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PATENTKRAV

1. Hemmer av histamin type 4-reseptor (H4R) for anvendelse ved behandling av tinnitus,
hvori hemmeren av H4R er valgt fra:

- 1-[(5-klor-1H-indol-2-yl)karbonyl]-4-metylpiperazin,

- 4-((3R)-3-aminopyrrolidin-1-yl)-6,7-dihydro-5H-benzo[ 6,7 ]syklohepta[ 1,2-
d]pyrimidin-2-ylamin,

- cis-4-(piperazin-1-yl)-5,6,7a,8,9,10,11,1 1a-oktahydrobenzofuro[2,3-h]kinazolin-2-
amin,

- 7-(furan-2-yl)-4-(piperazin-1-yl)kinazolin-2-amin,

- 1-(7-(2-amino-6-(4-metylpiperazin-1-yl)pyrimidin-4-yl)-3,4-dihydroisokinolin-2(1H)-
yl)-2-syklopentyletanon,

- 1-[(5-klor-1H-benzimidazol-2-yl)karbonyl]-4-metylpiperazinmaleat,

- N*-(syklopropylmetyl)-6-[(3R)-3-(metylamino)pyrrolidin-1-yl]pyrimidin-2,4-diamin,
- N*-(syklopropylmetyl)-6-[(3R)-3-(metylamino)pyrrolidin-1-yl ]pyrimidin-2,4-
diamintartrat,

- (R)-4-(3-amino-pyrrolidin-1-yl)-6-isopropyl-pyrimidin-2-ylamin,

- 2-isobutyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-isobutyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-sykloheksylmetyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-(4-fluorbenzyl)-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-syklopropyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-tert-butyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-isopropyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-(syklopropylmetyl)-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 6-(3-(metylamino)azetidin-1-yl)-2-(fenoksymetyl)pyrimidin-4-amin,

- 2-syklopropyl-6-((3R)-3-(metylamino)pyrrolidin- 1-yl)pyrimidin-4-amin,

- 2-tert-butyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-isopropyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 6-((3R)-3-(metylamino)pyrrolidin-1-yl)-2-(fenoksymetyl)pyrimidin-4-amin,

- 6-(3-aminoazetidin-1-yl)-2-isobutylpyrimidin-4-amin,

- 2-isobutyl-6-(3-metyl-3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 6-((3R)-3-aminopyrrolidin-1-yl)-2-isobutylpyrimidin-4-amin,

- 2-syklobutyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-syklobutyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,
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2-syklopentyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-syklopentyl-6-((3R)-3-(metylamino)pyrrolidin- 1-yl)pyrimidin-4-amin,
2-(2,2-dimetylpropyl)-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-(2,2-dimetylpropyl)-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,
2-(2-syklopentyletyl)-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,
2-sykloheksylmetyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-syklopropylmetyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,
2-sykloheksyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-sykloheksyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin, og
2-(4-fluorbenzyl)-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin.
Hemmeren ifelge krav 1, hvori hemmeren er:
1-[(5-klor-1H-indol-2-yl)karbonyl]-4-metylpiperazin,
4-((3R)-3-aminopyrrolidin-1-yl)-6,7-dihydro-5H-benzo[ 6,7 ]syklohepta[ 1,2-

d]pyrimidin-2-ylamin,

amin,

cis-4-(piperazin-1-yl)-5,6,7a,8,9,10,11,1 1a-oktahydrobenzofuro[2,3-h]kinazolin-2-

7-(furan-2-yl)-4-(piperazin-1-yl)kinazolin-2-amin,
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1-(7-(2-amino-6-(4-metylpiperazin-1-yl)pyrimidin-4-yl)-3,4-dihydroisokinolin-2(1H)-

yl)-2-syklopentyletanon,

1-[(5-klor-1H-benzimidazol-2-yl)karbonyl]-4-metylpiperazinmaleat,

N*-(syklopropylmetyl)-6-[(3R)-3-(metylamino)pyrrolidin-1-yl]pyrimidin-2,4-diamin,

N*-(syklopropylmetyl)-6-[(3R)-3-(metylamino)pyrrolidin-1-yl]pyrimidin-2,4-

diamintartrat,

3.

