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CLAIMS

1. A compound of formula (1), or a pharmaceutically acceptable sait thereof,

~
) E;” E,
R, N X, ,)\
\n/ \]// ! N NH,
1,
5 x e 0

in which
either

X1is CRyor N;

Xais CRaor N;

X4is CRsor N;

Xz is CRsor N;

wherein at least one of X4, X;, Xy and X5 is N agll not more than 2 of X4, X3, X5 and X5
are N;

or

Xiis CRyorN;

X3is CR3, NorS;

X4 is a bond;

XsisCRs,NorS;

wherein at least one of X, X/and X5 is N or S, not more than 2 of X;, X; and X5 are N
and not more than 1 of X; and Xsfre S;

R, is hydrogen, cyano,
(C1.g)alkoxy, (Cs.g)alkylthio,
s)alkoxy, (Cq.glalkoxy-(C,
g)alkylthio-(Cq.g)alkylthi

Rz is an aryl,

logen, (C1.s)alkyl, halogen-(C+.s)alkyl, (Cis)alkoxy, halogen-
logen-(Ci.g)alkylthio, (Cq.s)alkoxy-(Cqs)alkyl, (C1.s)alkoxy-(C.
alkylthio, (C,.g)alkylthio-(C4.)alkyl, (Cs)alkylthio-(C4.g)alkoxy, (C,.
(Cag)alkenyl, or (Ca.s)alkynyl:

eteroaryl or ncn-aromatic heterocyclyl group Gy, which group Gy is
optionally substityfed by 1, 2, 3 or 4 substituents independently selected from the group,

consisting of cyAno, amino, amino-(C.g)alkyl, N-(C4.4)alkyl-amino-(C,.g)alkyl, N,N-di(C,.

s)alkylthio, (Cz.s)alkenyl, (Cz.s)alkynyl, (Czs)alkenoxy, (Cas)alkynoxy and a (C,.
s)cycloalkyl, aryl, heteroaryl or non-aromatic heterocyclyl group G, which group G; is
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optionally substituted by 1, 2, 3, or 4 substituents independently selected from the group,

consisting of cyano, aminocarbonyl, halogen, (C1.g)alkyl, halogen-(Cis)alkyl, hydroxy,

(C1.g)atkoxy, (Cq.g)alkylthio-(C1.g)alkylthio, (Ca.g)alkenyl and (Ca.g)alkynyl;
Ra is hydrogen, cyano, halogen, (Ci.g)alkyl, halogen-(C+.g)alkyl, (C1.5)ajloxy; halogen-
(Cig)alkoxy, (Cis)alkylthio, halogen-(Ci.s)alkylthio, (Ci.s)alkoxy-(Cq.s)alkyl,
g)alkoxy, (Cq.g)alkoxy-(Cq.g)alkylthio, (Cy.g)alkylthio-(C4.s)alkyl, (Cy.g)alkyl
s)alkylthio-(Ci.s)alkylthio, (Ca.s}alkenyl, or (Cag)alkynyl;

R4 is hydrogen, cyano, halogen, (Cig)alkyl, halogen-(Ci.¢)a
(C1e)alkoxy, (C.g)alkylthio, halogen-(Cq.g)alkylthio, (Cy.s)alkoxy-
a)alkoxy, (Cq.alalkoxy-(Cq.g)alkylthio, (Cq.5)alkylthio-(C4.s)alkyl,
slalkylthio-(Cq.g}alkylthic, {Czg)alkenyt, or (Cos)alkynyl;

Rs is hydrogen, cyano, halogen, (Cq.g}alkyl, halogln-(C..g)alkyl, (Ci.g)alkoxy, halogen-
(Ci.s)alkoxy, (Cy.g)alkylthio, halogen-(C..g)alkylthio, (Céls)alkoxy-(C1.s)alkyl, (C.g)alkoxy-(C.
g)alkoxy, (Cqg)alkoxy-(Cy.g)alkylthio, (C4.g)alkylthio-g 4 g)alkyl, (Cg)alkylthio-(C.s)alkoxy, (Cs.
g)alkylthio-(Cq.g)alkylthio, (C..g)alkenyl, or (Co.s)ajfynyl;

r.g)alkoxy-(Ci.
0-(Cy.p)alkoxy, (C,.

