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Patentkrav
1. Farmasgytisk sammensetning omfattende en forbindelse av formel (I) og en

farmasgytisk akseptabel eksipiens, for anvendelse i en fremgangsmate for

behandling av kreft ved modulering av en glukokortikoidreseptor, idet forbindelsen

har formelen:
RO 0.0
\\Sl/
N@ e DR
N
|
R® 1)
hvor

R'" er en heteroarylring som har fra 5 til 6 ringelementer og fra 1 til 4
heteroatomer som hvert uavhengig velges fra gruppen bestaende av N, O og
S, valgfritt substituert med 1-4 grupper som hver uavhengig velges fra R1z;
hver R'a velges uavhengig fra gruppen bestdende av hydrogen, Cis-alkyl,
halogen, Ci-s-haloalkyl, C1-s-alkoksy, C1-s-haloalkoksy, -CN, N-oksid, Cs-s-
sykloalkyl og Cs-s-heterosykloalkyl;

ring J velges fra gruppen bestdende av en sykloalkylring, en
heterosykloalkylring, en arylring og en heteroarylring, hvor heterosykloalkyl-
og heteroarylringene har fra 5 til 6 ringelementer og fra 1 til 4 heteroatomer
som hvert uavhengig velges fra gruppen bestaende av N, O og S;

hver R2 velges uavhengig fra gruppen bestdende av hydrogen, Cis-alkyl,
halogen, Cis-haloalkyl, Cis-alkoksy, Cis-haloalkoksy, C1.6-alkyl-C1-6-
alkoksy, -CN, -OH, -NR?2R?", -C(O)R?3, -C(O)OR??, -C(O)NR?2R?>, -SR?2,
-S(O)R%, -S(0)2R%, Css-sykloalkyl og Cass-heterosykloalkyl, hvor
heterosykloalkylgruppene valgfritt substitueres med 1-4 R2e-grupper;
alternativt kombineres to R2?-grupper som er forbundet med det samme
karbon, for & danne en okso-gruppe (=O);

alternativt kombineres to R2-grupper for & danne en heterosykloalkylring som
har fra 5 til 6 ringelementer og fra 1 til 3 heteroatomer som hvert uavhengig
velges fra gruppen bestdende av N, O og S, hvor heterosykloalkylringen
valgfritt substitueres med fra 1 til 3 R2d-grupper;

R22 og R2® velges hver uavhengig fra gruppen bestaende av hydrogen og Cs-

e-alkyl;
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hver R%¢ velges uavhengig fra gruppen bestaende av hydrogen, halogen,
hydroksy, C1-6-alkoksy, C1-6-haloalkoksy, -CN og -NR22R2>;

hver R2d velges uavhengig fra gruppen bestaende av hydrogen og C1-6-alkyl,
eller to R29-grupper som er festet til det samme ringatom, kombineres for &
danne (=0);

R3 velges fra gruppen bestaende av fenyl og pyridyl, hver valgfritt substituert
med 1-4 R3a-grupper;

hver R3a velges uavhengig fra gruppen bestaende av hydrogen, halogen og
C1-e-haloalkyl;

n i senket skrift er et heltall fra 0 til 3;

eller et salt derav.

2. Farmasgytisk sammensetning for anvendelse ifglge krav 1, hvor

R' er en heteroarylring som har fra 5 til 6 ringelementer og fra 1 til 4
heteroatomer som hvert uavhengig velges fra gruppen bestaende av N, O og
S, valgfritt substituert med 1-4 grupper som hver uavhengig velges fra R'2;
hver R'a velges uavhengig fra gruppen bestdende av hydrogen, Cis-alkyl,
halogen, Cis-haloalkyl, C1-s-alkoksy, Ci-s-haloalkoksy, -CN, Cs-s-sykloalkyl
og Cas-s-heterosykloalkyl;

ring J velges fra gruppen bestdende av en sykloalkylring, en
heterosykloalkylring, en arylring og en heteroarylring, hvor heterosykloalkyl-
og heteroarylringene har fra 5 til 6 ringelementer og fra 1 til 3 heteroatomer
som hvert uavhengig velges fra gruppen bestaende av N, O og S;

hver R? velges uavhengig fra gruppen bestdende av hydrogen, Cis-alkyl,
halogen, Ci-s-haloalkyl, C1-s-alkoksy, C1-s-haloalkoksy, -CN, NR?2R?*, Cg.g-
sykloalkyl og Cs-s-heterosykloalkyl, hvor heterosykloalkylgruppene valgfritt
substitueres med 1-4 R2e-grupper;

