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1~1(e Claim: 

1. 	compound of formula (I): 

5 

N R2 
O 	H 

O 
X 	N 

F 

Y 

O 

(I) 

wherein, 

X and Y are selected from the group consisting of hydr6 _en, methyl, fluoro, chloro, 

trifluoromethyl, methoxy, trifluoromethoxy, inorpholin-4 , 	methanone such that not two of 

10 the subtituents are hydrogen at the same time; 

R1 is H, lower alkyl or substituted alkyl; 

R2 is selected from the group comprising, hydrogen and natural an 	nnatural amino acids; 

an N-oxide of said compound, a pharmaceutically acceptable salt of sa" I compound, a solvate 

of said compound or a hydrate of said compound. 

15 

2. 	The compound in claim 1 wherein R2 is selected from the group consist ig of 

hydrogen and —C(0)CH(CH(CH3)2)NH2. 

3. 	The compound in claim 2 in which Xis —OCF3. 

20 

4. 	The compound in claim 2 in which X is morpholin-4-yl-methanone. 
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1 compound of formula (I):

5

N

o

Y

o

wherein.

X and Y are selected from the group consisting of methyl, fluoro, chloro,

trifl uoromethyl, methoxy, trifl uoromethoxy,

the subtituents are hydrogen at the same time;

Rr is H, lower alþl or substituted alkyl;

R2 is selected fiom the group comprising, hydrogen and natural

an N-oxide of said compound, a pharmaceutically acceptable salt of

of said compound or a hydrate of said compound.

2. The compound in claim I wherein RÍ is selected from the group

hydrogen and -C(O)CH(CH(CH3)z)NHz,

3. The compound in claim 2 in which X is -OCF¡.

o
X

F

10

l5

of

20

4. The compound in claim 2 in which X is morpholin-4-y1-methanone.
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5. The compound in claim 1 in which RI  is isopropyl. 

6. ' 	e compound in claim 1 which is selected from the group consisting of: 

5 (S)-2-Amt • -N-[(4-fluoro-3- (141-(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1H-indole- 

3-carbonyl]-p I eridin-4-y1}-benzylcarbamoy1)-methy11-3-methyl-butyramide hydrochloride, 

(S)-2-Amino-N-(4- 'I uoro-3-{141-(2-methoxy-ethyl)-4-(morpholine-4-carbony1)-1H-indole-3- 

carbonyil-piperidin-4-- 	)-benzy1)-3-methyl-butyramide hydrochloride, 

10 

(R)-2-Amino-N-(4-fluoro-3- 1-[1-(2-methoxy-ethyl)-4-(morpholine-4-carbony1)-1H-indole-3-

carbonyll-piperidin-4-y1}-benz,  )-3-methyl-butyramide hydrochloride, 

(S)-2-Amino-N-(4-fluoro-3- {14741 u ro-1-(2-methoxy-ethyl)-4-trifluoromethoxy-1H-indo le- 

15 3-carbonyl]-piperidin-4-y1)-benzy1)-3- 	thyl-butyramide hydrochloride, 

(S)-2-Amino-N-[(4-fluoro-3-{1[7-fluoro-14 	ethoxy-ethyl)-4-trifluoromethoxy-1H-indole- 

20 

3-carbony1]-piperidin-4-y1}-benzylcarbamoy1)-ms hyl]-3-methyl-butyramide hydrochloride, 

(R)-2-Amino-N-(4-fluoro-3-{1-[7-fluoro-1-(2-methox 	thy 1)-4-trifluoromethoxy-1H-indole- 

3-carbony1]-piperidin-4-yll-benzy1)-3-methyl-butyramide I drochloride, and 

(S)-2-Amino-N-[(S)-1-(4-fluoro-3- {1-[7-fluoro- l-(2-rnethoxy-e t y1)-4-tri fluorometho x y-111- 

indole-3-carbony1]-piperidin-4-y1}-benzylcarbamoy1)-2-methyl-pt 	y1]-3-methyl-butyramide 

25 hydrochloride. 

7. A pharmaceutical composition comprising one or more of compouns ; of formula 1 as 

recited in claim 1 in a pharmaceutically acceptable carrier. 

30 8. A pharmaceutical composition comprising one or more of compounds of for 	tla 1 as 

recited in claim 1 and one or more additional pharmaceutically active compoun 	• 

which are useful in the treatment of inflammatory diseases. 

5

wo 2011/079095 PCTruS2Or0l06t434

-37

5

6.

