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CLAIMS 

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

_,C) 
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in which 

either 

; 

X1  is CR1  or N; 

X3  is CR3  or N; 

X4  is CR4  or N; 

X5  is CR5  or N; 

wherein at least one of X1, X3, X4  and X5  is N ar • not more than 2 of X1, X3, X4  and X5  

are N; 

or 

X1  is CR1  or N; 

X3  is CR3, N or S; 

X4  is a bond; 

X5 is CR5, N or S; 

wherein at least one of X1, X and X5  is N or S, not more than 2 of X1, X3  and X5  are N 

and not more than 1 of X3  and X5  -re S; 

R1  is hydrogen, cyano, 	logen, (C1.8)alkyl, halogen-(C1.8)alkyl, (C1.8)alkoxy, halogen- 

(C1.8)alkoxy, (C1.8)alkylthio, 	z logen-(C1.8)alkylthio, (C1.8)alkoxy-(C1.8)alkyl, (C1.8)alkoxy-(C1. 

8)alk0xY, (C1.8)alkoxy-(C1 	alkylthio, (C1.8)alkylthio-(C1.8)alkyl, (C1.8)alkylthio-(C1.8)alkoxy, (C1. 

8)alkylthio-(C1.8)alkylthi,  , (C2.8)alkenyl, or (C2.8)alkynyl; 

R2  is an aryl, 	eteroaryl or non-aromatic heterocyclyl group G1, which group G1  is 

optionally substit 	-d by 1, 2, 3 or 4 substituents independently selected from the group, 

consisting of c :no, amino, amino-(C1.8)alkyl, N-(C1.4)alkyl-amino-(C1.8)alkyl, N,N-di(Cl. 

4)alkyl-amine (C1.8)alkyl, aminocarbonyl, thiocarbamoyl, halogen, (C1.8)alkyl, halogen-(C1 

8)alkyl, h 	. oxy, oxo, (C1.8)alkoxy, halogen-(C1.8)alkoxy, (C1.8)alkylthio, halogen-(C1. 

8)alkyl ' o, (C1.8)alkoxy-(C1.8)alkyl, (C3.8)cycloalkyl-(C1_8)alkoxy, (C1.8)alkoxy-(C1.8)alkoxy, (C1. 

5)al 	dxY-(C1.8)alkylthio, (C1.8)alkylthio-(C1_8)alkyl, (C1.8)alkylthio-(C1.8)alkoxy, (C1.8)allwIthio- 

(t 8)alkYlthio, (C2.8)alkenyl, (C2.8)alkynyl, (C2.8)alkenoxy, (C2.8)alkynoxy and a (C3. 

8)cycloalkyl, aryl, heteroaryl or non-aromatic heterocyclyl group G2, which group G2  is 
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optionally substituted by 1, 2, 3, or 4 substituents independently selected from the group, 

consisting of cyano, aminocarbonyl, halogen, (C1.8)alkyl, halogen-(C1.8)alkyl, hydroxy, ( 

8)alkoxy, halogen-(C1.8)alkoxy, (C1.8)alkylthio, halogen-(C1.8)alkylthio, (C1.8)alkoxy-(C1. 	alkyl, 

(C1.8)alkoxy-(C1.8)alkoxy, (C1.8)alkoxy-(01.8)alkylthio, (C1.8)alkylthio-(C1.8)alkyl, (C1.8 	kylthio- 

(C1.8)alkoxy, (C1.8)alkylthio-(C1.8)alkylthio, (C2.8)alkenyl and (C2.8)alkynyl; 

R3  is hydrogen, cyano, halogen, (C1.8)alkyl, halogen-(C1.8)alkyl, (C1.8)- 	oxy; halogen- 

(C1.8)alkoxy, (C1.8)alkylthio, halogen-(C1.8)alkylthio, (C1.8)alkoxy-(C1.8)alkyl 	1.8)alkoxy-(C1. 

8)alkoxy, (C1.8)alkoxy-(C1.8)alkylthio, (C1.8)alkylthio-(C1.8)alkyl, (C1.8)alkyl 	o-(C1.8)alkoxy, (C1. 

8)alkylthio-(C1.8)alkylthio, (C2.8)alkenyl, or (C2.8)alkynyl; 

R4  is hydrogen, cyano, halogen, (C1.8)alkyl, halogen-(01.8)a 	I, (C1.8)alkoxy, halogen- 

(C1.8)alkoxy, (C1.8)alkylthio, halogen-(C1.8)alkylthio, (C1.8)alkoxy- 	8)alkyl, (C1.8)alkoxy-(C1. 

8)alkoxy, (C1.8)alkoxy-(C1.8)alkylthio, (C1.8)alkylthio-(C1.8)alkyl 	1.8)alkylthio-(C1.8)alkoxy, (C1. 