R2a og R? velges hver uavhengig fra gruppen bestaende av hydrogen og Ci-
s-alkyl;

hver R% velges uavhengig fra gruppen bestaende av hydrogen, halogen,
hydroksy, C1-s-alkoksy, Ci-6-haloalkoksy, -CN og NR?2R?2b;

R3 velges fra gruppen bestaende av fenyl og pyridyl, hver valgfritt substituert

med 1-4 R3a-grupper;
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hver R3 velges uavhengig fra gruppen bestaende av hydrogen, halogen og
C1-s-haloalkyl; og

n i senket skrift er et heltall fra 0 til 3.

3. Farmasgytisk sammensetning for anvendelse ifglge krav 1 eller 2, hvor:
(a) R! er en heteroarylring som har fra 5 til 6 ringelementer og fra 1 til 3
heteroatomer som hvert uavhengig velges fra gruppen bestaende av N, O og
S, valgfritt substituert med 1-4 grupper som hver uavhengig velges fra R'?;
hver R'@ velges uavhengig fra gruppen bestaende av hydrogen, Ci-s-alkyl,
C1-e-haloalkyl og C1-6-alkoksy;
ring J velges fra gruppen bestadende av tetrahydrofuran, fenyl og pyridyl;
hver R? velges uavhengig fra gruppen bestaende av hydrogen, Ci-6-alkyl,
halogen, Ci-s-haloalkyl, C1-s-alkoksy, C1-s-haloalkoksy, -CN, NR?2R?b, Cg.g-
sykloalkyl og Cs-s-heterosykloalkyl;
R22 og R?® velges hver uavhengig fra gruppen bestaende av hydrogen og Cs-
e-alkyl;
R3 velges fra gruppen bestaende av fenyl og pyridyl;
R3a er F; og
n i senket skrift er O eller 1; eller
(b) R' er en heteroarylring som har fra 5 til 6 ringelementer og fra 1 til 3
heteroatomer som hvert uavhengig velges fra gruppen bestaende av N, O og
S, valgfritt substituert med 1-4 grupper som hver uavhengig velges fra R'?;
hver R'a velges uavhengig fra gruppen bestaende av hydrogen, C1-6-alkyl,
C1-e-haloalkyl og C1-6-alkoksy;
ring J velges fra gruppen bestaende av fenyl og pyridyl;
hver R? velges uavhengig fra gruppen bestaende av hydrogen, halogen, C-
s-haloalkyl CN og Cs-s-heterosykloalkyl;
R3 velges fra gruppen bestaende av fenyl og pyridyl; og
R3aerF.

4. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av

kravene 1 til 3, hvor R" velges fra gruppen bestaende av
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(a) pyrrol, pyrazol, imidazol, triazol, tetrazol, furan, oksazol, isoksazol,
oksadiazol, tiofen, tiazol, isotiazol, tiadiazol, pyridin, pyrazin, pyrimidin og
pyridazin;

(b) 2-pyrrol, 3-pyrrol, 3-pyrazol, 4-pyrazol, 5-pyrazol, 2-imidazol, 4-imidazol,
5-imidazol, 1,2,3-triazol-4-yl, 1,2,3-triazol-5-yl, 1,2,4-triazol-3-yl, 1,2,4-triazol-
5-yl, 1,2,3,4-tetrazol-1-yl, 1,2,3,4,tetrazol-5-yl, 2-furan, 3-furan, 2-oksazol, 4-
oksazol, 5-oksazol, 3-isoksazol, 4-isooksazol, 5-isooksazol, 1,24-
oksadiazol-3-yl, 1,2,4-oksadiazol-5-yl, 1,2,5-oksadiazol-3-yl, 1,3,4-
oksadiazol-2-yl, 2-tiofen, 3-tiofen, 2-tiazol, 4-tiazol, 5-tiazol, 3-isotiazol, 4-
isotiazol, 5-isotiazol, 1,2,3-tiadiazol-4-yl, 1,2,3-tiadiazol-5-yl, 1,2,4-tiadiazol-
3-yl, 1,2,4-tiadiazol-5-yl, 1,2,5-tiadiazol-3-yl, 1,3,4-tiadiazol-2-yl, 2-pyridin, 3-
pyridin, 4-pyridin, pyrazin, 2-pyrimidin, 4-pyrimidin, 5-pyrimidin, 6-pyrimidin,
3-pyridazin, 4-pyridazin, 5-pyridazin og 6-pyrdazin;