The compound in claim I in which Rr is isopropyl

compound in claim 1 which is sele cted from the group consisting of:

-[(4-fluoro-3- { 1-[1-(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1H-indole-

3-carbonyl ) -benzylcarbamoyl)-methyll-3 -methyl-butyramide hydroohloride,

(S)-2-Amino-N { 1 -[ I -(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1 H-indole-3 -

carbony -benzyl)-3 -methyl-butylamide hydrochloride,

(R)-2-Amino-N- -[ 1 -(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)- I H-indole-3 -

carbonyl I -piperi din-4-yl ) -methyl-butyramide hydroohloride,

(S)-2-Amino-N-(4-fl uoro-3- { 1 - [7 I -(2-methoxy-etþl)-a-trifluoromethoxy- I H- indo le-

l5 3-carbonyll-piperidin-4-yl)-benzyl)- -butyramide hydrochloride,

(S)-2-Amino-N-[(4-fl uoro-3 - { I -[7-fluoro- 1 1H-indole-

3 -carbonyll -pip eridin-4-yl ) -benzylcarbamoyl yll-3 -methyl-butyramide hydrochloride,

20 (R)-2-Amino-N-(4-fluoro-3-{1-[7-fluoro-l trifluoromethoxy- I H-indolc-

3 -carbonyll -piperidin-4-yl) -benzyl)-3 -meúyl- and

(S)-2-Amino-N-[(S)- I -(4-fl uoro-3- { 1 -[7-fluoro- I l)-4-tri fl uoromethoxy- I H-

indole-3 -carbonyll -piperidin-4-yl) -benzylc arbamoyl)-2-methy

hydrochloride.

ll -3 -methyl-b utyramid e

25

l0

A pharmaceutical composition comprising one or more of

recited in claim I in a pharmaceutically acceptable carrier.

30 8. A pharmaceutical cornposition comprising one or more of compounds of

recited in clairn 1 and one or more additional pharmaceutically active

which are useful in the treatment of inflarnrnatoty diseases.

7 of formula I as

las
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A pharmaceutical composition as recited in claim 8 in a pharmaceutically acceptable 

carrier. 

10. • e pharmaceutical composition in claim 8 wherein said one or more additional 

5 pha 	aceutically active compounds are chosen from the group consisting of known 

anti-in 	. mmatory agents. 

11.  The pharmac. tical composition in claim 10 wherein said one or more additional 

pharmaceutical! 	active compounds are chosen from the group consisting of 

10 compounds known o treat airway inflammation. 

12.  The pharmaceutical corn .sition in claim 10 wherein said one or more additional 

pharmaceutically active co 	sounds are chosen from the group consisting of 

compounds known to treat join inflammation. 

15 

13.  The pharmaceutical composition in 	:im 10, wherein the physiological condition is 

selected from the group consisting of in 1 ammatory disease, a disease of joint cartilage 

destruction, ocular conjunctivitis, vernal c • • unctivitis, inflammatory bowel disease, 

asthma, allergic rhinitis, interstitial lung disea 	, fibrosis, chronic obstructive 

20 pulmonary disease, sceleroderma, pulmonary fib 	sis, liver cirrhosis, myocardial 

fibrosis, neurofibroma, hypertrophic scar, dermatol • /lea! condition, condition related 

to atherosclerotic plaque rupture, periodontal disease, 	'abctic retinopathy, tumour 

growth, anaphylaxis, multiple sclerosis, peptic ulcer, and 	icylial viral infection. 

25 	14. The method of treatment and/or prevention of inflammatory dis ases by the 

administration one or more of the compounds of formula 1 as reci • d in claim 1. 

15. The method of treatment and/or prevention of inflammatory diseases by 	) • 

administration one or more of the compounds of formula 1 as recited in chi 	1 1 and a 

30 pharmaceutically acceptable carrier. 

5
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A pharmaceutical composition as recitecl in claim 8 in a pharmaceutically acceptable

carrier.

10. pharmaceutical cornposition in claim 8 wherein said one or more additional

active compounds are chosen frorn the group consisting of known

anti agents.

11. The cornposition in claim 10 rvherein said one or more additional

pharmaceuti active compounds are chosen from the group consisting of

compounds tr eat aimv ay infl ammation.

12. The pharmaceutical in claim 10 wherein said one or more additional

pharmaceutically active are chosen from the group consisting of

compounds known to treat

13. The pharmaceutical composition in 10, wherein the physiological condition is

selected from the group consisting of disease, a disease ofjoint cartilage

destruction, ocular conjunctivitis, vernal

asthma, allergic rhinitis, interstitial lung

inflammatory bowel disease,

fibrosis, chronic obstructive

pulmonary disease, sceleroderma, pulmonary Liver cirrhosis, myocardial

fi brosis, neurofibroma, hypertrophic scar, condition, condition related

to atherosclerotic plaque rupture, periodontal disease, retinopathy, tumour

growth, anaphylaxis. multiple sclerosis, peptic ulcer, viral infection.

