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1
Patentkrav
1. Forbindelse pa formelen (I):
Ry

HN
HN
N
Re~ - N
N J\ .R;
Nl ™o
F D
der:

Ri, R3 0g R4 hver er individuelt valgt blant hydrogen og metyl;
Rz er valgt blant hydrogen, metyl og -CH2CH20H;
nerleller2;

Rs er valgt blant metyl, etyl og -CH20Rs;

Re er valgt blant metyl, klor og fluor;

R er valgt blant metyl, etyl og syklopropyl; og

Rs er valgt blant metyl, etyl og benzyl;

eller et farmasgytisk akseptabelt salt av dette.

2. Forbindelse ifglge krav 1, der hver av Ri-R4 er uavhengig valgt blant hydrogen og
metyl.

3. Forbindelse ifglge kravene 1-2, der Ri, R3 0g R4 alle er hydrogen.

4, Forbindelse ifglge kravene 1-3, der Rz er metyl.

5. Forbindelse ifglge krav 1, der Rs er metyl eller -CH20Rs.

6. Forbindelse ifglge kravene 1-5, der Rs er metyl.

7. Forbindelse ifglge krav 1, der Re er et metyl eller et fluoratom.

8. Forbindelse ifglge kravene 1-7, der Rs er et fluoratom.

9. Forbindelse ifglge krav 1, der R7 er metyl.
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10. Forbindelse ifglge krav 1, som har strukturen pa formelen (Ia):

R1a RZa

() \
Nn\‘X\RQ,a
0o

HN
HN
N
R68 Z N
NS J\ /R7a
N” "N 5SS
H oo
formel (Ia)

der:

Ria, R3a 0g R4a hver er individuelt valgt blant hydrogen og metyl;
R2a er valgt blant hydrogen, metyl og -CH2CH20H;

nerleller?2;

Rsa er valgt blant metyl, etyl og -CH20Rsa;

Rea er valgt blant metyl, klor og fluor;

R7a er valgt blant metyl, etyl og syklopropyl; og

Rsa er valgt blant metyl, etyl og benzyl;

eller et farmasgytisk akseptabelt salt av dette.

11. Forbindelse ifglge krav 1, som har strukturen pa formelen (Ib):

Reb~ 2 N
NS J\ Rz
N" N >S5
H oo

F

formel (Ib)

der:

Rsp er valgt blant metyl, etyl og -CH20Rsp;
Reb er valgt blant metyl, klor og fluor;

R7b er valgt blant metyl, etyl og syklopropyl; og

NO/EP3571192
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Rsb er valgt blant metyl, etyl og benzyl;

eller et farmasgytisk akseptabelt salt av dette.

