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Description of the invention:

1) The present invention relates to 7-(heteroaryl-amino)-6,7,8,9-tetrahydropyrido{1,2-a}indol
acetic acid derivatives of the formula (1),

RS
R? N- R4
N
1
R Vi
CO,H

()
wherein
R" and R? represent independently of each other hydrogen, (Ci-Cy)alkyl, (Ci-Ca)alkoxy,
halogen, trifluoromethoxy or trifluoromethyl;

R® represents hydrogen, (Ci-Csalkyl, (Ci-Colatkoxy-(Co-Cslalkyl, (Ci-C4)fluoroalkyl or
(Cs-Ce)cycloalkyl~(C4-Cy)alkyl; and

R* represents a heteroaryl group which is unsubstituted or mono-, di- or tri-substituted,
wherein the substituents are independently selected from the group consisting of halogen,
(Ci-Cyalkyl, (Cs-Cs)eycloalkyl, (C-Cylalkoxy, (C-Cy)fluoroalkyl and pheny! (preferably from
halogen, (C-Cy)alkyl and (C;-C,)fluoroalkyt);

and to the salts (in particular pharmaceutically acceptable salts) of such compounds.

in another aspect, there is provided a pharmaceutical composition comprising a compound

as defined sbove, of a pharmaceutically acceptable sali thereo!l, and a pharmaceutically

acceptable carrier.

in another aspect, there is provided a compound as defined above. or a pharmagceutically

acceptable salt thereof, for use as 3 medicament.
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in_another aspect thers is provided the use of a compeund ag defined above, or a

pharmaceutically acceptable salt thereof, for the preparation of a medicament for the

prevention and/or treaiment of 2 disease sslected from the group consisting of chronic and

acute allergic/immune diseases/disorders, comprising asthma, allergic asthma, eosinophilic

asthma, severes gsthma, rhinitis, sileraic rhinilis, angicedema, insect venom alleray, drug

allergies, alleroic sinusilis, sllergic nephritis, allergic  coniunclivitis., stopic  dermaltitis,

bronchial asthma, food alieray, svstemic mast cell disorders, anaphviactic shock, urticaria,

eozema, ulcerative colitis, chronic obstructive pulmonary disease (COPD). inflammalory

bowel disease and rheumaloid arthritis; eosinophil-related diseases comprising small

vessel vasculitides like Churo-Strauss svndrome, Weaener's aranulomatosis, microscome

polvanailtis (and organ-specific subsets of the latier), hyoereosinophilic svndromss like

eosinophilic pneumonia,  sosinophilic  esophaaitis,  reflux  esophagitis,  eosinohilic

andocarditis {Loeffler's endocarditis), eosinophilis-mvalgis syndrome, eosineohilic fazciitis

eosinohilic pustular folliculitis  (Ofuil's  disease). eosinophilic  ulcers,  analolvmphoid

hyperplasia with eosinophilia (ALHE), sosinophilic cellulitis {(Wells syndrome), chronic

ecsinophilic leukemia and DRESS syndrome {Drug Rash with Eosinophilia and Systemic

Svmptoms): and basophil-related diseases, comprising basonhilic lsukemia and basophilic
leukocviosis.

The compounds of formula () according to embodiment 1) may contain one or more
stereogenic or asymmetric centers, such as one or more asymmetric carbon atoms.
Substituents at a double bond may be present in the (Z)- or (E)-configuration unless
indicated otherwise. The compounds of formula (I} may thus be present as mixtures of
sterecisomers or preferably as pure sterecisomers. Mixtures of stereocisomers may be

separated in a manner known to a person skilled in the art.

The following paragraphs provide definitions of the various chemical moieties for the
compounds according to the invention and are intended to apply uniformly throughout the
specification and claims unless an otherwise expressly set out definition provides a broader

or narrower definition.

The term “alkyl”, used alone or in combination, refers to a straight or branched chain alkyl
group containing one to four carbon atoms. The term *(C,-Cy)alkyl” (x and y each being an
integer), refers to an alkyl group as defined before containing x {o y carbon atoms. For

example a (C-C,)alkyl group contains from one to four carbon atoms. Representative
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Claims:

1. A compound of formula (1}

R1

wherein
R' and R? represent independently of each other hydrogen, (C-Cylalkyl, (Ci-Cy)alkoxy,
halogen, trifluoromethoxy or frifluoromethyl;

R® represents hydrogen, (Ci-Cgalkyl, (Cs-Cylalkoxy-(Co-Cslalkyl, (Ci-Cy)fluoroalkyl or
(Cs-Cg)eycloalkyl-(C4-Co)alkyl; and

R* represents a heteroaryl group which is unsubstituted or mono-, di- or tri-substituted,
wherein the substituents are independently selected from the group consisting of halogen,
(C4-Cylalkyl, (C5-Cg)cycloalkyl, (C4-Cy)alkoxy, (C-Cy)fluoroalkyl and phenyl;

or a pharmageutically acceptable salt of such a compound.