I, (Cqs)alkoxy, halogen-
1e)alkyl, (Cqg)alkoxy-(Cy.
i-e)alkylthio-(C4.g)alkoxy, (Cy.

or
R4 and Rs, taken together, are -C(Hy&C (H}-C{H)=C(H)- or a (C.s)alkylene group, in
which (Cy.s)alkylene group 1 or 2 -CH»- ghig members are optionally replaced with hetero ring
members independently selected frorgfthe group, consisting of -N(H)-, -N[(C.g)alkyl]-, -O-, -
S-, -S(=0)- or -S(=0)-,;

R is (C1.g)alkyl, halogenf.s)alkyl, hydroxy-(Cq.g)alkyl, (Ci.g)alkoxy-(Cq.g)alkyl,
thio-(C4.g)alkyl, amino-(C.g)alkyl, N-(C;.4)alkyl-amino-(C,.

o-(Cys)alkyl, (Cas)alkenyl, or (Ca.g)alkynyl:

mercapto-{C.g)alkyl, (Cs.g)al
galkyl, N,N-di(C4.4)alkyl-amy
or
Rs and Rg, ta
CHo.- ring member j£ optionally replaced with a hetero ring member independently selected
nsisting of -N(H)-, -N[(C1.s)alkyl]-, -O-, -S-, -S{=0)- or -S(=0),-;
(R7)(Rs)-, or -C(R7)(Re)-C(Re{Ru0)-;
if -C(R11)(Riz)-, or -C(R11)(R12)-C{(R13}(R14)-;

together, are a (C;.4)alkylene group, in which (Cy.4)alkylene group 1 -
from the group,

E;is -

each of Ry and Rj is independently selected from the group, consisting of hydrogen,

cygho, halogen, (Cy.g)alkyl, halogen-(Cy.s)alkyl, {Cqs)alkoxy-(Ci.e)alkyt and (Cy.s)alkylthio-(Cy.
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R+ and R, taken together, are oxo or -CH2-CH»-;

either

each of Ry and R4 is independently selected from the group, consisting of hydgfgen,
cyano, halogen, (C.g)alkyl, halogen-(Cy.g)alkyl, (Cq.)alkoxy-(Cy.g)alkyl and (C, s}alkyhhio-(C,.
s)alkyl;

or

Rg and Ry, taken together, are oxo or -CH,-CH,-;

either

each of Ry, and Rz is independently selected from the group, ghnsisting of hydrogen,
cyano, halogen, (C1.g)alkyl, halogen-(Cy.g)alkyl, (Cis)alkoxy-(Cy.s)alihl and (Cq.s)alkylthio-(C1.
g)alkyl;

or

Ry1 and R4z, taken together, are oxo or -CR5R4-C

wherein Rqs, Rig, R4y and Rys are independeantly sghected from hydrogen and fluoro;

and

gither

each of Ry and Ry, is independently selegled from the group, consisting of hydrogen,
cyano, halogen, (Cr.s)alkyl, halogen-(Cy.g)alkyl AC1.s)alkoxy-(C+.g)alkyl and (C1.s)alkylthio-(C.
s)alkyl;

or

Ris and Ry4, taken together, argfoxo or -CH»-CHo-.
2. A compound according to Claigf 1, or a pharmaceutically acceptable salt thereof, wherein

R; is hydrogen.

3. A compound accordingfo Claim 1, or a pharmaceutically acceptable salt thereof, wherein
Rz is a 5- or 6-memberg#d hetercaryl group in which struciure 1, 2, 3, or 4 ring members are
hetero ring membergfindependently selected from the group consisiting of a nitrogen ring

member, an oxy ring member and a sulfur ring member, which group is optionally
substituted by & 2, 3 or 4 substituents independently selected from the group, consisting of

cyano, aminy, aminocarbonyl, thiocarbamoyl, halogen, (C4.4)alkyl, halogen-(C4.4)alkyl,

s)alkenoxy, and (Ca.4)alkynoxy.
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4. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, wherein

Rs is hydrogen.

5. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, yherein
Xiis CHorN;
X3is CH or N;
X4is CR40r N;
X5 is CRs;

wherein cne and not more than one of X4, X; and X, is N;.

8. A compound according to Claim 1, or a pharmaceutically accepfable salt thereof, wherein

R, is hydrogen, or halogen; and Rs is hydrogen, or halogen.

7. A compound according to Claim 1, or a pharmaceuticalff acceptable salt thereof, wherein
Rs is (Cy.a)alkyl, or halogen-(Cqs)alkyl.

8. A compound according to Claim 1, or a pharmgfeutically acceptable salt thereof, wherein
E; is -C(R7)(Rs)- and

either

each of R; and R is hydrogen;

or

R7 and Rg, taken together, are oxo.

9. A compound according to Clgfm 1, or a pharmaceutically acceptable salt thereof, wherein
Ez is -C(R11){(R12)- and

either

each of Ry, and Ry, is igllependently selected from the group, consisting of hydrogen, (C.
s)alkyl and halogen-(;.5)alky!;

or

R11 and Ry, takén together, are oxo.

pyfidin-2-yl]-amide;
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5-Chloro-pyridine-2-carboxylic acid [6-(5-aming-3-fluoromethyl-3,6-dihydro-2H-[1,4]oxazj-3-
y)-pyridin-2-yl}-amide;

5-Bromo-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethyl-3,6-dihydro-2H-[1,4)5xazin-3-
y)-pyridin-2-yll-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethyl-3,6-djfiydro-2H-
i1,4]oxazin-3-yb)-pyridin-2-yl]-amide;