8)alkylthio-(C1.8)alkylthio, (C2.8)alkenyl, or (C2.8)alkynyl; 

R5  is hydrogen, cyano, halogen, (C1.8)alkyl, halo. -n-(C1.8)alkyl, (C1.8)alkoxy, halogen- 

(C1.8)alkoxy, (C1.8)alkylthio, halogen-(C1.8)alkylthio, (C .8)alkoxy-(a1-e)alkyl, (C1.8)alkoxy-(C1- 

8)alkoxy, (C1.8)alkoxy-(C1.8)alkylthio, (C1.8)alkylthio- 	1.8)alkyl, (C1.8)alkylthio-(C1.8)alkoxy, (C1. 

8)alkylthio-(C1.8)alkylthio, (C2.8)alkenyl, or (C2.8)a 	ynyl; 

or 

R4  and R5, taken together, are -C( 	C(H)-C(H)=C(H)- or a (C1.8)alkylene group, in 

which (C1.8)alkylene group 1 or 2 -CH2- 	g members are optionally replaced with hetero ring 

members independently selected fro , the group, consisting of -N(H)-, -N[(C1.8)alky1]-, -0-, 	- 

S-, -S(=0)- or -S(=0)2-; 

R6  is (C1.8)alkyl, halogen 	_8)alkyl, hydroxy-(C1.8)alkyl, (C1.8)alkoxy-(C1.8)alkyl, 

mercapto-(C1.8)alkyl, (01.8)al 	thio-(C1.8)alkyl, amino-(C1.8)alkyl, N-(01.4)alkyl-amino-(01- 

8)alkyl, N,N-di(01.4)alkyl-a 	o-(C1.8)alkyl, (C2.8)alkenyl, or (C2.8)alkynyl; 

or 

R5  and R6, to 	together, are a (C1_4)alkylene group, in which (C1.4)alkylene group 1 - 

CH2- ring member'- optionally replaced with a hetero ring member independently selected 

from the group, , • 	sisting of -N(H)-, -NRC1.4)alkyll-, -0-, -S-, -S(=0)- or -S(=0)2-1 

El  is -' (R7)(R8)-,  or  -C(R7)(R8)-C(R9)(R10)-; 

F2 	-C(R11)(R12)-, or -C(R11)(R12)-C(Ria)(R14)-; 

r her 

each of R7  and R8  is independently selected from the group, consisting of hydrogen, 

cy 	o, halogen, (C1.8)alkyl, halogen-(C1.8)alkyl, (01.8)alkoxy-(a1.8)alkyl and (C1.8)alkylthio-(C1. 

alkyl; 

or 
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R7  and R8, taken together, are oxo or -CH2-CH2-; 

either 

each of R9  and R10  is independently selected from the group, consisting of hyd Agen, 

cyano, halogen, (C1.8)alkyl, halogen-(C1.8)alkyl, (C1.8)alkoxy-(C1.8)alkyl and (C1.8)alk 	io-(C1_ 

8)alkyl; 

or 

Rg  and R10, taken together, are oxo or -CH2-CH2-; 

either 

each of R11  and R12  is independently selected from the group, 	•nsisting of hydrogen, 

cyano, halogen, (Ci_8)alkyl, halogen-(C1_8)alkyl, (C1_8)alkoxy-(C1_8)a 	and (C1.8)alkylthio-(C1. 

8)alkyl; 

Or 

R11  and R12, taken together, are oxo or —CIR101R16-C" 7R18- 

wherein R15, R16, R17  and R18 are independently s- ected from hydrogen and fluoro; 

and 

either 

each of R13  and R14  is independently sele• ed from the group, consisting of hydrogen, 

cyano, halogen, (C1.8)alkyl, halogen-(C1_8)alkyl 	C 43)alkoxy-(C1.8)alkyl and (C1.8)alkylthio-(C1. 

8)alkyl; 

or 

R13  and R14, taken together, an •xo or -CH2-CH2-. 

2. A compound according to Clai 	1, or a pharmaceutically acceptable salt thereof, wherein 

R1  is hydrogen. 

3. A compound accordin• o Claim 1, or a pharmaceutically acceptable salt thereof, wherein 

R2  is a 5- or 6-member d heteroaryl group in which structure 1, 2, 3, or 4 ring members are 

hetero ring member- independently 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, ami 	aminocarbonyl, thiocarbamoyl, halogen, (C1.4)alkyl, halogen-(C1.4)alkyl, 

hydroxy, • 	o, (C1.4)alkoxy, halogen-(C1.4)alkoxy, (C1.4)alkylthio, halogen-(C1.4)alkylthio, (Ci. 

4)alko 	C14alkyl, (C1.4)alkoxy-(C14alkoxy, (C1.4)alkoxy-(C14alkylthio, (C1_4)alkylthio-(C1_ 

4)a 	(C1_4)alkylthio-(C1.4)alkoxy, (C14alkylthio-(C14alkylthio, (C2_4)alkenyl, (C24)alkynyl, 

(• .4)alkenoxy, and (C24)alkynoxy. 
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4. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, wherein 

R3  is hydrogen. 

5. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, 	erein 

X1  is CH or N; 

X3  is CH or N; 

X4  is CR4  or N; 

X5  is CR5; 

wherein one and not more than one of X1, X3 and X4  is N;. 