2. A compound according to claim 1, wherein

R' represents hydrogen, (C4-Cualkyl, (C4-Cy)alkoxy, halogen or trifluoromethoxy;
R? represents hydrogen, halogen or trifluoromethyl;

R? represents hydrogen or (C,-C,)alkyl; and

R* represents a heteroaryl group which is unsubstituted or mono- or di-substituted, wherein
the substituents are independently selected from the group consisting of halogen and (C4-
Cy)fiuoroalkyt;

or

pharmaceutically acceptabie salt of such a compound.

m

3. A compound according to claim 1, wherein

R' represents hydrogen;

R? represents hydrogen, fluoro, chioro or trifluoromethyi;
R® represents methyl; and

R* represents a heteroaryl group which is mono-substituted with fluoro or chioro, wherein
the heteroaryl group is selected from pyrimidin-2-yl, benzoxazol-2-yl and benzothiazol-2-yl;
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or a pharmaceufically acceptable salt of such a compound.

4. A compound according to any one of claims 1 to 3, wherein
R represents hydrogen;

or a pharmaceutically acceptable salt of such a compound.

5. A compound according to any one of claims 1, 2 or 4, wherein
R? represents hydrogen, halogen or trifiuoromethyt;

or a pharmaceutically acceptable salt of such a compound.

6. A compound according to any one of claims 1 fo 5, wherein
R? represents fluoro or chloro;

or a pharmaceutically acceptable salt of such a compound.

7. A compound according to any one of claims 1, 2 or 4 to 6, wherein
R® represents hydrogen or methyi;

or a pharmaceutically acceptable salt of such a compound.

8. A compound according to any one of claims 1, 2 or 4 to 7, wherein
R* represents a heteroaryl group which is mono-substituted with halogen or (Ci-
Cy)flucroalkyl;

or a pharmaceutically acceptable salt of such a compound.

9. A compound according to claim 8, wherein
the heteroaryl group is selected from pyrimidyl, benzoxazolyl and benzothiazolyt,

or a pharmaceutically scceptable salt of such a compound.

10. A compound according to claim 1 selected from the group consisting of:
2-(7+((5-chloropyrimidin-2-yl)(methyl)amino)-6,7,8,9-tetrahydropyrido[1,2-alindol-10-
yhacetic acid;
2-(7-((5-fluoropyrimidin-2-yl)}(methyl)amino)-6,7,8,9-tetrahydropyrido[1,2-alindol-10-yl)acetic
acid;

2-(7-(methyl(5~(trifluoromethyl)pyrimidin-2-yl)amino}-6,7,8,9-tetrahydropyrido[ 1,2-a}indol-
10-yhacetic acid;
2-(7-((6-fluorobenzold]thiazol-2-yl)(methyl)amino}-6,7,8,9-tetrahydropyrido[1,2-alindol-10-
yhacetic acid;
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2+(3-chloro-7-{(7-fluoroquinazolin-2-yl}(methyl)amino)-6,7,8,9-tetrahydropyrido[1,2-alindol-
10-yhacetic acid;
2-(3-chloro-7-(methyl{(2-methylquinazolin-4-yl)amino)-6,7,8,9-tetrahydropyrido[1,2-alindol-
10-ylacetic acid;
2-(3-chloro-7-((6-fluoroguinoxalin-2-yl){methylamino)-8,7,8,9-tetrahydropyrido[1,2-alindol-
10-yhacetic acid;
2-(3-chloro-7-({2,2-difluocroethyl)(5-fluorobenzoldloxazol-2-yl)amino)-6,7,8,9-
tetrahydropyrido[1,2-ajindol-10-yl)acetic acid;
2-(3-chloro-7-(ethyl(5-fluoropyrimidin-2-yl)amino)-6,7,8,9-tetrahydropyrido[1,2-ajindol-10-
ylacetic acid;
2-(3-chloro-7-{{5-fluorobenzol[dloxazol-2-yl)(isopropyl)amino)-6,7,8,9-tetrahydropyridof 1,2-
alindol-10-yl)acetic acid;
2-(3-chloro-7-{(5-fluoropyrimidin-2-yl}(2-methoxyethyl)amino)-6,7,8,9-tetrahydropyrido[1,2-
ajindol-10-yhacetic acid;
2~(3-chloro-7-((5-fluorobenzoldloxazol-2-yl)(isobutyi)amino}-6,7,8,9-tetrahydropyridof1,2-
alindol-10-yl)acetic acid;
2-(3-chloro-7-((5-flucropyrimidin-2-yl}{propyhamino)-6,7,8,9-tetrahydropyrido[1,2-alindol-
10-ylacetic acid;
2-(3-chloro-7-(ethyl(5-flucrobenzo[djoxazol-2-yl)amino)-6,7,8,9-tetrahydropyrido[1,2-
alindol-10-ylhacetic acid; and
2-(3-chloro-7-{{cyclopropylmethyl)}(5-fluoropyrimidin-2-yl)amino)-6,7,8,9-
tetrahydropyrido{1,2-ajindol-10-yhacetic acid;

or a_pharmaceutically acceptable salt of such a compound.

11. A pharmaceutical composition comprising a compound according to any one of claims
1 to 10, or a pharmaceutically acceptable salt thereof, and a pharmaceutically acceptable

carrier.

12. A compound according to any one of claims 1 to 10, or a pharmaceutically acceptable

salt thereof, for use as a medicament.

13. Use of a compound according to any one of claims 1 to 10, or a pharmaceutically
acceptable salt thereof, for the preparation of a medicament for the prevention and/or
treatment of a disease selected from the group consisting of chronic and acute
allergic/immune diseases/disorders, comprising asthma, allergic asthma, eosinophilic

asthma, severe asthma, rhinitis, allergic rhinitis, angioedema, insect venom allergy, drug