4 6-Dideutero-5-chloro-3-trideuteromethyl-pyridine-2-carboxylic acid [6-(%amino-3-
fluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yl]-amide;
5-Thiocarbamoyl-pyridine-2-carboxylic acid [6-(5-amino-3-fiuorometjfyl-3,6-dihydro-2H-
[1,4]oxazin-3-y)-pyridin-2-yll-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dynethyl-6-triflucro-methyl-3,8-
dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yl]-amide;

5-Cyano-pyridine-2-carboxylic acid [6-{5-amino-3,6-dimetjfyl-6-trifluoromethyl-3 8-dihydro-
2H-[1,4]oxazin-3-yl}-pyridin-2-yl]-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-arfino-3,6-dimethyl-8-trifluoromethyl-3,6-
dihydro-2H-[1 d4]Joxazin-3-yl}-5-fluoro-pyridin-2-yl]-g#nide;
4,6-Dideutero-5-chloro-3-trideuteromethyl-pyridjie-2-carboxylic acid [4-(5-amino-3-
fluoromethyi-3,6-dinydro-2H-[1,4loxazin-3-ylybyridin-2-yl}-amide;
5-Chloro-pyridine-2-carboxylic acid [4-(5-g#fiino-3-fluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-
yl)-pyridin-2-yi}-amide;

5-Cyano-3-methyl-pyridine-2-carboxyic acid [4-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]Joxazin-3-yl)-5-fluogh-pyridin-2-yl]-amide;

5-Bromo-pyridine-2-carboxylic gg#d [5-(5-amino-3-fluoromethyi-3,6-dihydro-2H-[1,4]oxazin- 3-
yl}-6-chloro-pyridin-3-yl]-amid

3yl hloro-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-

ihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
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5-Methoxy-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-
dihydro-2H-[1,4]oxazin-3-yl)-5-flucro-pyridin-2-yllamide,;

3-Amino-5-(2,2,2-triflucro-ethoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,8-dimeth
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;

trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-
3,5-Dichloro-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyjfo-trifluoromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
5-Fiuoromethoxy-3-methyl-pyridine-2-carboxylic acid [6-(5#mino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluorobyridin-2-yljamide;

5-Methyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-gimethyl-8-trifluoromethyl-3,6-dihydro-
2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
3-Chloro-5-trifluoromethyl-pyridine-2-carboxylicAcid [6-(5-amino-3,8-dimethyl-6-
triflucromethyl-3,6-dihydro-2H-[1,4]oxazin-3-

3-Chlero-5-cyano-pyridine-2-carboxylic acyl [4-(5-amine-3,6-dimethyl-6-trifiuoromethyl-3,6-

-5-fluoro-pyridin-2-yljamide;

dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pygldin-2-yll-amide;

3-Chloro-5-difluoromethoxy-pyridine-Z~carboxylic acid [4-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,8-dihydro-2H-[1,
5-Cyano-3-methyl-pyridine-2-c¢
dihydro-2H-[1,4]oxazin-3-yl)-

xazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
oxylic acid [4-(5-amino-8,6-bis-fluoromethyl-3-methyl-3,6-
fluoro-pyridin-2-yl]-amide;

-Amino-5-triflucromethyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-flucro-pyridin-2-yllamide;
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3-Amino-5-(2,2-difluoro-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [6-{5-amino-3,
dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-flucro-pyridin-2-yi]-amide;
4-Chloro-1-difluoromethyl-1H-pyrazole-3-carboxylic acid [6-(5-amino-3,6-dimethy!-6
trifluoromethyl-3,8-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl}-amide;
6-Chloro-1-(2,2-difluoro-ethyl)- 1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-(5Aminc-3,6-
dimethy!-8-triflucromethyl-3,8-dihydro-2H-[1,4]oxazin- 3-yl)-5-fluoro-pyridin-241]-amide; and
6-Chloro-1-(2-methoxy-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [-(5-amino-3,6-
dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyrighn-2-yl]-amide.
11. A compound according to Claim 1, or a pharmaceutically accegtable salt thereof, for use
as a medicament.

12. A compound according to Claim 1, or a pharmaceuticgfy acceptable salt thereof, for use
in the treatment or prevention of Alzheimer's disease orhild cognitive impairment.

13. A compound according to Claim 1, or a pharmgeutically acceptable salt thereof, for use
in the treatment or prevention of insulin resistang®, glucose intolerance, type 2 diabetes,

obesity, hypertension, or diabetic complicatio

14. A pharmaceutical composition comppfsing a compound according to Claim 1, or a
pharmaceutically acceptable salt therglof, as active pharmaceutical ingredient in association
with at least one pharmaceutically gbceptable carrier or diluent.

15. The use of a compound aglording to Claim 1, or a pharmaceutically acceptable salt
thereof, for the manufacturgfof a medicament for the treatment or prevention of Alzheimer's

disease or mild cognitivgfmpairment.