6. A compound according to Claim 1, or a pharmaceutically acce. -ble salt thereof, wherein 

R4  is hydrogen, or halogen; and R5  is hydrogen, or halogen. 

7. A compound according to Claim 1, or a pharmaceutica , acceptable salt thereof, wherein 

R6  is (Ci.3)alkyl, or halogen-(C1_3)alkyl. 

8. A compound according to Claim 1, or a pharm. eutically acceptable salt thereof, wherein 

E1  is -C(R7)(IR8)-  and 

either 

each of R7  and R8  is hydrogen; 

or 

R7  and R8, taken together, are oxo. 

9. A compound according to Cl 	m 1, or a pharmaceutically acceptable salt thereof, wherein 

E2  is -C(R11)(R12)-  and 

either 

each of R11  and R12  is i' 0 ependently selected from the group, consisting of hydrogen, (C1- 

3)alkyl and halogen- ' 1.3)alkyl; 

or 

R11  and R12, to 	n together, are oxo. 

10. A co 	•ound according to Claim 1, or a pharmaceutically acceptable salt thereof, which is 

selecte' from the group consisting of: 

5-Br, 	o-pyridine-2-carboxylic acid [6-(5-amino-3-methyl-3,6-dihydro-2H-[1,4]-oxazin-3-y1)- 

p din-2-y1Famide; 
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5-Chloro-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethy1-3,6-dihydro-2H11,4]oxa 	-3- 

y1)-pyridin-2-ylkamide; 

5-Bromo-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethy1-3,6-dihydro-2H-[1,4 •xazin-3-

y1)-pyridin-2-yll-amide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethy1-3,6-d 	ydro-2H- 

[1,4]oxazin-3-y1)-pyridin-2-y1Famide; 

4,6-Dideutero-5-chloro-3-trideuteromethyl-pyridine-2-carboxylic acid [6-( 	amino-3-

fluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-y1Famide; 

5-Thiocarbamoyl-pyridine-2-carboxylic acid [6-(5-amino-3-fluorome 	1-3,6-dihydro-2H- 

[1,4]oxazin-3-y1)-pyridin-2-y1Famide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-d' 	ethy1-6-trifluoro-methy1-3,6- 

dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-ylkamide; 

5-Cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimet• 	1-6-trifluoromethy1-3,6-dihydro- 

2H-[1,4]oxazin-3-y1)-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-a 	no-3,6-dimethy1-6-trifluoromethy1-3,6- 

dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylk 	ide; 

4,6-Dideutero-5-chloro-3-trideuteromethyl-pyn. 	e-2-carboxylic acid [4-(5-amino-3- 

fluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1 	•yridin-2-yl]-amide; 

5-Chloro-pyridine-2-carboxylic acid [4-(5-- 	mo-3-fluoromethy1-3,6-dihydro-2H41,41oxazin-3- 

y1)-pyridin-2-A-amide; 

5-Cyano-3-methyl-pyridine-2-carbox 	acid [4-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6- 

dihydro-2H-[1,4]oxazin-3-y1)-5-fluo •-pyridin-2-yl]-amide; 

5-Bromo-pyridine-2-carboxylic 	d [5-(5-amino-3-fluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3- 

y1)-6-chloro-pyridin-3-y1Famid• 

3-Amino-5-cyano-pyridine- 	carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6- 

dihydro-2H-[1,4]oxazin- 	)-pyridin-2-yli-amide; 

3-Chloro-5-cyano-pyri• ne-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6- 

dihydro-2H41,4]ox- 	n-3-y1)-pyridin-2-ylkamide; 

5-Chloro-4,6-did: terio-3-trideuteriomethyl-pyridine-2-carboxylic acid [6-(5-amino-3,6- 

dimethy1-6-trifl 	•romethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-yl]-amide; 

5-Bromo-3 , 	loro-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6- 

dihydro- 	[1,4]oxazin-3-y1)-pyridin-2-y1Famide; 

3-Ami 	• 5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6- 

trifl 	•romethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-yl]-amide; 

3 	hloro-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6- 

•ihydro-2H41,4]oxazin-3-y1)-5-fluoro-pyridin-2-y1Famide; 
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5-Methoxy-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethyl-

dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-yllamide; 

3-Amino-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimeth 	-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3-Amino-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoro• ethyl-3,6-

di hydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

5-Difluoromethoxy-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-di 1 • hy1-6-

trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-Aam ,e; 

3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [6-(5-amino-3 - dimethy1-6- 

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2- 	amide; 

3,5-Dichloro-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy •-trifluoromethy1-3,6-

dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yllamide; 

5-Fluoromethoxy-3-methyl-pyridine-2-carboxylic acid [6-(5 -mino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro .yridin-2-yflamide; 

5-Methyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-• methy1-6-trifluoromethy1-3,6-dihydro- 

2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3-Chloro-5-trifluoromethyl-pyridine-2-carboxylic -cid [6-(5-amino-3,6-dimethy1-6- 

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3- 	-5-fluoro-pyridin-2-yljamide; 

3-Chloro-5-cyano-pyridine-2-carboxylic ac'. [4-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-py din-2-ylkamide; 

