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Claims

1. Use of a GABA A a5 negative allosteric modulator selected from (1,1-Dioxo-1.6-

thiomorpholin-4-y}-{6-[3-(4-fluore-phenvi-S-methvi-isoxazol-4-vimethox vi-pyridin-3-vl -methanone

P T

sevtinc- o farnals ot-eaornnatnd.odt formanla L11)
)k B ERRATRA FEET 4. I TEREETCIRART - AT N

TAOeres
rt P TR D alo alled bolanllbad e oo
H-+ i £y A % :
o3 P P
»? ehudeaoen hala allsd Talaall ez
HS-AYErOgen; BHEY HEV S
B s b e o ] bedaroenrolontlznlalad AN S Lol el in alls
W-bvarepen; : OFOE EHEH AR et EHEY 156 Yk
syikadi T N o v ke 1% 1 ; ol PO IO £ I I N, P
L% 24w B L £ 5 X % PFRYY Y § T LY TR = YERR e £ [E49 Sy
rt P N, A 1 P I A P o thaz .
WY AN ¥ s YT 154 ELE $45 MY Lepe L2 Se e 22 ] vy T REAV 3 5 Sty
RB* DT P T 5 T 0 T T R O N | sipptlensd
A M S A 1 L ST T LN Ty L TRy
6 Ve 3 Py 8
I LTI LA T CNE R R
pri
B T T D
" A lkj‘\./! s .l!9
R’ s-al
2 & . . . ~
2 137 35 tooathb o wontl, oh terormin ik ) radorraed g Il P
3 . AvpEavEys RIS i AR IR =3 s Aw R TEOTES TR Y
bt praarl _aoe IR R, ST ONPRNGE NN - o . ookl P TN R PR T
HHETOH— SRS OPROREH-S b B bt ea- vt Y TR RO G B
P DN | E 1 YU, DU
Ty XS 3% 5 2y iy

or a pharmaceutically acceptable salt thereof;

in the manufacture of a medicament for the treatment, prevention and/or delay of progression of CNS

CNE condition is selected from cognitive deficits in Down Svadrome, in autism or in

neurcfibromatosis type [ or after stroke.

2. Use according to claim 1, wherein the excessive GABAergic inhibition in the cortex and
hippocampus is caused by neurodevelopmental defects.
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3. Use according to claim 2,wherein the CNS conditions are caused by neurodevelopmental
defects which result in excessive GABAergic inhibition in the cortex and hippocampus.

4. Use according to any of claims 1 to 3, wherein said CNS condition is selected from cognitive
deficits in Down Syndrome, in autism or in neurofibromatosis type L

5. Use according to any of claims 1 to 4, wherein said CNS condition is cognitive deficits in
Down Syndrome.

6. Use according to any of claims 1 to 4, wherein said CNS condition is cognitive deficits in
autism.

7. Use according to any of claims 1 to 4, wherein said CNS condition is cognitive deficits in

neurofibromatosis type 1.

8. Use according to claim 1, wherein said CNS condition is characterized by disabilities after
stroke.
9. Use according to any of claims 1 to 8, wherein said GABA A a5 negative allosteric

modulator is binding to human GABA A a583y2 receptor subtype with a binding selectivity of a factor
of 10 or more as compared to binding affinities to human GABA A 1B2/3y2, a283y2 and a3p3y2
receptor subtypes.

10. Use according to any of claims 1 to 9, wherein said GABA A a5 negative allosteric
modulator exhibits a functional selectivity by acting as inverse agonist at human GABA A a5p3y2
receptor subtype by reducing the effect of GABA by more than 30% and in addition affecting the effect
of GABA at human GABA A a1B2/3y2, 02f3y2 and a3p3y2 receptor subtypes by less than 15%.
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+o11. A pharmaceutical composition comprising a GABA A a5 negative allosteric modulator

according to any one of claims 1 to +8-10 in a pharmaceutically acceptable form for the treatment,
prevention and/or delay of progression of cognitive deficits in Down Syndrome, in autism, in
neurofibromatosis type 1, or for recovery after stroke.

2612, A GABA A a5 negative allosteric modulator according to any one of claims 1 to +8-10 for
the treatment, prevention and/or delay of progression of cognitive deficits in Down Syndrome, in
autism, in neurofibromatosis type I, or for recovery after stroke.

2413, A GABA A o5 negative allosteric modulator according to any one of claims 1 to +&-10 for
the preparation of medicaments for the treatment, prevention and/or delay of progression of cognitive
deficits in Down Syndrome, in autism, in neuroﬁbromatosis type I, or for recovery after stroke.

Zz14.  Theuse of a GABA A o5 negative allosteric modulator according to any one of claims 1 to
+8-10 for the preparation of medicaments for the treatment, prevention and/or delay of progression of
cognitive deficits in Down Syndrome, in autism, in neurofibromatosis type I, or for recovery after
stroke.
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2315, A GABA A a5 negative allosteric modulator selected from (1,1-Doxo-1.6-thiomorpholin-4-
yh-16-13-(4-tTaoro-phenvi)-5-methvi-isoxazol-4-vimethoxv]-pyridin-3-vl L -methanone acompound-of
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or a pharmaceutically acceptable salt thereof;

for the treatment, prevention and/or delay of progression of CNS conditions related to excessive
20 GABAergic inhibition in the cortex and hippocampus, wherein said CNS condition is selected from

coenitive deficits in Down Svandrome. in autism or in newrolibromatosis tvee I or after stroke.
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2416, A GABA A o5 negative allosteric modulator according to claim 2315, wherein the excessive
GABAergic inhibition in the cortex and hippocampus is caused by neurodevelopmental defects.

517, A GABA A o5 negative allosteric modulator according to claim 2313, wherein the CNS
condition is caused by neurodevelopmental defects which result in excessive GABAergic inhibition in
the cortex and hippocampus.

2618, A GABA A o5 negative allosteric modulator according to any of claims 23-15 to 2517,
wherein said CNS condition is selected from cognitive deficits in Down Syndrome, in autism or in
neurofibromatosis type L

2219, A GABA A o5 negative allosteric modulator according to any of claims 23-15 to 2618,
wherein said CNS condition is cognitive deficits in Down Syndrome.

2820, A GABA A o5 negative allosteric modulator according to any of claims 22-15 to 2618,
wherein said CNS condition is cognitive deficits in autism.

2821, A GABA A o5 negative allosteric modulator according to any of claims 23-15 to 2618,
wherein said CNS condition is cognitive deficits in neurofibromatosis type 1.

3022, A GABA A o5 negative allosteric modulator according to claim 2315, wherein said CNS
condition is characterized by disabilities after stroke.

423, A GABA A o5 negative allosteric modulator according to any of claims 22-15 to 3622,
wherein said GABA A a5 negative allosteric modulator is binding to human GABA A a5p372 receptor
subtype with a binding selectivity of a factor of 10 or more as compared to binding affinities to human
GABA A alP2/3v2, 02p3y2 and a3p3y2 receptor subtypes.

3224, A GABA A o5 negative allosteric modulator according to any of claims 23-15 or 3423,
wherein said GABA A o5 negative allosteric modulator exhibits a functional selectivity by acting as
inverse agonist at human GABA A a5B3y2 receptor subtype by reducing the effect of GABA by more
than 30% and in addition affecting the effect of GABA at human GABA A «1p2/3y2, a2B3y2 and
a3B3y2 receptor subtypes by less than 15%.
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