16. The use of a copfipound according to Ciaim 1, or a pharmaceutically acceptable salt
thereof, for the mfinufacture of a medicament for the treatment or prevention of insulin
resistance, glyfose intolerance, type 2 diabetes, obesity, hypertension, or diabetic

complicatio

17. A
co

armaceutical combination comprising a therapeutically effective amount of a
ound according to Claim 1, or a pharmaceutically acceptable salt thereof, and a second

g substance, for simultanecus or sequential administration.
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CLAIMS

1. A compound of formula (I}, or a pharmaceutically acceptable salt thereof,

O
Er” E,
H
R, N X, //k
Y = N~ NH,
| R 0
0 X_,‘%x d/xs
in which

Xqis CR; or N;
Xz is CR3 or N;
X4is CR4 or N;
X5 is CR5,

wherein one and not more than one of X;, X; and X, is N;

R, is hydrogen;

Rz is an aryl, heteroaryl or non-aromatic heterocyclyl group G, which group G, is optionally
substituted by 1, 2, 3 or 4 substituents independently selected from the group, consisting of
cyano, amino, amino-(Cqg)alkyl, N-(Ci4)alkyl-amino-(C,.g)alkyl, N,N-di(C,_4)alkyl-amino~(C;.
g)alkyl, aminocarbonyl, thiocarbamoyl, halogen, (Cy.g)alkyl, halogen-(C,.g)alkyl, hydroxy, oxo,
(Ci.s)alkoxy, halogen-(C,g)alkoxy, (Cqs)alkylthio, halogen-(C4.g)alkyithio, (C4.g)alkoxy-(C;.
g)alkyl, {Csg)cycloalkyl-(Cy.g)alkoxy, (Cig)alkoxy-(Cig)alkoxy, {Cig)alkoxy-(Cqg)alkylthio, (Cq.
g)alkylthio-{Cy.g)alkyl, {Cig)alkylthio-(C4g)alkoxy, (Cq.g)alkylthio-(C4g)alkylthio, (Cs.g)alkenyl,
(Cas)alkynyl, (Co.g)alkenoxy, (Cas)alkynoxy and a (Csg)cycloalkyl, aryl, heteroaryl or non-
aromatic heterocyclyl group G, which group G; is optionally substituted by 1, 2, 3, or 4
substituents independently selected from the group, consisting of cyano, aminocarbonyl,
halogen, (C.g)alkyl, halogen-(C,.g)alkyl, hydroxy, (Cs.s)alkoxy, halogen-(Cig)alkoxy, (Ci.
g)alkylthio, halogen-(C,.s)alkylthio, (C,.g)alkoxy-(Ci.g)alkyl, {Ci.s)alkoxy-(Cqg)alkoxy, (C4.
g)alkoxy-(Cqg)alkylthio, {C4.g)alkylthio-(Cq.g)alkyl, (Cy.g)alkylthio-(Cy.g)alkoxy, (Cig)alkylthio-
(C4g)alkylthio, (Cog)alkenyl and (Cyg)alkynyl;

R; is hydrogen;

R4 is hydrogen, cyano, halogen, (C,g)alkyl, halogen-(C;.s)alkyl, (Cqg)alkoxy, halogen-
(Ci.s)alkoxy, (Cig)alkylthio, halogen-(C,g)alkylthio, (Cqg)alkoxy-{Ci.s)alkyl, (Ci.g)alkoxy-(C;.
g)alkoxy, (Cs.g)alkoxy-(Cq.g)alkylthio, (Cqg)alkylthio-(Cg)alkyl, (Ci.s)alkylthio-(C;.g)alkoxy, (C4.
g)alkylthio~(C4.g)alkylthio, {Cag)alkenyl, or {C,s)alkynyl;

Rs is hydrogen, cyano, halogen, (C.g)alkyl, halogen-(Cg)alkyl, (C4.)alkoxy, halogen-
(Cis)alkoxy, (Cqg)alkylthio, halogen-(C,g)alkylthio, (C.s)alkoxy-(C.g)alkyl, (Cg)alkoxy-{C;.
g)yalkoxy, (Cig)alkoxy-(Cq.g)alkylthio, (Cg)alkylthio-(Cs.g)alkyl, (Cqs)alkylthio-(C,¢)alkoxy, (Ci.
galkylthio-{C, g)alkylthio, (C..g)alkenyl, or (C,.g)alkynyl;
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or

R4 and Rs, taken together, are -C{H)=C(H)-C(H)=C(H}- or a (C,.g)alkylene group, in
which (Cy.g)alkylene group 1 or 2 -CH,- ring members are optionally replaced with hetero ring
members independently selected from the group, consisting of -N(H)-, -N[(C,s)alkyl]-, -O-, -
S-, -8(=0)- or -S(=0),~;