25 14. The method of treatment and./orprevention of inflammatory by the

in claim 1administratjon one or more of the compouncls of formula 1 as

l5 The method of treatment and/or prevention of inflammatory diseases by

administration one or more of the compounds of formula I as recited in

pharmaceutically acceptable carrier.

landa

10

l5

20

30
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* The method of treatment and/or prevention of inflammatory diseases by the 

administration one or more of the compounds of formula 1 as recited in claim 

own anti-inflammatory agent and a pharmaceutically acceptable carrier. 

1, a 

5 
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The method of treatment and/or prevention of inflammatory diseases by the

administration one or rnore of the compounds of formula I as recited in clairn 1, a

anti-inflarnmatory agent and a pharmaceutically acceptable carrier.

5
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CLAIMS 

1. A compound of formula (I): 

N 
602 

NI---  
O 	H 

O 
X 	N 

F 

(I) 
wherein, 

X and Y are selected from the group consisting of hydrogen, methyl, fluoro, chloro, 

trifluoromethyl, methoxy, trifluoromethoxy, morpholin-4-yl-methanone such that not two of the 

subtituents are hydrogen at the same time; 

R1  is H, lower alkyl or substituted alkyl; 

R2  is selected from the group comprising, hydrogen and natural and unnatural amino acids; 

an N-oxide of said compound, a pharmaceutically acceptable salt of said compound, a 

solvate of said compound or a hydrate of said compound. 

2. The compound in claim 1 wherein R2  is selected from the group consisting of hydrogen and 

-C(0)CH(CH(CH3)2)NH2. 

3. The compound in claim 2 in which X is -OCF3. 

4. The compound in claim 2 in which X is morpholin-4-yl-methanone. 

5. The compound in claim 1 in which R1  is isopropyl. 

6. The compound in claim 1 which is selected from the group consisting of: 
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CLAIMS

1. A compound of formula (l)

1

N
2

o N-R
H

o
/

(D

wherein,

X and Y are selected from the group consisting of hydrogen, methyl, fluoro, chloro,

trifluoromethyl, methoxy, trifluoromethoxy, morpholin-4-yl-methanone such that not two of the

subtituents are hydrogen at the same time;

R1 is H, lower alkyl or substituted alkyl;

R2 is selected from the group comprising, hydrogen and natural and unnatural amino acids;

an N-oxide of said compound, a pharmaceutically acceptable salt of said compound, a

solvate of said compound or a hydrate of said compound.

2. The compound in claim 1 wherein R2 is selected from the group consisting of hydrogen and

-c(o)cH(cH(cH3)2)NH2.

3. The compound in claim 2 in which X is -OCF3

4. The compound in claim 2 in which X is morpholin-4-yl-methanone

5. The compound in claim 1 in which R1 is isopropyl

o
NX

N

F

Y

6. The compound in claim 1 which is selected from the group consisting of:
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(S)-2-Amino-N-[(4-fluoro-3-{1-[1-(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1H-indole-3-

carbonylypiperidin-4-y1}-benzylcarbamoy1)-methyl]-3-methyl-butyramide hydrochloride, 

(S)-2-Amino-N-(4-fluoro-3-{141-(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1H-indole-3-

carbonylypiperidin-4-y1}-benzy1)-3-methyl-butyramide hydrochloride, 

(R)-2-Amino-N-(4-fluoro-3-{1-[1-(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1H-indole-3-

carbonylypiperidin-4-y1}-benzy1)-3_methyl-butyramide hydrochloride, 

(S)-2-Amino-N-(4-fluoro-3-{1-[7-fluoro-1-(2-methoxy-ethyl)-4-trifluoromethoxy-1H-indole-3-

carbonyl]-piperidin-4-y1}-benzy1)-3-methyl-butyramide hydrochloride, 

(S)-2-Amino-N-[(4-fluoro-3-{1-[7-fluoro-1-(2-methoxy-ethyl)-4-trifluoromethoxy-1H-indole-3-

carbonyl]-piperidin-4-y1}-benzylcarbamoy1)-methyl]-3-methyl-butyramide hydrochloride, 

(R)-2-Amino-N-(4-fluoro-3-{1-[7-fluoro-1-(2-methoxy-ethyl)-4-trifluoromethoxy-1H-indole-3-

carbonyl]-piperidin-4-y1}-benzy1)-3-methyl-butyramide hydrochloride, and 

(S)-2-Amino-N-[(S)-1-(4-fluoro-3-{147-fluoro-1-(2-methoxy-ethyl)-4-trifluoromethoxy-1H-

indole-3-carbonyl]-piperidin-4-y1}-benzylcarbamoy1)-2-methyl-propyl]-3-methyl-butyramide 

hydrochloride. 

