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WHAT IS CLAIMED IS:

1. A compound of formula I

_Y

(t)

wherein each of substituents R1, R2, Rg and R¿ is independenently for each

instance, selected from the group consisting of hydrogen, methyl, fluoro,

chloro, trifluoromethyl, methoxy, and trifluoromethoxy such that exactly two of

the subtituents are hydrogen;

X is chosen from the group consisting of a bond, CHz and O;

Y is chosen from the group consisting of CHs and CFs;

provided that when Rr is F, Rz and Rg âtê H, R¿ is trifluoromethoxy, and X is

O, Y cannot be CH¡;

or a pharmaceutically acceptable salt, or solvate thereof.

2.The compound according to claim 1, wherein:

X is O and Y is CHs;

X is CHz and Y is CHs;

X is a bond and Y is CHs; or

X is O and Y is CFg.

3. The compound according to claim 1, wherein:

Rr is CH¡, Rz is H, Rs is Cl and R¿ is H;

Rr is CHo, Rz is F, R¡ is H and R¿ is H;

Rl is CHs, Rz is H, Rs is F and R¿ is H;

R1 is CH3, R2 is H, R¡ is H and R¿ is F;

Rr is OCFg, R2 is H, Re is H and R¿ is F;

Rl is CH3, R2 is H, R¡ is H and R+ is Cl;

Rr is F, Rz is H, Rg is H and Ra is OCF3;

Rr and R¿ âIê Cl, and Rz and Rs are Hi

R1 is Cl, Rz is H, Rs is H and R¿ is F;
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Rt is Cl, R2 is H, Rs is H and R¿ is OCFg;

Rr is OCFg, Rz is H, Rs is H and R¿ is Cl;

Rr is F, Rz is H, and R3 is H and R¿ is CFs;

Rr is OCHg, Rz is H, Rs is H and R¿ is CFs;

Rr is F, Rz is H, Ro is H and R¿ is CHs;

Rl and Rs âIê H, and R2 and R¿ are Cl;

Rr and R¿ ârê F, and Rz and Rs are H

Rr and Rs âlê H, and Rz and Ra are F;

R1 and Rz ârê H, and R3 and R4 are F; or

Rr and R¿ ârê H, and Rz and Rs âlê OCHg,

4. The compound according to claim 2, wherein:

Rt is CHs, Rz is H, Rs is Cl and R¿ is H;

R1 is CH3, R2 is F, Rg is H and R¿ is H;

Rr is CHs, Rz is H, Rs is F and R¿ is H;

R1 is CH3, R2 is H, Re is H and R¿ is F;

Rr is OCFg, Rz is H, Rg is H and R¿ is F;

Rr is CHs, Rz is H, Rs is H and R¿ is Cl;

Rr is F, R2 is H, R¡ is H and R+ is OCFg,

Rr and R¿ âlê Cl, and R2 and Rs are H;

Rr is Cl, Rz is H, Rs is H and R¿ is F;

Rr is Cl, Rz is H, Rg is H and R¿ is OCF¡;

Rr is OCFg, Rz is H, Rs is H and R¿ is Cl;

Rr is F, R2 is H, and Rg is H and R¿ is CFg;

Rr is OCHg, Rz is H, Rg is H and R¿ is CFs;

R1 is F, R2 is H, Rs is H and R¿ is CHg;

Rr and Rs âlê H, and Rz and R¿ are Cl;

Rr and R¿ âlê F, and Rz and Rs are H

Rr and R3 ârê H, and Rz and R+ are F;

Rl and Rz âre H, and Rs and R4 are F; or

Rl and Ra ârê H, and Rz and Rs âre OCHg.

5. The compound accord¡ng to claim 1 which is selected from the group

consisting of:

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1 -yl]-[5-chloro-1 -(2-

methoxy-ethyl )-7-methyl-1 H-indol-3-yll-methanone;
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[4-(5-am inomethyl-2-fl uoro-p henyl )-pi perid i n- 1 -yl]-[6-flu oro-1 -(2-

methoxy-ethyl )-7-methyl-1 H-i ndol-3-yll-methanone;

[4-(5-a m inomethyl-2-fl uoro-phenyl)-pi peridin- 1 -yl]-[s-flu oro-1 -(2-

methoxy-ethyl )-7-methyl-1 H-i ndol-3-yll-methanone;

[4-(5-a m inomethyl-4-fl uoro-phenyl)-pi perid in-l -yl]-[5-fl u oro-1 -(2-

methoxy-ethyl )-7-methyl-1 H-i ndol-3-yll-methanone ;

[4-(5-am inomethyl-2-fl uoro-phenyl)-pi perid in- 1 -yl]-[4-flu oro-1 -(2-

methoxy-ethyl )-7-trifl uoromethoxy- 1 H-i ndol-3-yll-methanone ;

[4-(5-am inomethyi-2-fl uoro-phenyl)-pi perid in- 1 -yl]-[4-chloro-1 -(2-

methoxy-ethyl )-7-methyl-1 H-i ndol-3-yll-methanone ;

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1-yl]-(1-butyl-7-fluoro-4-

trifluoromethoxy-1 H-indol-3-ylþmethanone; hydrochloride;