Rg is (Ci.g)alkyl, halogen-(Ci.s)alkyl, hydroxy-(Cig)alkyl, (Cq.g)alkoxy-(Cqg)alkyl,
mercapto-(Css)alkyl, (Cis)alkylthio-(Cig)alkyl, amino-(Cy.s)alkyl, N-(C;4)alkyl-amino-(C;.
gialkyl, N,N-di(Cq.4)alkyl-amino-(Ci.s)alkyl, {Cs.g)alkenyl, or {Csg)alkynyl;

or

Rs and Rg, taken together, are a (Cq.4)alkylene group, in which (C4_4)alkylene group 1 -
CH,- ring member is optionally replaced with a hetero ring member independently selected
from the group, consisting of -N(H}-, -N[{C,_4)alkyl]-, -O-, -S-, -S(=0)- or -S(=0),-;

E1 is -C(Ry7)(Rg)- wherein each of R; and Ry is hydrogen;

Ez is -C(R11)(Ri2)~;

either

each of Ry and Ry is independently selected from the group, consisting of hydrogen,
cyano, halogen, (Cig)alkyl, halogen-(C.g)alkyl, {Cq.g)alkoxy-{Ci.g)alkyl and (C,.s)alkylthio-(C4.
sjalkyl;

or

Ri1 and Ry;, taken together, are oxo or -CR15R1-CR17R1g-

wherein Ry5, Ris, Ri7 and Ryg are independently selected from hydrogen and fluoro.

2. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, wherein
Xiis N; X3 is CR3, X418 CRy; and X5 is CR5

3. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, of

formula (Ic)
O R11
T :
R, N _X, N
Y = N~ NH,
| R (Ic),
0 X
X, TR
in which
Xyis CHor N;
Xsis CHorN;
X4is CRs 0or N;

wherein one and not more than one of X, X; and X, is N;
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Rz is a 5- or 6-membered heteroaryl group in which structure 1, 2, 3, or 4 ring members
are hetero ring members independently selected from the group consisiting of a nitrogen ring
member, an oxygen ring member and a sulfur ring member, which group is optionally
substituted by 1, 2, 3 or 4 substituents independently selected from the group, consisting of
cyano, amino, aminocarbonyi, thiocarbamoyl, halogen, (C,)alkyl, halogen-(C,_4)alkyl,
hydroxy, oxo, (Cq.a)alkoxy, halogen-(Cs.4)alkoxy, (Ci4)alkylthio, halogen-(Cq4)alkylthio, (C,.
s)aikoxy-(Cqs)alkyl, (Cy.a)alkoxy-(Cia)alkoxy, (Ci4)alkoxy-(Ci.4)alkylthio, (Cy.4)alkylthio-(C,.
s)alkyl, (Cy.4)alkylthio-(Cy.4)alkoxy, (Ci4)alkylthio-(Cq)alkyithio, (Cs.4)alkenyl, (Cou)alkynyl,
(Cs.s)alkenoxy, and (C,.)alkynoxy;

R4 and Rs are independently selected from the group consisting of hydrogen, cyano,
halogen, (Ci.4)alkyl, halogen-(Ci.q)alkyl, (Ci.q)alkoxy, or halogen-(Ci4)alkoxy;

R is (Cy.3)alkyl or fluoro-(C,s)alkyl; and

each of Ryy and Ry, is independently selected from the group, consisting of hydrogen,
(C13)alkyl and halogen-(C,_3)alkyl.

4. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, of

formula (lc)
(9] R11
i
R
Ry _N_ _X, .
Y = N~ NH,
| Re (Ic),
P N
X, TR,
in which
Xqis CHor N;
X3is CH or N;
X4 is CR4 or N;

wherein one and not more than one of X4, Xz and Xy is N;

R, is a pyridyl or pyrazinyl group which is optionally substituted by 1, 2 or 3 substituents
independently selected from the group, consisting of cyano, amino, aminocarbonyl,
thiocarbamoyl, halogen, (Cy.4)alkyt, halogen-(C,.s)alkyl, hydroxy, oxo, (Ci4)alkoxy, halogen-
(C4)alkoxy, (Ci4)alkylthio, halogen-{(C,.4)alkylthio, (C4.4)alkoxy-(Ci.s)alkyl, (Cs.4)alkoxy-(Ci.
s)alkoxy, (Cq4)alkoxy-(Cia)alkylthio, (Cq.4)alkylthio-(Ci4)alkyl, (Ci4)alkylthio-(Ci4)alkoxy, (C.
s)alkylthio-(Cq.q)alkylthio, (Co4)alkenyl, (Ca4)alkynyl, (Ca.q)alkenoxy, and (Ca.4)alkynoxy;

R, and Rs are independently hydrogen, or halogen;

Rg is (Cq.a)alkyt or fluoro-(C,3)alkyl; and
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each of Ry1 and Ry, is independently selected from the group, consisting of hydrogen,
{C1.3)alkyl and fluoro-(Cq.3)alkyl.