7. A pharmaceutical composition comprising one or more of compounds of formula 1 as 

recited in claim 1 in a pharmaceutically acceptable carrier. 

8. A pharmaceutical composition comprising one or more of compounds of formula 1 as 

recited in claim 1 and one or more additional pharmaceutically active compounds which are 

useful in the treatment of inflammatory diseases. 

9. A pharmaceutical composition as recited in claim 8 in a pharmaceutically acceptable 

carrier. 

10. The pharmaceutical composition in claim 8 wherein said one or more additional 

pharmaceutically active compounds are chosen from the group consisting of known anti-

inflammatory agents. 

11. The pharmaceutical composition in claim 10 wherein said one or more additional 

pharmaceutically active compounds are chosen from the group consisting of compounds 

known to treat airway inflammation. 

12. The pharmaceutical composition in claim 10 wherein said one or more additional 

pharmaceutically active compounds are chosen from the group consisting of compounds 

known to treat joint inflammation. 
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(S)-2-Amino-N-[(4Jluoro-3-{1-[1-(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1 H-indole-3-

carbonyll-piperidin-4-yl)-benzylcarbamoyl)-methyll-3-methyl-butyramide hydrochloride,

(S)-2-Amino-N-(4-fluoro-3-{1-[1-(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1H-indole-3-

carbonyll-piperid in-4-ylþbenzyl)-3-methyl-butyram ide hydroch loride,

(R)-2-Amino-N-(4-fluoro-3-{1-[1-(2-methoxy-ethyl)-4-(morpholine-4-carbonyl)-1H-indole-3-

carbonyll-piperid in-4-yl)-benzyl)-3-methyl-butyramide hyd roch loride,

(S)-2-Amino-N-(4-fluoro-3-{1-[7-fluoro-1-(2-methoxy-ethyl)-4-trifluoromethoxy-1 H-indole-3-

carbonyll-piperid in-4-yl)-benzyl)-3-methyl-butyramide hydrochloride,

(S)-2-Amino-N-[(4-fluoro-3-{1-[7-fluoro-1-(2-methoxy-ethyl)-4{rifluoromethoxy-1H-indole-3-

carbonyll-piperidin-4-yl)-benzylcarbamoyl)-methyll-3-methyl-butyramide hydrochloride,

(R)-2-Amino-N-(4-fluoro-3-{1-[7-fluoro-1-(2-methoxy-ethyl)-4{rifluoromethoxy-1 H-indole-3-

carbonyll-piperidin-4-yl)-benzyl)-3-methyl-butyramide hydrochloride, and

(S)-2-Amino-N-[(S)-1-(4-fluoro-3-{1-[7-fluoro-1-(2-methoxy-ethyl)-4-trifluoromethoxy-1H-

indole-3-carbonyll-piperidin-4-ylþbenzylcarbamoyl)-2-methyl-propyll-3-methyl-butyramide

hydrochloride.

7. A pharmaceutical composition comprising one or more of compounds of formula 1 as

recited in claim 1 in a pharmaceutically acceptable carrier.

8. A pharmaceutical composition comprising one or more of compounds of formula 1 as

recited in claim I and one or more additional pharmaceutically active compounds which are

useful in the treatment of inflammatory diseases.

9. A pharmaceuticalcomposition as recited in claim 8 in a pharmaceutically acceptable

carner.

10. The pharmaceuticalcomposition in claim I wherein said one or more additional

pharmaceutically active compounds are chosen from the group consisting of known anti-

inflammatory agents.

1 1. The pharmaceutical composition in claim 10 wherein said one or more additional

pharmaceutically active compounds are chosen from the group consisting of compounds

known to treat airway inflammation.

12. The pharmaceutical composition in claim 10 wherein said one or more additional

pharmaceutically active compounds are chosen from the group consisting of compounds

known to treat joint inflammation.
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13. A compound of formula I as recited in claim 1 

inflammatory diseases. 

for use in treatment and/or prevention of 

14. A compound of formula 1 according to claim 

with a pharmaceutically acceptable carrier. 

13 characterized in that it is administered 

15. A compound of formula 1 according to claim 13 characterized in that it is administered 

together with a known anti-inflammatory agent and a pharmaceutically acceptable carrier. 
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13. A compound of formula I as recited in claim 1 for use in treatment and/or prevention of

inflammatory diseases.

14. A compound of formula 1 according to claim 13 characterized in that it is administered

with a pharmaceutically acceptable carrier.

15. A compound of formula 1 according to claim 13 characterized in that it is administered

together with a known anti-inflammatory agent and a pharmaceutically acceptable carrier.