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin -1-yll-14,7-dichloro-1-(2-

methoxy-ethyl )- 1 H-indol-3-yll-metha none hyd roch loride;

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1-yl]-[7-chloro-4-fluoro-

1 -(2-methoxyethyl)-1 H-indol-3-yll-methanone hydrochloride;

[4-(5-a m inomethyl-2-fluoro-phenyl )-pi peridi n- 1 -yl]-[7-chloro- 1 -(2-

methoxy-ethyl )-4'trifluoiomethoxy- 1 H-i ndol-3-yll-metha none

hydrochloride;

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1-yl]-(1-propyl-7-fluoro-

4-trifl uoromethoxy- 1 H-i ndol-3-yl )-metha none; hyd roch loride ;

[4-(5-a m i nomethyl-2-fluoro-phenyl)-piperid i n-1 -yl]-[a-chloro-1 -(2-

methoxy-ethyl )-7-trifl uoromethoxy-1 H-indol-3-yll-methanone

hydrochloride;

[4-(5-ami nomethyl-2-fluoro-phenyl)-pi perid in-1 -yl]-[7-flu oro-1 -(2-

methoxy-ethyl )-4-trifl uoromethyl-1 H-i ndol-3-yll-metha none

hydrochloride;

[4-(5-am inomethyl-2-fl uoro-phenyl)-pi perid in-1 -yl]-[7-m ethoxy-1 -(2-

methoxy-ethyl )-4-trifl uoromethyl- 1 H-i ndol-3-yll-methanone

hydrochloride;

[4-(5-a m inomethyl-2-fluoro-phenyl )-pi peridi n- 1 -yl]-[7-flu oro-1 -(2-

methoxy-ethyl)-4-methyl-1 H-indol-3-yll-methanone hydrochloride;

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1-yl]-[4,6-dichloro-1-(2-

methoxy-ethyl)-1 H-indol-3-yll-methanone hydrochloride;
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[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin -1-yll-14,7-difluoro-1-(2-

methoxy-ethyl)-1 H-indol-3-yll-methanone;

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1-yl]-[4,6-difluoro-1-(2-

methoxy-ethyl )-1 H-indol-3-yll-methanone hydrochloride;

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1-yl]-[4,5-difluoro-1-(2-

methoxy-ethyl)-1 H-indol-3-yll-methanone hydrochloride;

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1-yl]-[5,6-dimethoxy-1-

(2-methoxyethyl þ1 H-indol-3-yll-methanone hydrochloride;

[4-(5-ami nomethyl-2-fluoro-phenyl)-pi peridi n-1 -yl]-[7-flu oro-4-

trifluoromethoxy- 1 -(2-trifl uoromethoxy-ethyl )-1 H-i ndol-3-yll-

methanone; and

[4-(5-aminomethyl-2-fluoro-phenyl)-piperidin-1-yl]-[4-fluoro-7-methyl-

1 -(2-trifluoromethoxy-ethyl )- 1 H-indol-3-yll-metha none.

6. A compound according to Claim 1 for use in treatment of a physiological

condition in need of amelioration by inhibition of tryptase, wherein the

physiological condition is selected from the group consisting of inflammatory

disease, a disease oljoint cartilage destruction, ocular conjunctivitis, vernal

conjunctivitis, inflammatory bowel disease, asthma, allergic rhinitis, interstitial

lung disease, fibrosis, chronic obstructive pulmonary disease, sceleroderma,

pulmonary fibrosis, liver cirrhosis, myocardial fibrosis, neurofibroma,

hypertrophic scar, dermatological condition, condition related to

atherosclerotic plaque rupture, periodontal disease, diabetic retinopathy,

tumour growth, anaphylaxis, multiple sclerosis, peptic ulcer, and syncytial viral

infection.

7. A compound according to Glaim 6 for use in treatment of a physiological

condition in need of amelioration by inhibition of tryptase, wherein the

physiological condition is inflammatory disease.

8. A compound according to Claim 7 for use in treatment of a physiological

condition in need of amelioration by inhibition of tryptase, wherein the

inflammatory disease is joint inflammation, inflammatory bowel disease,

arthritis, rheumatoid arthritis, rheumatoid spondylitis, gouty arthritis, traumatic

arthritis, rubella arthritis, psoriatic arthritis, asthma or osteoarthritis.



L25

9. A compound according to Claim 7 for use in treatment of a physiological

condition in need of amelioration by inhibition of tryptase, wherein the

inflammatory disease is inflammatory bowel disease.

10. A compound according to Claim 6 for use in treatment of a physiological

condition in need of amelioration by inhibition of tryptase, wherein the

physiological condition is COPD.

11. A compound according to Claim 6 for use in treatment of a physiological

condition in need of amelioration by inhibition of tryptase, wherein the

physiological condition is asthma.

12. A compound according to Claim 6 for use in treatment of a physiological

condition in need of amelioration by inhibition of tryptase, wherein the

physiological condition is a dermatological condition.

13. A compound according to Claim 12for use in treatment of a physiological

condition in need of amelioration by'inhibition of tryptase, wherein the

dermatological condition is selected from atopic dermatitis, psoriasis and

eczema

14. A pharmaceutical composition comprising a therapeutically effective

amount of a compound of Claim 1 and a pharmaceutically acceptable carrier

thereof.