5. A compound according to any one of Claims 1 to 4, or a pharmaceutically acceptable salt
thereof, wherein each of Ry and Rz is independently selected from the group, consisting of
hydrogen, methyl, fluoromethyl, difluoromethy! and trifluoromethyl.

6. A compound according fo any one of Claims 1 to 5, or a pharmaceutically acceptable salt
thereof, wherein Rg is methyi, fluoromethyl, difluoromethyi or trifluoromethyl.

7. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, of

formula (Id)
(9] R11
H
[ Ryz
R, N ) S P
\ﬂ/ A " N NH,
| R (Id),
0 x3§
X, TR,
in which
X;is CHorN;
Xais CHorN;
X,is CRs0r N;

wherein one and not more than one of X;, X5 and X4 is N;

R2 is a pyridyl or pyrazinyl group which is substituted by 2 or 3 substituents and
wherein one of the substituents is located at the para position and one of the substituents is
located at the ortho position of the pyridyl or pyrazinyl group relative to the amide linker and
wherein the substituents are independently selected from the group, consisting of cyano,
amino, halogen, (Ci.4)alkyl, halogen-(Ci.4)alkyl, hydroxy, oxo, (Ci.4)alkoxy and halogen-(C;.
sJalkoxy;

R4 and R; are independently hydrogen, or halogen;

Rg is methyl, fluoromethyl, diflucromethyl or trifluoromethyl; and

each of Rqy and R4, is independently selected from the group, consisting of hydrogen,

methyl, fluoromethyl, difluoromethyl and trifluoromethyl.

8. A compound according to any one of Claims 1 to 7, or a pharmaceutically acceptable salt
thereof, wherein R; is a pyridin-2-yl or pyrazin-2-yl group which is substituted by 2
substituents and wherein one of the substituents is located at the para position and one of
the substituents is located at the ortho position of the pyridin-2-yl or pyrazin-2-yl group
relative to the amide linker and wherein the substituents are independently selected from the
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group, consisting of cyano, amino, fluoro, bromo, chloro, hydroxyl, oxo, methyl, fluoromethyl,

difluoromethyl, trifluoromethyl, methoxy, flueromethoxy, difluoromethoxy and trifluromethoxy.

9. A compound according to any one of Claims 3 to 8, or a pharmaceutically acceptable salt
thereof, wherein X, is N; X3 is CH; and X, is CR..

10. A compound according to any one of Claims 1 to 9, or a pharmaceutically acceptable salt

thereof, wherein R, is hydrogen.

11. A compound according to Ciaim 1, or a pharmaceutically acceptable salt thereof, of

O R11
R, N N . =
Y Z2 S N N T
| R (le),
o N .
5

R; is a pyridin-2-yl or pyrazin-2-yl group which is substituted by 2 substituents and

formula (le)

in which

wherein one of the substituents is located at the para position and one of the substituents is
located at the ortho position of the pyridin-2-yl or pyrazin-2-yl group relative to the amide
linker and wherein the substituents are independently selected from the group, consisting of
cyano, amino, fluoro, bromo, chloro, hydroxyl, oxo, methyl, fluoromethyl, difluoromethyl,
trifluoromethyl, methoxy, fluoromethoxy, difluoromethoxy and trifluromethoxy;

Rs is hydrogen or fluoro;

Rs is methyl, fluoromethyl or difluoromethyl; and

each of Ry; and Ry, is independently selected from the group, consisting of hydrogen,

methyl, fluoromethyl, difluoromethyl and trifluoromethyl.

12. A compound according to any one of Claims 1 to 11, or a pharmaceutically acceptable

salt thereof, wherein R;s is fluoro.

13. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, which is
selected from the group consisting of:

5-Bromo-pyridine-2-carboxylic acid [6-(5-amino-3-methyi-3,6-dihydro-2H-[1,4]-oxazin-3-yl)-
pyridin-2-yl]-amide;

5-Chloro-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-
yl)-pyridin-2-yl]-amide;
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5-Bromo-pyridine-2-carboxylic acid [6-(5-amino-3-flucromethyl-3,6-dihydro-2H-[1,4]oxazin-3-
yl)-pyridin-2-yl]-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid {6-(5-amino-3-fluoromethyl-3,6-dihydro-2H-
[1,4]loxazin-3-yl)-pyridin-2-yl]-amide;
4,6-Dideutero-5-chloro-3-trideuteromethyl-pyridine-2-carboxylic acid [6-(5-amino-3-
fluoromethyi-3,6-dihydro-2H-[1,4]Joxazin-3-yl)-pyridin-2-yl]-amide;
5-Thiocarbamoyl-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethyl-3,6-dihydro-2H-
[1,4]oxazin-3-yl}-pyridin-2-yl]-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoro-methyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl}-pyridin-2-yl]-amide;