12. Forbindelse ifglge krav 1, valgt blant:
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yD)-2-(4-(2-hydroksyetyl)piperazin-1-yl)propanamid;
(R)-N-(3-(2-(2-fluor-3-(metylsulfonyl)fenylamino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yl)-2-(4-metylpiperazin-1-yl)propanamid;
(R)-N-(3-(2-(3-(etylsulfonyl)-2-fluorfenylamino)-5-metylpyrimidin-4-yl)-1H-indol-7-yl)-
2-(4-metylpiperazin-1-yl)propanamid;
(R)-N-(3-(2-(3-(syklopropylsulfonyl)-2-fluorfenylamino)-5-metylpyrimidin-4-yl)-1H-
indol-7-yl)-2-(4-metylpiperazin-1-yl)propanamid;
(R)-N-(3-(5-klor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
yl)-2-(4-metylpiperazin-1-yl)propanamid;
(S)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yl)-2-(4-metylpiperazin-1-yl)propanamid;
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yD-2-((3S, 55)-3,4,5-trimetylpiperazin-1-yl)propanamid;
(R)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
yD-2-((3S,5S5)-3,4,5-trimetylpiperazin-1-yl)propanamid;
(R)-2-((3S,5S)-3,5-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(S)-2-((3S,5S)-3,5-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(R)-2-((3S,5S)-3,5-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(S)-2-((3S,5S)-3,5-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(S)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yl)-2-(4-metylpiperazin-1-yl)butanamid;
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
y)-2-(4-metylpiperazin-1-yl)butanamid;
(S)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
y1)-3-metoksy-2-(4-metylpiperazin-1-yl)propanamid;
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
y)-3-metoksy-2-(4-metylpiperazin-1-yl)propanamid;
(R)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
yl)-2-(4-metyl-1,4-diazepan-1-yl)butanamid;
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(S)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
yD)-2-(4-metyl-1,4-diazepan-1 -yl)butanamid;
(S)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
y)-2-((3S,5S)-3,4,5-trimetylpiperazin-1-yl)butanamid;
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yD-2-((3S,5S)-3,4,5-trimetylpiperazin-1-yl)butanamid;
(S)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
y)-3-metoksy-2-((3S,5S)-3,4,5-trimetylpiperazin-1-yl)propanamid;
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yl)-3-metoksy-2-((3S,5S)-3,4,5-trimetylpiperazin-1-yl)propanamid;
(S)-N-(3-(5-fluor-2-(2-fluor-3-(metylsulfonyl)fenylamino)pyrimidin-4-yl)-1H-indol-7-yl)-
2-((3S,5S5)-3,4,5-trimetylpiperazin-1-yl)butanamid;
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yl)-2-(piperazin-1-yl)propanamid;
(S)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yl)-2-(piperazin-1-yl)propanamid;
(R)-2-((3R,5R)-3,5-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(S)-2-((3R,5R)-3,5-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(S)-2-((3R,5R)-3,5-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-yl)-3-
metoksypropanamid;

(R)-2-((3R,5R)-3,5-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-yl)-3-
metoksypropanamid;
(S)-2-((3R,5R)-3,5-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(R)-2-((3R,5R)-3,5-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(S)-2-((3R,5R)-3,5-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)-3-metoksypropanamid;
(R)-2-((3R,5R)-3,5-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)-3-metoksypropanamid;
(S)-N-(3-(5-fluor-2-(2-fluor-3-(metylsulfonyl)fenylamino)pyrimidin-4-yl)-1H-indol-7-yl)-
3-metoksy-2-(4-metylpiperazin-1-yl)propanamid;
(R)-N-(3-(5-fluor-2-(2-fluor-3-(metylsulfonyl)fenylamino)pyrimidin-4-yl)-1H-indol-7-yl)-
3-metoksy-2-(4-metylpiperazin-1-yl)propanamid;
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(S)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yD)-2-(4-metyl-1,4-diazepan-1-yl)butanamid;
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
yl)-2-(4-metyl-1,4-diazepan-1-yl)butanamid;
(R)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
y)-2-(4-metylpiperazin-1-yl)butanamid;
(S)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
y)-2-(4-metylpiperazin-1-yl)butanamid;
(S)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
yl)-3-metoksy-2-((3S,5S)-3,4,5-trimetylpiperazin-1-yl)propanamid;
(R)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
yl)-3-metoksy-2-((3S,5S)-3,4,5-trimetylpiperazin-1-yl)propanamid;
(R)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
y)-3-metoksy-2-(4-metyl-1,4-diazepan-1-yl)propanamid;
(S)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-1H-indol-7-
y)-3-metoksy-2-(4-metyl-1,4-diazepan-1-yl)propanamid;
(S)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
yl)-3-metoksy-2-(4-metyl-1,4-diazepan-1-yl)propanamid;
(R)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
yl)-3-metoksy-2-(4-metyl-1,4-diazepan-1-yl)propanamid;
(R)-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-
y)-2-(4-metyl-1,4-diazepan-1-yl)propanamid;
(S)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(R)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(R)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(S)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(R)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(S)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(R)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(S)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)-3-metoksypropanamid;
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(R)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)-3-metoksypropanamid;
(S)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)-3-metoksypropanamid;
(R)-2-((R)-2,4-dimetylpiperazin-1-yl)-N-(3-(5-fluor-2-((2-fluor-3-
(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-indol-7-yl)-3-metoksypropanamid;
(R)-2-((S)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(S)-2-((S)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)propanamid;
(R)-2-((S)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(S)-2-((S)-2,4-dimetylpiperazin-1-yl)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-
metylpyrimidin-4-yl)-1H-indol-7-yl)butanamid;
(R)-3-etoksy-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-yl)-
1H-indol-7-yl)-2-(4-metylpiperazin-1-yl)propanamid;
(R)-3-etoksy-N-(3-(5-fluor-2-((2-fluor-3-(metylsulfonyl)fenyl)amino)pyrimidin-4-yl)-1H-
indol-7-yl)-2-(4-metylpiperazin-1-yl)propanamid;
(R)-3-(benzyloksy)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-
y)-1H-indol-7-yl)-2-(4-metylpiperazin-1-yl)propanamid;
(S)-3-(benzyloksy)-N-(3-(2-((2-fluor-3-(metylsulfonyl)fenyl)amino)-5-metylpyrimidin-4-
yl)-1H-indol-7-yl)-2-(4-metylpiperazin-1-yl)propanamid;
(R)-N-(3-(5-fluor-2-(2-fluor-3-(metylsulfonyl)fenylamino)pyrimidin-4-yl)-1H-indol-7-yl)-
3-metoksy-2-(piperazin-1-yl)propanamid; og
(S)-N-(3-(5-fluor-2-(2-fluor-3-(metylsulfonyl)fenylamino)pyrimidin-4-yl)-1H-indol-7-yl)-
3-metoksy-2-(piperazin-1-yl)propanamid;