3-Chloro-5-difluoromethoxy-pyridine- -carboxylic acid [4-(5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1, A •xazin-3-yl)-5-fluoro-pyridin-2-yl]-amide; 

5-Cyano-3-methyl-pyridine-2-c- •oxylic acid [4-(5-amino-6,6-bis-fluoromethy1-3-methy1-3,6- 

dihydro-2H-[1,4]oxazin-3-y1)-- 	luoro-pyridin-2-y1Famide; 

5-Cyano-3-methyl-pyridinz 	-carboxylic acid [6-( 5-amino-3-difluoromethyI-3,6-dihydro-2H- 

[1,4] oxazin-3-yI)-5-fluo • pyridin-2-y1Famide; 

3-Chloro-5-cyano-py •ine-2-carboxylic acid [6-(5-amino-3-difluoromethy1-3,6-dihydro-21-1- 

[1,4] oxazin-3-yI)- 	'uoro-pyridin-2-y1Famide; 

3,5-Dimethyl-p 	-zine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6-trifluoromethyl-3,6-

dihydro-2H-[ ,4joxazin-3-yI)-5-fluoro-pyridin-2-yl]amide; 

3-Amino- 	3-fluoro-propoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethyl-6- 

trifluoro 	ethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-ynamide; 

3-A 	o-5-(2-methoxy-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [6-((5-amino-3,6-

di. ethy1-6-trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

.-Amino-5-trifluoromethyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H41,41oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 
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3-Amino-5-(2,2-difluoro-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [6-(5-amino-3,. 

dimethy1-6-trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylyamide 

4-Chloro-1-difluoromethy1-1H-pyrazole-3-carboxylic acid [6-(5-amino-3,6-dimethyl-6 

trifluoromethy1-3,6-dihydro-2H11,41oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

6-Chloro-1-(2,2-difluoro-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-(5 :mino-3,6-

dimethy1-6-trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2 'l]-amide; and 

6-Chloro-1-(2-methoxy-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid 	(5-amino-3,6-

dimethy1-6-trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyri,  n-2-yl]-amide. 

11. A compound according to Claim 1, or a pharmaceutically acc- 	able salt thereof, for use 

as a medicament. 

12. A compound according to Claim 1, or a pharmaceutic- 	acceptable salt thereof, for use 

in the treatment or prevention of Alzheimer's disease or 	lid cognitive impairment. 

13. A compound according to Claim 1, or a pharm. 	eutically acceptable salt thereof, for use 

in the treatment or prevention of insulin resista 	• - 	glucose intolerance, type 2 diabetes, 

obesity, hypertension, or diabetic complicatio 

14. A pharmaceutical composition comp sing a compound according to Claim 1, or a 

pharmaceutically acceptable salt they • , as active pharmaceutical ingredient in association 

with at least one pharmaceutically 	ceptable carrier or diluent. 

15. The use of a compound a,  ording to Claim 1, or a pharmaceutically acceptable salt 

thereof, for the manufactur: of a medicament for the treatment or prevention of Alzheimer's 

disease or mild cognitiv- mpairment. 

16. The use of a co 	pound according to Claim 1, or a pharmaceutically acceptable salt 

thereof, for the 	-nufacture of a medicament for the treatment or prevention of insulin 

resistance, gl 	ose intolerance, type 2 diabetes, obesity, hypertension, or diabetic 

complicatio,  

17. A • armaceutical combination comprising a therapeutically effective amount of a 

co 	dound according to Claim 1, or a pharmaceutically acceptable salt thereof, and a second 

• • g substance, for simultaneous or sequential administration. 
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CLAIMS 

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

Er-CL-E2  
H 

R2 N....„,,p.X.1%,___,.--....,
N

.----  
NH  

0 	X 3-,:- 
I 	R6 	2 	

(I),  
,..._ 	X 5 ,--- 

X4  

in which 

X1  is CR, or N; 

X3  is CR3  or N; 

X4  is CR4  or N; 

X5  is CR5; 

wherein one and not more than one of X1, X3  and X4  is N; 

R1  is hydrogen; 

R2  is an aryl, heteroaryl or non-aromatic heterocyclyl group G1, which group G1  is optionally 

substituted by 1, 2, 3 or 4 substituents independently selected from the group, consisting of 

cyano, amino, amino-(C1_8)alkyl, N-(C1.4)alkyl-amino-(C1_8)alkyl, N,N-di(C1_4)alkyl-amino-(C1. 