(c) pyrazol, imidazol, triazol, furan, oksazol, oksadiazol, tiofen, tiazol, pyridin,
pyrazin og pyrimidin; eller

(d) 1-pyrazol, 3-pyrazol, 4-pyrazol, 5-pyrazol, 2-imidazol, 4-imidazol, 5-
imidazol, 1,2,3-triazol-4-yl, 1,2,3-triazol-5-yl, 1,2,4-triazol-3-yl, 1,2,4-triazol-5-
yl, 2-furan, 3-furan, 2-oksazol, 4-oksazol, 5-oksazol, 1,2,4-oksadiazol-3-yl,
1,2,4-oksadiazol-5-yl, 1,2,5-oksadiazol-3-yl, 1,3,4-oksadiazol-2-yl, 2-tiofen,
3-tiofen, 2-tiazol, 4-tiazol, 5-tiazol, 2-pyridin, 3-pyridin, 4-pyridin, pyrazin, 2-
pyrimidin, 4-pyrimidin, 5-pyrimidin og 6-pyrimidin.

5. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av
kravene 1, 2 og 4, hvor hver R'@ velges uavhengig fra gruppen bestaende av

hydrogen, Cis-alkyl, Cis-haloalkyl, Ci-6-alkoksy og Cs-s-heterosykloalkyl.

6. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av
kravene 1 til 5, hvor hver R'2 velges uavhengig fra gruppen bestaende av hydrogen,

metyl, etyl, trifluormetyl og metoksy.

7. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av
kravene 1, 2 og 4 til 6, hvor ring J velges fra gruppen bestaende av

(a) heterosykloalkyl, aryl og heteroaryl;
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(b) aryl og heteroaryl; eller
(c) fenyl, pyridin, imidazol, pyrazol, triazol, tetrazol, tiadiazol, isotiazol,

isoksazol, sykloheksyl, tetrahydrofuran og tetrahydro-2H-pyran.

8. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av

kravene 1 til 7, hvor ring J er fenyl eller pyridyl.

9. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av
kravene 1 og 4 til 8, hvor hver R? velges uavhengig fra gruppen bestaende av
(a) hydrogen, Cis-alkyl, halogen, Cis-haloalkyl, Ci-6-alkoksy, Ci-6-
haloalkoksy, C1-s-alkyl-C1-s-alkoksy, -CN, NR22R2b, C(O)OR?2, S(0O)2R?3, Cs-
s-sykloalkyl eller Cs-s-heterosykloalkyl, hvor heterosykloalkylgruppen har 5-6
ringelementer og 1 til 2 heteroatomer; eller
(b) hydrogen, metyl, etyl, propyl, isopropyl, F, Cl, -CFs, CH2OMe, OMe,
OCHFz2, -CN, -NMez2, -C(O)OH, -C(O)NMez2, -S(O)2Me, pyrrolidin, piperidin

eller morfolin.

10. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av

kravene 1 til 9, hvor R3 er 4-F-fenyl.

11. Farmasgytisk sammensetning for anvendelse ifglge krav 1, hvor forbindelsen

velges fra gruppen bestaende av:
(R)-(6-((6-klorpyridin-3-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((6-klorpyridin-3-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(1-metyl-1H-imidazol-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-3-yl)metanon,
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(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metyl-1,3,4-oksadiazol-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(oksazol-4-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(oksazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(furan-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiofen-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(oksazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyrimidin-2-yl)metanon,
(R)-(6-((3,5-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metoksypyridin-2-yl)metanon,
(R)-(4-etylpyridin-2-yl)(1-(4-fluorfenyl)-6-((3,4,5-trifluorfenyl)sulfonyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3,4,5-trifluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metoksypyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-fluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3-fluorbenzyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
((4aR)-1-(4-fluorfenyl)-6-((((R/S)-tetrahydrofuran-2-yl)metyl)sulfonyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(o-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
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(R)-(6-((4-etylfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-gJisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3-klorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-metoksyfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((4-klor-3-fluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-metoksyfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-g]isokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3-fluor-4-metylfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(fenylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((2-fluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((6-(trifluormetyl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-tosyl-4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-
glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((4-fluor-3-(trifluormetyl)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-4-((1-(4-fluorfenyl)-4a-pikolinoyl-4a,5,7,8-tetrahydro-1H-pyrazolo[ 3,4-
glisokinolin-6(4H)-yl)sulfonyl)benzonitril,
(R)-(1-(4-fluorfenyl)-6-((6-metoksypyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((tetrahydro-2H-pyran-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,