5-Cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-dihydro-
2H-[1,4]oxazin-3-yl)-pyridin-2-yl]-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-ylj-amide;
4,6-Dideutero-5-chioro-3-trideuteromethyl-pyridine-2-carboxylic acid {4-(5-amino-3-
fluoromethyl-3,6-dihydro-2H-{1,4]oxazin-3-yl)-pyridin-2-y(]-amide;
5-Chloro-pyridine-2-carboxylic acid [4-(5-amino-3-fluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-
yl)-pyridin-2-yl]-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [4-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;

5-Bromo-pyridine-2-carboxylic acid [5-(5-amino-3-fluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-
y)-6-chloro-pyridin-3-yl]-amide;

3-Amino-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl}-pyridin-2-yl]-amide;

3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yi]-amide;
5-Chloro-4,6-dideuterio-3-trideuteriomethyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-
dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]Joxazin-3-yl)-pyridin-2-yl]-amide;
5-Bromo-3-chloro-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-triflucromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl}-pyridin-2-yl]-amide;
3-Amino-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yll-amide;
3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-triflucromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
5-Methoxy-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl}-5-fluoro-pyridin-2-yllamide;
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3-Amino-5-(2,2, 2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
triflucromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
3-Amino-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
5-Diflucromethoxy-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yi)-5-fluoro-pyridin-2-ylJamide;
3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-flucro-pyridin-2-yllamide;
3,5-Dichloro-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1 ,4]oxazin—3—yf)-5-fluoro~pyridin-2-yl]amide; )
5-Fluoromethoxy-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
5-Methyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-triflucromethyl-3,6-dihydro-
2H-[1,4]oxazin-3-yl}-5-fluoro-pyridin-2-yllamide;
3-Chloro-5-trifluoromethyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-ylJamide;
3-Chloro-5-cyano-pyridine-2-carboxylic acid [4-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-{1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [4-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl}-5-fluoro-pyridin-2-yll-amide;
5-Cyano-3-methyl-pyridine-2-carboxylic acid [4-(5-amino-6,6-bis-fluoromethyl-3-methyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-5-fluorc-pyridin-2-yl]-amide;
5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-( 5-amino-3-difluoromethyl-3,6-dihydro-2H-
[1,4] oxazin-3-yl)-5-fluoro-pyridin-2-yi]-amide;

3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3-difluoromethyl-3,6-dihydro-2H-
[1,4] oxazin-3-yl)-5-fluocro-pyridin-2-yl]-amide;

3,5-Dimethyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-{1,4Joxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
3-Amino-5-(3-fluoro-propoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dinydro-2H-[1,4]joxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
3-Amino-5-(2-methoxy-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [6-((5-amino-3,6-
dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
3-Amino-5-trifluoromethyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-{1,4]Joxazin-3-yl}-5-fluoro-pyridin-2-ylJamide;
3-Amino-5-(2,2-difluoro-ethyl)-5H-pyrrolo[2, 3-b]pyrazine-2-carboxylic acid [6-(5-amino-3,6-
dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
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4-Chloro-1-difluoromethyl-1H-pyrazole-3-carboxylic acid [6-(5-amino-3,6-dimethyl-6-
triflucromethyl-3,6-dihydro-2H-{1,4]Joxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
6-Chloro-1-(2,2-difluoro-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-(5-amino-3,6-
dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl}-amide; and
6-Chloro-1-(2-methoxy-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-(5-amino-3,6-
dimethyl-6-triflucromethyi-3,6-dihydro-2H-[1,4]oxazin-3-yl}-5-fluoro-pyridin-2-ylJ-amide.

14. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, which is
selected from the group consisting of:

5-Bromo-pyridine-2-carboxylic acid [6-((R)-5-amino-3-methyl-3,6-dihydro-2H-[1,4]-oxazin-3-
yl}-pyridin-2-yl]-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-trifluoro-
methyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yl]-amide;

5-Cyano-pyridine-2-carboxylic acid [6-((3S,6R)-5-amino-3,6-dimethyl-6-triflucromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yl]-amide;

5-Cyano-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]Joxazin-3-yl)-pyridin-2-yl]-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-((3S,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl}-5-flucro-pyridin-2-yi]-amide;
5-Cyano-3-methyl-pyridine-2-carboxylic acid [4-({3R,6R)-5-amino-3,6-dimethyl-6-
triflucromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yll-amide;
5-Cyano-3-methyl-pyridine-2-carboxylic acid [4-((35,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]Joxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
3-Amino-5-cyano-pyridine-2-carboxylic acid [6-{({3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yl}-amide;
3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyi-3,6-dinydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yl]-amide;
5-Chloro-4,6-dideuterio-3-trideuteriomethyl-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-
3,6-dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-yl]-amide;
5-Bromo-3-chloro-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifftuoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl}-pyridin-2-yl]-amide;