8)alkyl, aminocarbonyl, thiocarbamoyl, halogen, (C1.8)alkyl, halogen-(C1_8)alkyl, hydroxy, oxo, 

(C1_8)alkoxy, halogen-(C1_8)alkoxy, (C1.8)alkylthio, halogen-(C1_8)alkylthio, (C1_8)alkoxy-(C1_ 

8)alkyl, (C3.8)cycloalkyl-(C1_8)alkoxy, (C1_8)alkoxy-(C1_8)alkoxy, (C1_8)alkoxyge1_8)alkylthio, (C1_ 

8)alkylthio-(C1.8)alkyl, (C1_8)alkylthio-(C1_8)alkoxy, (C1_8)alkylthio-(C1.8)alkylthio, (C2_8)alkenyl, 

(C2.8)alkynyl, (C2.8)alkenoxy, (C2.8)alkynoxy and a (C3_8)cycloalkyl, aryl, heteroaryl or non- 

aromatic heterocyclyl group G2, which group G2  is optionally substituted by 1, 2, 3, or 4 

substituents independently selected from the group, consisting of cyano, aminocarbonyl, 

halogen, (C1_8)alkyl, halogen-(C1_8)alkyl, hydroxy, (C1-8)alkoxy, halogen-(C1_8)alkoxy, (C1_ 

8)alkylthio, halogen-(C1_8)alkylthio, (C1_8)alkoxy-(C1.8)alkyl, (C1_8)alkoxy-(C1_8)alkoxy, (C1_ 

8)alkoxy-(C1.8)alkylthio, (C1_8)alkylthio-(C1_8)alkyl, (C1_8)alkylthio-(C1.8)alkoxy, (C1_8)alkylthio- 

(C1_8)alkylthio, (C2_8)alkenyl and (C2_8)alkynyl; 

R3  is hydrogen; 

R4  is hydrogen, cyano, halogen, (C1_8)alkyl, halogen-(C1.8)alkyl, (C1_8)alkoxy, halogen- 

(C1.8)alkoxy, (C1_8)alkylthio, halogen-(C1_8)alkylthio, (C1_8)alkoxy-(C1.8)alkyl, (C1.8)alkoxy-(C1- 

8)alkoxy, (C1.8)alkoxy-(C1.8)alkylthio, (C1_8)alkylthio-(C1_8)alkyl, (C1_8)alkylthio-(C1_8)alkoxy, (C1_ 

8)alkylthio-(C1_8)alkylthio, (C2.8)alkenyl, or (C2_8)alkynyl; 

R5  is hydrogen, cyano, halogen, (C1.8)alkyl, halogen-(C1_8)alkyl, (C1_8)alkoxy, halogen- 

(C1_8)alkoxy, (C1_8)alkylthio, halogen-(C1.8)alkylthio, (C1.8)alkoxy-(C1_8)alkyl, (C1_8)alkoxy-(C1_ 

8)alkoxy, (C1_8)alkoxy-(C1_8)alkylthio, (C1_8)alkylthio-(C1.8)alkyl, (C1_8)alkylthio-(C1_8)alkoxy, (C1_ 

8)alkylthio-(C1_8)alkylthio, (C2.8)alkenyl, or (C2.8)alkynyl; 
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or 

R4  and R5, taken together, are -C(H)=C(H)-C(H)=C(H)- or a (C1.8)alkylene group, in 

which (01 _8)alkylene group 1 or 2 -CH2- ring members are optionally replaced with hetero ring 

members independently selected from the group, consisting of -N(H)-, -N[(C1_8)alkyl]-, -0-, 	- 

S-, -S(=O)- or -S(=O)2-; 

R6  is (C4 _8)alkyl, halogen-(C4 _8)alkyl, hydroxy-(C1_8)alkyl, (C1_8)alkoxy-(C1_8)alkyl, 

mercapto-(C1_8)alkyl, (C1.8)alkylthio-(C1_8)alkyl, amino-(C1.8)alkyl, N-(C4_4)alkyl-amino-(C1- 

8)alkyl, N,N-di(Ci_4)alkyl-amino-(C1.8)alkyl, (C2_8)alkenyl, or (C2_8)alkynyl; 

Or 

* R5  and R6, taken together, are a (Ci_4)alkylene group, in which (C1_4)alkylene group 1 - 

CH2- ring member is optionally replaced with a hetero ring member independently selected 

from the group, consisting of -N(H)-, -N[(01 _4)alkyl]-, -0-, -S-, -3(=0)- or -S(=0)2-i 

E1  is -C(R7)(R8)- wherein each of R7  and R8  is hydrogen; 

E2  is -C(R11)(R12)-; 

either 

each of R11  and R12  is independently selected from the group, consisting of hydrogen, 

cyano, halogen, (C4 _8)alkyl, halogen-(C4 _8)alkyl, (C1_8)alkoxy-(C1..8)alkyl and (C1.8)alkylthio-(C1-

8)alkyl; 

Or 

R11  and R12, taken together, are oxo or —CR5R46-0R47R8- 

wherein R15, R16, R17  and R18  are independently selected from hydrogen and fluoro. 

2. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, wherein 

X1  is N; X3  is CR3; X4  is CR4; and X5  is CR5. 

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

formula (Ic) 

H / 
4 

R12 R2 	NX., 
1,1 
	

NH2 
R6 	 (Ic), 

0 	X3c::::.  „.....---...„. 
X4  R5  

in which 

X1  is CH or N; 

X3  is CH or N; 

X4  is CR4  or N; 

wherein one and not more than one of X1, X3  and X4  is N; 
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R2  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, aminocarbonyl, thiocarbamoyl, halogen, (Ci_4)alkyl, halogen-(C14)alkyl, 

hydroxy, oxo, (Ci4alkoxy, halogen-(C1.4)alkoxy, (C1_4)alkylthio, halogen-(Cm)alkylthio, (C1. 