NO/EP3851107
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(R)-(6-(sykloheksylsulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((1-etyl-1H-pyrazol-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((3,5-dimetyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((1H-imidazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((6-morfolinopyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((6-(pyrrolidin-1-yl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-fluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-fluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-4-(((1-(4-fluorfenyl)-4a-(tiazol-2-karbonyl)-4a,5,7,8-tetrahydro-1H-
pyrazolo[3,4-g]isokinolin-6(4H)-yl)sulfonyl)metyl)benzonitril,
(R)-(1-(4-fluorfenyl)-6-((3-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(1-metyl-1H-1,2,4-triazol-5-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyrazin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((5-fluropyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-fluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
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(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metoksypyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-5-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((5-fluropyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(pyrrolidin-1-yl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-(pyrrolidin-1-yl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((5-(piperidin-1-yl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((5-(pyrrolidin-1-yl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((6-(pyrrolidin-1-yl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
((R)-1-(4-fluorfenyl)-6-((6-((R)-3-fluorpyrrolidin-1-yl)pyridin-3-yl)sulfonyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(pyrrolidin-1-yl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((5-(piperidin-1-yl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((5-(pyrrolidin-1-yl)pyridin-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(6-((4-klorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-gJisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-metoksy-3-metylfenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
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(R)-(6-((3-klor-4-metoksyfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3-fluor-4-metoksyfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((2-fluor-4-metylfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-3-((1-(4-fluorfenyl)-4a-pikolinoyl-4a,5,7,8-tetrahydro-1H-pyrazolo[3,4-
glisokinolin-6(4H)-yl)sulfonyl)benzonitril,
(R)-(6-((4-(difluormetoksy)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-(trifluormetoksy)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3,5-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-tosyl-4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-
glisokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(6-((3-(difluormetoksy)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3,4-dimetylfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3,5-dimetylfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((6-metylpyridin-2-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3,4-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3,4,5-trifluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3-klor-4-fluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
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(R)-3-((1-(4-fluorfenyl)-4a-(4-metylpikolinoyl)-4a,5,7,8-tetrahydro-1H-
pyrazolo[3,4-glisokinolin-6(4H)-yl)sulfonyl)benzonitril,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(6-((3,4-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-imidazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(6-((3,5-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3,4,5-trifluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro
1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-(metylsulfonyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-3-((1-(4-fluorfenyl)-4a-pikolinoyl-4a,5,7,8-tetrahydro-1H-pyrazolo[ 3,4-
glisokinolin-6(4H)-yl)sulfonyl)benzosyre,
(R)-(1-(4-fluorfenyl)-6-((3-(metoksymetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-metyl-3,4-dihydro-2H-pyrido[3,2-b][1,4]oksazin-7 -
yhsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-

yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((2,3,4-trifluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((6-(trifluormetyl)pyridin-2-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((6-(trifluormetyl)pyridin-2-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-

yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
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(R)-(1-(4-fluorfenyl)-6-((3-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(6-((1-etyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(6-((1,5-dimetyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-5-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(6-((4-fluor-3-metylfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon, (R)-(1-(4-fluorfenyl)-6-((4-metyl-3,4-dihydro-2H-pyrido[3,2-b]
[1,4]oksazin-7-yl)sulfonyl)-4,4a,5,6,7,8-hexahydro-1H-pyrazolo[3,4-
glisokinolin-4a-yl)(4-metylpyridin-2-yl)metanon,
(R)-(6-((2,3-dihydrobenzofuran-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-5-((1-(4-fluorfenyl)-4a-(4-metylpikolinoyl)-4a,5,7,8-tetrahydro-1H-
pyrazolo[3,4-glisokinolin-6(4H)-yl)sulfonyl)-1-metylindolin-2-on,
(R)-(1-(4-fluorfenyl)-6-((3-(metylsulfonyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(6-((1,3-dimetyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metylpyridin-2-