3-Amino-5-(2,2, 2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-
dimethyl-6-trifluocromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-pyridin-2-ylj-amide;
3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-((3R, 6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yi)-5-fluoro-pyridin-2-ylj-amide;
5-Methoxy-3-methyl-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
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3-Amino-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-((3R,6R)}-5-amino-3,6-
dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4Joxazin-3-yl)-5-flucro-pyridin-2-yljamide;
3-Amino-5-cyano-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
3-Chlioro-5-cyano-pyridine-2-carboxylic acid [6-((3S,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl]lamide;
5-Diflucromethoxy-3-methyi-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl}-5-flucro-pyridin-2-yljlamide;
3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-ylJlamide;
3,5-Dichloro-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-trifluoromethyl-
3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yllamide;
5-Fluoromethoxy-3-methyl-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-flucro-pyridin-2-yllamide;
5-Methyl-pyrazine-2-carboxylic acid {6-((3R,6R)-5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-
dihydro-2H-[1,4]oxazin-3-yl)-5-flucro-pyridin-2-yl]amide;
3-Chloro-5-cyano-pyridine-2-carboxylic acid [4-({3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)}-5-fluoro-pyridin-2-yl}-amide;
3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [4-((3S,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl}-amide;
5-Cyano-3-methyl-pyridine-2-carboxylic acid [4-((R)-5-amino-6,6-bis-fluoromethyl-3-methyl-
3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-((R)-5-amino-3-difluoromethyl-3,6-dihydro-
2H-[1,4] oxazin-3-yl}-5-fluoro-pyridin-2-yl}-amide;

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-((S)-5-amino-3-difluoromethyl-3,6-dihydro-
2H-[1,4] oxazin-3-yl)-5-fluoro-pyridin-2-ylJ-amide;

3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-((R)-5-amino-3-difluoromethyl-3,6-dihydro-2H-
[1,4] oxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;

3,5-Dimethyl-pyrazine-2-carboxylic acid [6-((3R,6R}-5-amino-3,6-dimethyl-6-triflucromethyl-
3,6-dihydro-2H-[1,4]oxazin-3-yl}-5-fluoro-pyridin-2-yl]amide;
3-Amino-5-(3-fluoro-propoxy)-pyrazine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]Joxazin-3-yl)-5-fluoro-pyridin-2-yljamide;
3-Amino-5-(2-methoxy-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [6-((3R,6R)-5-
amino-3,6-dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-

yllamide;
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3-Amino-5-(2,2-difluorc-ethyl}-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [6-((3R,6R)-5-
amino-3,6-dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-pyridin-2-yl]-
amide;

4-Chloro-1-difluoromethyl-1H-pyrazole-3-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-
trifluoromethyl-3,6-dihydro-2H-[1,4]joxazin-3-yl)-5-fluoro-pyridin-2-yl]-amide;
6-Chloro-1-(2,2-difluoro-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-({3R,6R)-5-
amino-3,6-dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl}-5-flucro-pyridin-2-yi]-
amide; and

6-Chloro-1-(2-methoxy-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-{(3R,6R)-5-
amino-3,6-dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]loxazin-3-yl)-5-fluoro-pyridin-2-yl]-

amide.

15. A compound according to Claim 1 which is 5-cyano-3-methyl-pyridine-2-carboxylic acid
[6-((3R,6R)-5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-yl)-5-fluoro-
pyridin-2-yi]-amide, or a pharmaceutically acceptable salt thereof, having the following

peiere

16. A compound according to Claim 1 which is 3-chloro-5-trifluoromethyl-pyridine-2-
carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-dihydro-2H-
[1,4]oxazin-3-yl}-5-fluoro-pyridin-2-ylJamide, or a pharmaceutically acceptable salt thereof,

formula

> ' r;”

having the following formula

EF Ff

\(ji

17. A compound according to Claim 1 which is 3-amino-5-trifluoromethyl-pyrazine-2-
carboxylic acid [6-({3R,6R)-5-amino-3,6-dimethyl-6-triffluoromethyl-3,6-dihydro-2H-
[1,4]oxazin-3-yl)}-5-fluoro-pyridin-2-yllamide, or a pharmaceutically acceptable salt thereof,

having the following formula
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18. A compound according to any one of Claims 1 to 17, or a pharmaceutically acceptable

salt thereof, for use as a medicament.

19. A compound according to any one of Claims 1 to 17, or a pharmaceutically acceptable
salt thereof, for use in the treatment or prevention of Alzheimer’s disease or mild cognitive

impairment.

20. A pharmaceutical composition comprising a compound according to any one of Claims 1
to 17, or a pharmaceutically acceptable salt thereof, as active pharmaceutical ingredient in

association with at least one pharmaceutically acceptable carrier or diluent.

21. A pharmaceutical combination comprising a therapeutically effective amount of a
compound according to any one of Claims 1 to 17, or a pharmaceutically acceptable salt
thereof, and a second drug substance, for simultaneous or sequential administration.