4)alkoxy-(C14)alkyl, (C1_4)alkoxy-(C14alkoxy, (C1.4)alkoxy-(C1_4)alkylthio, (C1-0)alkylthio-(C1. 

4)alkyl, (Ci4alkylthio-(C1.4)alkoxy, (C1_4)alkylthio-(C1_4)alkylthio, (C2.4)alkenyl, (C24)alkynyl, 

(C24)alkenoxy, and (C24)alkynoxy; 

R4  and R5  are independently selected from the group consisting of hydrogen, cyano, 

halogen, (C1_4)alkyl, halogen-(Cm)alkyl, (Cm)alkoxy, or halogen-(Cm)alkoxy; 

R6  is (C1.3)alkyl or fluoro-(C1_3)alkyl; and 

each of R11  and R12  is independently selected from the group, consisting of hydrogen, 

(C1_3)alkyl and halogen-(C1.3)alkyl. 

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

formula (Ic) 

H / 
i 

.....„..
X1,....„.

„.. 
R12 

R2 N 	 -...„,
N

,..---  
NH2 

R6 	 (Ic), 
0 	X3,,,, ...„-",,,, 

X4 	R5 

in which 

X1  is CH or N; 

X3  is CH or N; 

X4  is CR4  or N; 

wherein one and not more than one of X1, X3  and X4  is N; 

R2  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, (Cm)alkyl, halogen-(Cm)alkyl, hydroxy, oxo, (C1_4)alkoxy, halogen- 

(C1_4)alkoxy, (Cm)alkylthio, halogen-(Cm)alkylthio, (C1_4)alkoxy-(C1_4)alkyl, (C1_4)alkoxy-(C1_ 

4)alkoxy, (C14)alkoxy-(C14)alkylthio, (Cm)alkylthio-(C1 )alkyl, (C1_4)alkylthio-(C14)alkoxy, (Gi. 

4)alkylthio-(C1..4)alkylthio, (C24)alkenyl, (C2_4)alkynyl, (C2.4)alkenoxy, and (C2.4)alkynoxy; 

54  and R5  are independently hydrogen, or halogen; 

R6  is (C1..3)alkyl or fluoro-(C1_3)alkyl; and 
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each of R11  and R12 is independently selected from the group, consisting of hydrogen, 

(C1 _3)alkyl and fluoro-(C1 _3)alkyl. 

5. A compound according to any one of Claims 1 to 4, or a pharmaceutically acceptable salt 

thereof, wherein each of R11  and R12 is independently selected from the group, consisting of 

hydrogen, methyl, fluoromethyl, difluoromethyl and trifluoromethyl. 

6. A compound according to any one of Claims 1 to 5, or a pharmaceutically acceptable salt 

thereof, wherein R6 is methyl, fluoromethyl, difluoromethyl or trifluoromethyl. 

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

formula (Id) 

0 	R11 
H 

N
I Ri2  

R2 	
-....s.---..!>  

Xl-, ' 
'''' N 	NH2  

R6 	 (Id), 
0 	X3..>., ..........--„, 

'X4 	R5  

in which 

X1  is CH or N; 

X3 is CH or N; 

X4 is CR4 or N; 

wherein one and not more than one of X1, X3 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, (C14)alkyl, halogen-(Cm)alkyl, hydroxy, oxo, (C14)alkoxy and halogen-(Ci- 

4)alkoxy; 

R4 and R5 are independently hydrogen, or halogen; 

R6 is methyl, fluoromethyl, difluoromethyl or trifluoromethyl; and 

each of R11  and R12 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 R2 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, fluoromethoxy, difluoromethoxy and trifluromethoxy. 

9. A compound according to any one of Claims 3 to 8, or a pharmaceutically acceptable salt 

thereof, wherein X1  is N; X3  is CH; and X4  is CR4. 

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

thereof, wherein R4  is hydrogen. 

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

formula (le) 

H 

RI, 

R12 R2 	N N, 
"‘ 

,•--„, --).:-..„, 
N NH2  

0 1 R6 	 (le), 

Rs 

in which 

R2  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 group, consisting of 

cyano, amino, fluoro, bromo, chloro, hydroxyl, oxo, methyl, fluoromethyl, difluoromethyl, 

trifluoromethyl, methoxy, fluoromethoxy, difluoromethoxy and trifluromethoxy; 

R5  is hydrogen or fluoro; 

R6  is methyl, fluoromethyl or difluoromethyl; and 

each of R11  and R12 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 R5  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-methy1-3,6-dihydro-2H41,4]-oxazin-3-y1)-

pyridin-2-y1Famide; 

5-Chloro-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethy1-3,6-dihydro-2H41,4]oxazin-3-

y1)-pyridin-2-y1Famide; 
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5-Bromo-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethy1-3,6-dihydro-2H41,4]oxazin-3-

y1)-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethy1-3,6-dihydro-2H- 

[1 ,4]oxazin-3-y1)-pyridin-2-ylkamide; 

