiperidin-2-yl)benzoic acid;
4-(1-({5-cyclopropyl-7-methyl-1H-indol-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzoic acid,;
4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-yl)methyl)-4-ethoxypiperidin-2-yl)benzoic acid;
4-(5-methoxy-1-({5-methoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)benzoic acid;
4-(5-methoxy-1-({5-methoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl}benzamide;
4-(5-methoxy-1-({5-methoxy-7-methyl-1H-indol-4-yiYmethyl)piperidin-2-yl)benzoic acid;
4-(5-hydroxy-1-((5-methoxy-7-methyl-1H-indol-4-ylYmethyi)piperidin-2-yl)benzoic acid;
1-((5,7-dimethyl-1H-indol-4-yl)methyl)-N-methyl-2-phenylpiperidin-4-amine;
(4-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yl)phenyl)methanamine;
(4-(4-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)phenyl)methanol;
4-({2-(3-(2H-tetrazol-5-yl)phenyl}piperidin-1-yl)methyl}-5,7-dimethyl-1H-indole;
3-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yl)benzamide;
(3-(1-((5,7-dimethyl-1H-indol-4-yl)methyl)piperidin-2-yi)phenyl)methanol;
(4-((2-(4-(1H-tetrazol-5-yl)phenyl)-4-ethoxypiperidin-1-yl)methyl)-5-methoxy-7-methyl-1H-
indole;

4-(4-ethoxy-1-((5-methoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)-N-
(methylsulfonyl)benzamide;
4-(4-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-ylYmethyl)piperidin-2-yl)}-N-
methylbenzamide;
4-(4-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-ylYmethy!)piperidin-2-yl)}-N,N-
dimethylbenzamide;
{4-{4-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-
yl)phenyl)(morpholino)methanone;
N-(2-hydroxyethyl)-4-(4-methoxy-1-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-
yl)benzamide;
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4-(4-methoxy-1-({5-methoxy-7-methyl-1H-indol-4-yl)methyl)piperidin-2-yl)-N-{(2-

methoxyethyl)benzamide;
N-({4-(1-((5-cyclopropyl-7-methyl-1H-indol-4-yl)methyl)piperidin-2-
yl)phenyl)sulfonyllacetamide; 4-(6-((5-methoxy-7-methyl-1H-indol-4-yl)methyl)-6-
azaspiro[2.5]octan-5-yl)benzoic acid;
4-ethyl-1-{(5-methoxy-7-methyi-1H-indol-4-yl)methyl)piperidin-2-yl)benzoic acid;
ethyl 4-((28,4R)-1-{((5-methoxy-7-methyl-1H-indol-4-yl)methyl}-4-methylpiperidin-2-
yhbenzoate; ethyl 4-((2S,4S)-4-ethoxy-1-((5-methoxy-7-methyl-1H-indol-4-

yl)methyl)piperidin-2-yl)benzoate and salts, sterecisomers and tautomers thereof.

16. A pharmaceutical composition comprising one or more pharmaceutically acceptable

carriers and a therapeutically effective amount of a compound of any one of claims 1-15.

17. A combination, in particular a pharmaceutical combination, comprising a
therapeutically effective amount of the compound according to any one of claims 1-15 and a

second therapeutically active agent.

18.  Atherapeutically effective amount of the compound according to any one of claims 1-
15 for use in modulating the activity of the complement alternative pathway activity in a

subject.

19. A therapeutically effective amount of the compound according to any one of claims 1~
15 for use in the treatment of a disorder or a disease in a subject mediated by complement

activation, in particular mediated by activation of the complement alternative pathway.

20. The compound of claim 19, in which the disease or disorder is selected from the
group consisting of age-related macular degeneration, geographic atrophy, diabetic
retinopathy, uveitis, retinitis pigmentosa, macular edema, Behcet's uveitis, multifocal
choroiditis, Vogt-Koyangi-Harada syndrome, imtermediate uveitis, birdshot retino-chorioditis,
sympathetic ophthalmia, ocular dicatricial pemphigoid, ocular pemphigus, nonartertic
ischemic optic neuropathy, post-operative inflammation, retinal vein occlusion, neurological
disorders, multiple sclerosis, stroke, Guillain Barre Syndrome, traumatic brain injury,
Parkinson's disease, disorders of inappropriate or undesirable complement activation,
hemodialysis complications, hyperacute allograft rejection, xenograft rejection, interieukin-2
induced toxicity during 1l.-2 therapy, inflammatory disorders, inflammation of autcimmune
diseases, Crohn's disease, adult respiratory distress syndrome, myocarditis, post-ischemic

reperfusion conditions, myocardial infarction, balloon angioplasty, post-pump syndrome in
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cardiopulmonary bypass or renal bypass, atherosclerosis, hemodialysis, renal ischemia,

mesenteric artery reperfusion after aortic reconstruction, infectious disease or sepsis,
immune complex disorders and autcimmune diseases, rheumateid arthritis, systemic lupus
erythematosus (SLE), SLE nephritis, proliferative nephritis, liver fibrosis, hemolytic anemia,
myasthenia gravis, tissue regeneration, neural regeneration, dyspnea, hemoptysis, ARDS,
asthma, chronic obstructive pulmonary disease (COPD), emphysema, pulmonary embolisms
and infarcts, pneumonia, fibrogenic dust diseases, pulmonary fibrosis, asthma, allergy,
bronchoconstriction, hypersensitivity pneumonitis, parasitic diseases, Goodpasture's
Syndrome, pulmonary vasculitis, Pauci-immune vasculitis, immune complex-associated

inflammation, antiphospholipid syndrome, glomerulonephritis and obesity.