(R)-4-(3-amino-pyrrolidin-1-yl)-6-isopropyl-pyrimidin-2-ylamin, eller
2-isobutyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin.
Hemmeren for anvendelse ifolge krav 1, hvori hemmeren er:
2-1sobutyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-isobutyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,
2-sykloheksylmetyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,
2-(4-fluorbenzyl)-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-syklopropyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-tert-butyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-isopropyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
2-(syklopropylmetyl)-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,
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- 6-(3-(metylamino)azetidin-1-yl)-2-(fenoksymetyl)pyrimidin-4-amin,

- 2-syklopropyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-tert-butyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-isopropyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 6-((3R)-3-(metylamino)pyrrolidin-1-yl)-2-(fenoksymetyl)pyrimidin-4-amin,

- 6-(3-aminoazetidin-1-yl)-2-isobutylpyrimidin-4-amin,

- 2-isobutyl-6-(3-metyl-3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 6-((3R)-3-aminopyrrolidin-1-yl)-2-isobutylpyrimidin-4-amin,

- 2-syklobutyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-syklobutyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-syklopentyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-syklopentyl-6-((3R)-3-(metylamino)pyrrolidin- 1-yl)pyrimidin-4-amin,

- 2-(2,2-dimetylpropyl)-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-(2,2-dimetylpropyl)-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-(2-syklopentyletyl)-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-sykloheksylmetyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-syklopropylmetyl-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin,

- 2-sykloheksyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin,

- 2-sykloheksyl-6-((3R)-3-(metylamino)pyrrolidin- 1-yl)pyrimidin-4-amin, eller

- 2-(4-fluorbenzyl)-6-((3R)-3-(metylamino)pyrrolidin-1-yl)pyrimidin-4-amin.

4. Hemmeren for anvendelse ifolge et hvilket som helst av kravene 1 til 3, hvori hemmeren
er 2-isobutyl-6-(3-(metylamino)azetidin-1-yl)pyrimidin-4-amin.

5. Hemmeren for anvendelse ifelge krav 1 eller 2, hvori hemmeren er valgt fra:

- 1-[(5-klor-1H-indol-2-yl)karbonyl]-4-metylpiperazin,

- 4-((3R)-3-aminopyrrolidin-1-yl)-6,7-dihydro-5H-benzo[6,7]syklohepta[ 1,2-
d]pyrimidin-2-ylamin,

- cis-4-(piperazin-1-yl)-5,6,7a,8,9,10,11,1 1a-oktahydrobenzofuro[2,3-h]kinazolin-2-
amin,

- 7-(furan-2-yl)-4-(piperazin-1-yl)kinazolin-2-amin,

- 1-(7-(2-amino-6-(4-metylpiperazin-1-yl)pyrimidin-4-yl)-3,4-dihydroisokinolin-2(1H)-
yl)-2-syklopentyletanon,

- 1-[(5-klor-1H-benzimidazol-2-yl)karbonyl]-4-metylpiperazinmaleat,

- N*-(syklopropylmetyl)-6-[(3R)-3-(metylamino)pyrrolidin-1-yl]pyrimidin-2,4-diamin,
- N*-(syklopropylmetyl)-6-[(3R)-3-(metylamino)pyrrolidin-1-yl]pyrimidin-2,4-
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diamintartrat, og
- (R)-4-(3-amino-pyrrolidin-1-yl)-6-isopropyl-pyrimidin-2-ylamin.
6. Farmasegytisk sammensetning som omfatter en hemmer av H4R ifelge et hvilket som

helst av kravene 1 til 5 for anvendelse ved behandling av tinnitus.
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