4,6-Dideutero-5-chloro-3-trideuteromethyl-pyridine-2-carboxylic acid [6-(5-amino-3-

fluoromethy1-3,6-dihydro-2H41,41oxazin-3-y1)-pyridin-2-ylkamide; 

5-Thiocarbamoyl-pyridine-2-carboxylic acid [6-(5-amino-3-fluoromethy1-3,6-dihydro-2H- 

[1,4]oxazin-3-y1)-pyridin-2-y1Famide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoro-methy1-3,6-

dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-y11-amide; 

5-Cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-dihydro- 

2H41,41oxazin-3-y1)-pyridin-2-yikamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethyl-3,6-

dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-y11-amide; 

4,6-Dideutero-5-chloro-3-trideuteromethyl-pyridine-2-carboxylic acid [4-(5-amino-3-

fluoromethy1-3,6-dihydro-2H41,4]oxazin-3-y1)-pyridin-2-y1Famide; 

5-Chloro-pyridine-2-carboxylic acid [4-(5-amino-3-fluoromethy1-3,6-dihydro-2H11,4]oxazin-3-

y1)-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [4-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H41,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

5-Bromo-pyridine-2-carboxylic acid [5-(5-amino-3-fluoromethy1-3,6-dihydro-2H11,4]oxazin-3-

y1)-6-chloro-pyridin-3-ylkamide; 

3-Amino-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-21-111,41oxazin-3-y1)-pyridin-2-y11-amide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H41,4]oxazin-3-y1)-pyridin-2-y1Famide; 

5-Chloro-4,6-dideuterio-3-trideuteriomethyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-

dimethy1-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-ylkamide; 

5-Bromo-3-chloro-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H11,41oxazin-3-y1)-pyridin-2-y11-amide; 

3-Amino-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid 16-(5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-pyridin-2-y1]-amide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H41,4]oxazin-3-y1)-5-fluoro-pyridin-2-y1Famide; 

5-Methoxy-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-21-141,41oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 
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3-Amino-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yllamide; 

3-Amino-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H41,41oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

5-Difluoromethoxy-3-methyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-

trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-

trifluoromethyl-3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-yllamide; 

3,5-Dichloro-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethyl-3,6-

dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yllamide; 

5-Fluoromethoxy-3-methyl-pyridine-2-carboxylic acid 16-(5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

5-Methyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethyl-3,6-dihydro- 

2H-[1,4]oxazin-3-yI)-5-fluoro-pyridin-2-yl]amide; 

3-Chloro-5-trifluoromethyl-pyridine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [4-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H11,41oxazin-3-y1)-5-fluoro-pyridin-2-y1Famide; 

3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [4-(5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H41,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [4-(5-amino-6,6-bis-fluoromethy1-3-methy1-3,6-

dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-( 5-amino-3-difluoromethy1-3,6-dihydro-21-1- 

[1,4] oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-(5-amino-3-difluoromethyl-3,6-dihydro-2H- 

[1,4] oxazin-3-y1)-5-fluoro-pyridin-2-y1Famide; 

3,5-Dimethyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

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

3-Amino-5-(3-fluoro-propoxy)-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-0,41oxazin-3-y1)-5-fluoro-pyridin-2-yqamide; 

3-Amino-5-(2-methoxy-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [64(5-amino-3,6-

dimethy1-6-trifluoromethy1-3,6-dihydro-2H41,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3-Amino-5-trifluoromethyl-pyrazine-2-carboxylic acid [6-(5-amino-3,6-dimethy1-6- 

trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3-Amino-5-(2,2-difluoro-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [6-(5-amino-3,6-

dimethy1-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-y1Famide; 
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4-Chloro-1-difluoromethy1-1H-pyrazole-3-carboxylic acid [6-(5-amino-3,6-dimethy1-6-

trifluoromethyl-3,6-dihydro-2H41,41oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

6-Chloro-1-(2,2-difluoro-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-(5-amino-3,6-

dimethy1-6-trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; and 

6-Chloro-1-(2-methoxy-ethyl)-11-1-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-(5-amino-3,6-

dimethy1-6-trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-y11-amide. 

14. A compound according to Claim 1, or a pharmaceutically acceptable salt thereof, which 

selected from the group consisting of: 

is 

5-Bromo-pyridine-2-carboxylic acid [6-((R)-5-amino-3-methyl-3,6-dihydro-2H-0,41-oxazin-3-

y1)-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethy1-6-trifluoro-

methyl-3,6-dihydro-2H41,4]oxazin-3-y1)-pyridin-2-ylkamide; 

5-Cyano-pyridine-2-carboxylic acid [64(36,6R)-5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H11,4]oxazin-3-y1)-pyridin-2-y1Famide; 

5-Cyano-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H41,41oxazin-3-y1)-pyridin-2-y1]-amide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-((36,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H41,41oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [44(3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [44(33,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-y1]-amide; 