21. A compound of any one of claims 1-15 for use in the treatment of age related

macular degeneration.
22. A compound according to any one of claims 1-15, for use as a medicament.

23. Use of a compound according o any one of claims 1-15, in the manufacture of a
medicament for the freatment of a disorder or disease in a subject mediated by complement

activation or activation of the complement alternative pathway.

24, The use of claim 23, in which the disease or disorder is selected from the group
consisting of age-related macular degeneration, geographic atrophy, diabetic retinopathy,
uveitis, retinitis pigmentosa, macular edema, Behcet's uveitis, multifocal choroiditis, Vogt-
Koyangi-Harada syndrome, imtermediate uveitis, birdshot retino-chorioditis, sympathetic
ophthalmia, ocular dicafricial pemphigoid, ocular pemphigus, nonartertic ischemic optic
neuropathy, post-operative inflammation, retinal vein occlusion, neurclogical disorders,
multiple sclerosis, stroke, Guillain Barre Syndrome, traumatic brain injury, Parkinson's
disease, disorders of inappropriate or undesirable complement activation, hemodialysis
complications, hyperacute allograft rejection, xenograft rejection, interleukin-2 induced
toxicity during IL-2 therapy, inflammatory disorders, inflammation of autoimmune diseases,
Crohn’s disease, adult respiratory distress syndrome, myocarditis, post-ischemic reperfusion
conditions, myocardial infarction, balloon angioplasty, post-pump syndrome in
cardiopulmonary bypass or renal bypass, atherosclerosis, hemodialysis, renal ischemia,
mesenteric artery reperfusion after aortic reconstruction, infectious disease or sepsis,
immune complex disorders and autoimmune diseases, rheumatoid arthritis, systemic lupus
erythematosus (SLE), SLE nephritis, proliferative nephritis, liver fibrosis, hemolytic anemia,

myasthenia gravis, tissue regeneration, neurai regeneration, dyspnea, hemoptysis, ARDS,
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asthma, chronic obstructive pulmonary disease (COPD), emphysema, pulmonary embolisms

and infarcts, pneumonia, fibrogenic dust diseases, pulmonary fibrosis, asthma, allergy,
bronchoconstriction, hypersensitivity pneumonitis, parasitic diseases, Goodpasture's
Syndrome, pulmonary vasculitis, Pauci-immune vasculitis, immune complex-associated

inflammation, antiphospholipid syndrome, glomerulonephritis and obesity.

25, Use of a compound according to any one of claims 1-15, in the manufacture of a

medicament for the treatment of age-related macular degeneration.

26. A compound of claim 1 to 15 for use in the treatment of age-related macular
degeneration, geographic atrophy, diabetic retinopathy, uveitis, retinitis pigmentosa, macular
edema, Behcet's uveitis, multifocal choroiditis, Vogt-Koyangi-Harada syndrome,
imtermediate uveitis, birdshot retino-chericditis, sympathetic ophthalmia, ocular dicatricial
pemphigoid, ocular pemphigus, nonartertic ischemic optic neuropathy, post-operative
inflammation, retinal vein occlusion, neurological disorders, multiple sclerosis, stroke,
Guillain Barre Syndrome, traumatic brain injury, Parkinson's disease, disorders of
inappropriate or undesirable complement activation, hemodialysis complications, hyperacute
allograft rejection, xenograft rejection, interleukin-2 induced toxicity during IL-2 therapy,
inflammatory disorders, inflammation of autoimmune diseases, Crohn's disease, adult
respiratory distress syndrome, myocarditis, post-ischemic reperfusion conditions, myocardial
infarction, balloon angioplasty, post-pump syndrome in cardiopulmonary bypass or renal
bypass, atherosclerosis, hemodialysis, renal ischemia, mesenteric artery reperfusion after
aortic reconstruction, infectious disease or sepsis, immune complex disorders and
autoimmune diseases, rheumatoid arthritis, systemic lupus erythematosus (SLE), SLE
nephritis, proliferative nephritis, liver fibrosis, hemolytic anemia, myasthenia gravis, tissue
regeneration, neural regeneration, dyspnea, hemoptysis, ARDS, asthma, chronic obstructive
pulmonary disease (COPD), emphysema, pulmonary embolisms and infarcts, pneumonia,
fibrogenic dust diseases, pulmonary fibrosis, asthma, allergy, bronchoconstriction,
hypersensitivity pneumonitis, parasitic diseases, Goodpasture's Syndrome, pulmonary
vasculitis, Pauci-immune vasculitis, immune complex-associated inflammation,

antiphospholipid syndrome, glomerulonephritis and cobesity.