yl)metanon,
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(R)-(6-((2,3-dihydrobenzo[b][1,4]dioksin-6-yl)sulfonyl)-1-(4-fluorfenyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metylpyridin-
2-yl)metanon,
(R)-(6-((3-fluor-4-(trifluormetyl)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(6-((3-fluor-4-(trifluormetyl)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-3-((4a-(4-etylpikolinoyl)-1-(4-fluorfenyl)-4a,5,7,8-tetrahydro-1H-
pyrazolo[3,4-glisokinolin-6(4H)-yl)sulfonyl)benzonitril,
(R)-(4-etylpyridin-2-yl)(1-(4-fluorfenyl)-6-((6-(trifluormetyl)pyridin-2-
yhsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-
yl)metanon,
(R)-3-((1-(4-fluorfenyl)-4a-(4-metylpikolinoyl)-4a,5,7,8-tetrahydro-1H-
pyrazolo[3,4-g]isokinolin-6(4H)-yl)sulfonyl)benzosyre,
(R)-(6-((3,5-dimetylisoksazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon, (R)-(6-((1-etyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-
yl)metanon,
(R)-(1-fenyl-6-((3-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((1,3-dimetyl-1H-pyrazol-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((2-(trifluormetyl)pyridin-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)pyridin-2-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(4-metylpyridin-2-

yl)metanon,
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(R)-(1-(4-fluorfenyl)-6-((5-metyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((2-(trifluormetyl)pyridin-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((4-klor-3-(trifluormetyl)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3-klor-4-metylfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3,4-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(2-(pyrrolidin-1-yl)pyridin-4-yl)metanon,

NO/EP3851107

(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-3-yl)sulfonyl)-4,4a, 5,6,7,8-

heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((5-metyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-3-((1-(4-fluorfenyl)-4a-(4-(trifluormetyl)pikolinoyl)-4a,5,7,8-tetrahydro-
1H-pyrazolo[3,4-gJisokinolin-6(4H)-yl)sulfonyl)benzonitril,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-5-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((1,5-dimetyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-3-(trifluormetyl)-1H-pyrazol-4-yl)sulfonyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-

yl)metanon,
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(R)-(1-(4-fluorfenyl)-6-((3,4,5-trifluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-yl)metanon,
(R)-(1-(4-klorfenyl)-6-((1-metyl-1H-pyrazol-3  -yl)sulfonyl)-4,4a, 5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((1-metyl-1H-pyrazol-3-yl)sulfonyl)-1-(4-(trifluormetyl)fenyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-
yl)metanon,
(R)-(6-((3,4-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(6-((1,2-dimetyl-1H-imidazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((1,2-dimetyl-1H-imidazol-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-imidazol-2-yl)sulfonyl)-4,4a, 5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((1-etyl-1H-imidazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((1-etyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-propyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-(2-metoksyetyl)-1H-pyrazol-4-yl)sulfonyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-
yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(1-metyl-1H-pyrazol-4-yl)metanon,
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(R)-(1-(4-fluorfenyl)-6-((1-isopropyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((2-metyl-2H-1,2,3-triazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-1,2,3-triazol-5-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-1,2,3-triazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((2-etyl-2H-1,2,3-triazol-4-yl)sulfonyl)-1-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl
(R)-(6-((1-etyl-1H-1,2,3-triazol-5-yl)sulfonyl)-1-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl
(R)-(6-((1-etyl-1H-1,2,3-triazol-4-yl)sulfonyl)-1-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl
(R)-(6-((2-etyl-2H-1,2,3-triazol-4-yl)sulfonyl)-1-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl

4-fluorfenyl)-4,4a,5,6,7,8-
(pyridin-2-yl)metanon,
4-fluorfenyl)-4,4a,5,6,7,8-
(pyridin-2-yl)metanon,
4-fluorfenyl)-4,4a,5,6,7,8-
(pyridin-2-yl)metanon,
4-fluorfenyl)-4,4a,5,6,7,8-
(4-(trifluormetyl)pyridin-2-

S o\ N o~ N o~ =~

yl)metanon,
(R)-(6-((1-etyl-1H-1,2,3-triazol-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((1-etyl-1H-1,2,3-triazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((2-propyl-2H-1,2,3-triazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-propyl-1H-1,2,3-triazol-5-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-propyl-1H-1,2,3-triazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
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(R)-(1-(4-fluorfenyl)-6-((2-propyl-2H-1,2,3-triazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-propyl-1H-1,2,3-triazol-5-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-propyl-1H-1,2,3-triazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((2-isopropyl-2H-1,2,3-triazol-4-yl)sulfonyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-
yl)metanon, (R)-(1-(4-fluorfenyl)-6-((1-isopropyl-1H-1,2,3-triazol-5-
ylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-
yl)(pyridin-2-yl)metanon, (R)-(1-(4-fluorfenyl)-6-((1-isopropyl-1H-1,2,3-
triazol-4-yl)sulfonyl)-4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-g]isokinolin-
4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((1-etyl-1H-pyrazol-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-propyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-gJisokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-propyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-4-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-metoksyfenyl)-6-((3-fluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(6-((3-fluor-4-metylfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-gJisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(fenylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-