3-Amino-5-cyano-pyridine-2-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethyl-6-

trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-pyridin-2-y1Famide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethyl-3,6-dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-yll-amide; 

5-Chloro-4,6-dideuterio-3-trideuteriomethyl-pyridine-2-carboxylic acid [64(3R,6R)-5-amino- 

3,6-dimethy1-6-trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-ylkamide; 

5-Bromo-3-chloro-pyridine-2-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-pyridin-2-ylkamide; 

3-Amino-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-

dimethy1-6-trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-pyridin-2-y11-amide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [6-((3R, 6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-21-111,41oxazin-3-y1)-5-fluoro-pyridin-2-y1]-amide; 

5-Methoxy-3-methyl-pyridine-2-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 
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3-Amino-5-(2,2,2-trifluoro-ethoxy)-pyrazine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-

dimethy1-6-trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yliamide; 

3-Amino-5-cyano-pyridine-2-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H41,4]oxazin-3-y1)-5-fluoro-pyridin-2-ynamide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [64(3S,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

5-Difluoromethoxy-3-methyl-pyridine-2-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H41,4]oxazin-3-y1)-5-fluoro-pyridin-2-yllamide; 

3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3,5-Dichloro-pyridine-2-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6-trifluoromethy1- 

3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

5-Fluoromethoxy-3-methyl-pyridine-2-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-yi)-5-fluoro-pyridin-2-yl]amide; 

5-Methyl-pyrazine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-

dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [44(3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

3-Chloro-5-difluoromethoxy-pyridine-2-carboxylic acid [4-((3S,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylkamide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [44(R)-5-amino-6,6-bis-fluoromethy1-3-methy1- 

3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-y1Famide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [64(R)-5-amino-3-difluoromethy1-3,6-dihydro- 

2H11,4] oxazin-3-y1)-5-fluoro-pyridin-2-y1Famide; 

5-Cyano-3-methyl-pyridine-2-carboxylic acid [6-((S)-5-amino-3-difluoromethy1-3,6-dihydro- 

2H41,4] oxazin-3-yI)-5-fluoro-pyridin-2-yll-amide; 

3-Chloro-5-cyano-pyridine-2-carboxylic acid [64(R)-5-amino-3-difluoromethy1-3,6-dihydro-2H- 

[1,4] oxazin-3-y1)-5-fluoro-pyridin-2-A-amide; 

3,5-Dimethyl-pyrazine-2-carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethy1-6-trifluoromethy1- 

3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide; 

3-Amino-5-(3-fluoro-propoxy)-pyrazine-2-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6-

trifluoromethy1-3,6-dihydro-2H41,41oxazin-3-y1)-5-fluoro-pyridin-2-yllamide; 

3-Amino-5-(2-methoxy-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [6-((3R,6R)-5-

amino-3,6-dimethy1-6-trifluoromethy1-3,6-dihydro-2H-[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-

yllamide; 
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3-Amino-5-(2,2-difluoro-ethyl)-5H-pyrrolo[2,3-b]pyrazine-2-carboxylic acid [64(3R,6R)-5- 

amino-3,6-dimethy1-6-trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro-pyridin-2-ylk 

amide; 

4-Chloro-1-difluoromethy1-1H-pyrazole-3-carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6- 

trifluoromethy1-3,6-dihydro-2H-0,41oxazin-3-y1)-5-fluoro-pyridin-2-y1Famide; 

6-Chloro-1-(2,2-difluoro-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [64(3R,6R)-5- 

amino-3,6-dimethy1-6-trifluoromethy1-3,6-dihydro-21-141,4]oxazin-3-y1)-5-fluoro-pyridin-2-A-

amide; and 

6-Chloro-1-(2-methoxy-ethyl)-1H-pyrrolo[3,2-b]pyridine-5-carboxylic acid [6-((3R,6R)-5- 

am ino-3,6-d imethy1-6-trifluoromethy1-3,6-d ihyd ro-2H-[l ,4]oxazin-3-yI)-5-fluoro-pyrid in-2-yI]-

amide. 

15. A compound according to Claim 1 which is 5-cyano-3-methyl-pyridine-2-carboxylic acid 

[64(3R,6R)-5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-dihydro-2H11,4]oxazin-3-y1)-5-fluoro- 

pyridin-2-y11-amide, or a pharmaceutically acceptable salt thereof, having the following 

formula 
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16. A compound according to Claim 1 which is 3-chloro-5-trifluoromethyl-pyridine-2- 

carboxylic acid [64(3R,6R)-5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-dihydro-2H- 

[1,4]oxazin-3-y1)-5-fluoro-pyridin-2-yl]amide, or a pharmaceutically acceptable salt thereof, 

having the following formula 

F F 
F F 

F.
CI 
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17. A compound according to Claim 1 which is 3-amino-5-trifluoromethyl-pyrazine-2- 

carboxylic acid [6-((3R,6R)-5-amino-3,6-dimethy1-6-trifluoromethy1-3,6-dihydro-2H- 

[1,4]oxazin-3-y1)-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. 