eller et farmasgytisk akseptabelt salt av dette.

13. Forbindelse ifglge krav 1, som er  (R)-N-(3-(5-fluor-2-(2-fluor-3-
(metylsulfonyl)fenylamino)pyrimidin-4-yl)-1H-indol-7-yl)-3-metoksy-2-(4-

metylpiperazin-1-yl)propanamid eller et farmasgytisk akseptabelt salt av dette.

14. Forbindelse ifglge krav 1, som er (R)-N-(3-(5-fluor-2-(2-fluor-3-
(metylsulfonyl)fenylamino)pyrimidin-4-yl)-1H-indol-7-yl)-3-metoksy-2-(4-

metylpiperazin-1-yl)propanamid.
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15. Forbindelse ifglge krav 1, som er et farmasgytisk akseptabelt salt av (R)-N-(3-(5-
fluor-2-(2-fluor-3-(metylsulfonyl)fenylamino)pyrimidin-4-yl)-1H-indol-7-yl)-3-metoksy-
2-(4-metylpiperazin-1-yl)propanamid.

16. Farmasgytisk sammensetning som omfatter forbindelse ifglge kravene 1-15, eller
et farmasgytisk akseptabelt salt av dette og et farmasgytisk akseptabelt

fortynningsmiddel, hjelpestoff eller en farmasgytisk akseptabel baerer.

17. Forbindelse ifglge kravene 1-15, eller et farmasgytisk akseptabelt salt av dette, til
bruk for 8 behandle en JAK1-relatert lidelse, der den JAK1-relaterte lidelsen er valgt blant
type 1-diabetes, lupus, multippel sklerose, revmatoid artritt, psoriasis, astma, atopisk
dermatitt, autoimmune tyreoidlidelser, ulcergs kolitt, Crohns sykdom, COPD, vitiligo og

alopecia areata.

18. Farmasgytisk sammensetning som omfatter forbindelse ifglge et av kravene 1-15,
eller et farmasgytisk akseptabelt salt av dette, til bruk for & behandle en JAK1-relatert
lidelse, der den JAK1-relaterte lidelsen er valgt blant type 1-diabetes, lupus, multippel
sklerose, revmatoid artritt, psoriasis, astma, atopisk dermatitt, autoimmune

tyreoidlidelser, ulcergs kolitt, Crohns sykdom, COPD, vitiligo og alopecia areata.
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