pyrazolo[3,4-gJisokinolin-4a-yl)(tiazol-2-yl)metanon,
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(R)-(6-((3-klorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(5-metylpyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(4-metylpyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(6-metylpyridin-2-yl)metanon,
(R)-(6-((4-fluor-3-(trifluormetyl)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3,4,5-trifluorfenyl)sulfonyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(6-((3-fluor-4-(trifluormetyl)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((3-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-metyltiazol-2-yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
(R)-(6-((3,4-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(6-((3,4-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
(R)-(6-((4-klor-3-fluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
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(R)-(6-((1,3-dimetyl-1H-pyrazol-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-5-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
(R)-(6-((1-etyl-1H-pyrazol-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(6-((1-etyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-propyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-tosyl-4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-
glisokinolin-4a-yl)(1-metyl-1H-imidazol-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-(m-tolylsulfonyl)-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(1-metyl-1H-imidazol-2-yl)metanon,
(R)-3-((1-(4-fluorfenyl)-4a-pikolinoyl-4a,5,7,8-tetrahydro-1H-pyrazolo[ 3,4-
glisokinolin-6(4H)-yl)sulfonyl)-N,N-dimetylbenzamid,
(R)-(6-((1-etyl-1H-pyrazol-4-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-pyridin-2-yl(1-(pyridin-3-yl)-6-((3-(trifluormetyl)fenyl)sulfonyl)-
4,4a,5,6,7,8-heksahydro-1H-pyrazolo[3,4-g]isokinolin-4a-yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-fenyl-4,4a,5,6,7,8-heksahydro-1H-
pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(3,4-difluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3,5-difluor-4-metoksyfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((6-(dimetylamino)pyridin-3-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-5-((1-(4-fluorfenyl)-4a-pikolinoyl-4a,5,7,8-tetrahydro-1H-pyrazolo[ 3,4-
glisokinolin-6(4H)-yl)sulfonyl)-)1-metylpyridin-2(1H)-on,
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(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon og
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-4-yl)metanon,

eller salter derav.

12. Farmasgytisk sammensetning for anvendelse ifglge krav 1, hvor forbindelsen

velges fra gruppen bestaende av:
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((4-(trifluormetyl)fenyl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(6-((3,4-difluorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-4-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(tiazol-2-yl)metanon,
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-gJisokinolin-4a-yl)(5-metyltiazol-2-yl)metanon,
(R)-(6-((3-fluor-4-(trifluormetyl)fenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(pyridin-2-yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-3-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon,
(R)-(1-(4-fluorfenyl)-6-((1-metyl-1H-pyrazol-5-yl)sulfonyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-

yl)metanon,
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(R)-(6-((1-etyl-1H-pyrazol-5-yl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-
heksahydro-1H-pyrazolo[3,4-glisokinolin-4a-yl)(4-(trifluormetyl)pyridin-2-
yl)metanon, eller
(R)-(6-((3,4-diklorfenyl)sulfonyl)-1-(4-fluorfenyl)-4,4a,5,6,7,8-heksahydro-
1H-pyrazolo[3,4-glisokinolin-4a-yl)(tiazol-4-yl)metanon.

13. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av
kravene 1 til 12 for anvendelse i en fremgangsmate for behandling av benkreft,
brystkreft, prostatakreft, eggstokkreft, hudkreft, hjernekreft, blaerekreft,

livmorhalskreft, leverkreft, lungekreft, leukemi, lymfom eller nevroblastom.

14. Farmasgytisk sammensetning for anvendelse ifglge et hvilket som helst av

kravene 1 til 13 for anvendelse med et ytterligere antineoplastisk middel.

15. Farmasgytisk sammensetning for anvendelse ifalge krav 14, hvor det ytterligere
antineoplastiske middel velges blant taksaner, taksol, docetaksel, paclitaxel,
actinomycin, antracykliner, doxorubicin, daunorubicin, valrubicin, bleomycin og

cisplatin.
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