CAPITULO REIVINDICATORIO

1. Una composicion farmacéutica que comprende 1) un inhibidor de BACE1 de

Férmula |

Férmula |

en donde Ar se selecciona del grupo que consiste en fenilo, piridilo, pirimidilo,
pirazinilo, imidazolilo, pirazolilo, 1,2,4-triazolilo, tiofenilo, tiazolilo, oxazolilo, isoxazolilo,
1,3,4-tiadiazolilo, isotiazolilo, 1,3,4-oxadiazolilo, 1,2,4-oxadiazolilo, furazanilo y 1,2,4-
tiadiazolilo y en donde el Ar estd opcionalmente sustituido con uno o mds de entre
halégeno, CN, alquilo C;-Cg, alquenilo C,-Cg, alquinilo C,-Cg, fluoroalquilo C;-Cg 0 alcoxi Cq-
Ce;

R es alquilo C4-C; o fluoroalquilo C;-Cs;

R? es hidrégeno, halégeno, fluoroalquilo C;-C; o alquilo C;-C3;

R3 es alquilo C;-C5; o una sal farmacéuticamente aceptable del mismo y 2) un
compuesto Util en la inmunoterapia de Tau activa o pasiva, un compuesto util en la
inmunoterapia de péptido AP activa o pasiva, un antagonista de receptor de NMDA, un
inhibidor de acetilcolina esterasa, un antiepiléptico, un farmaco antiinflamatorio, un

inhibidor de la agregacion de Tau o un SSRI y un portador farmacéuticamente aceptable.

2. La composicion de acuerdo con la Reivindicaciéon 1, en donde dicho inhibidor de
BACE1 se selecciona del grupo que consiste en:
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-fluoropicolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-fluoropicolinamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-cloropicolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-cianopicolinamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-

4-fluorofenil)-5-metoxipirazina-2-carboxamida;



N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-1-(difluorometil)-1H-pirazol-3-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-2-metiloxazol-4-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)tiazol-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-4-bromo-1-metil-1H-imidazol-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-4-metiltiazol-2-carboxamida,
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-5-(trifluorometil)picolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-5-metoxipirimidina-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-2-(difluorometil)oxazol-4-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-4-(fluorometil)oxazol-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-4-(fluorometil)tiazol-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-5-(difluorometil)pirazina-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metoxipicolinamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-ciano-3-metilpicolinamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-3-metil-1,2,4-oxadiazol-5-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-1-metil-1H-1,2,4-triazol-3-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-1-(difluorometil)-1H-pirazol-3-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-

4-fluorofenil)-5-(difluorometil)pirazina-2-carboxamida;



N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metoxipirazina-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metoxipirimidina-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-metiltiazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-(trifluorometil)picolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-2-(difluorometil)oxazol-4-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-(fluorometil)oxazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-(fluorometil)tiazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-cianopicolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-cloropicolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-2-metiloxazol-4-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metil-1,2,4-oxadiazol-3-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)tiazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-bromo-1-metil-1H-imidazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-1,4-dimetil-1H-imidazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-3-metilisoxazol-5-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metilfuran-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-

4-fluorofenil)-2-metiloxazol-5-carboxamida;



N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-(metoxi-d;)picolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-clorobenzamida,
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-(difluorometoxi)picolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-3-fluoro-5-metoxipicolinamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4 fluorofenil)-2,5-dimetiloxazol-4-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
5-(metoxi-d3)picolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-fluoro-3-metilpicolinamida;

o una sal farmacéuticamente aceptable del mismo.

3. Un compuesto que es un inhibidor de BACE1 de Férmula |

Férmula |

en donde Ar se selecciona del grupo que consiste en fenilo, piridilo, pirimidilo,
pirazinilo, imidazolilo, pirazolilo, 1,2,4-triazolilo, tiofenilo, tiazolilo, oxazolilo, isoxazolilo,
1,3,4-tiadiazolilo, isotiazolilo, 1,3,4-oxadiazolilo, 1,2,4-oxadiazolilo, furazanilo y 1,2,4-
tiadiazolilo y en donde el Ar estd opcionalmente sustituido con uno o mas de entre
halégeno, CN, alquilo C;-Cg, alquenilo C,-Cg, alquinilo C,-Cg, fluoroalquilo C;-Cg 0 alcoxi Cq-
Ce;

R? es alquilo C;-C; o fluoroalquilo C;-Cs;

R2 es hidrégeno, halégeno, fluoroalquilo C;-C; o alquilo C;-C3;

R3 es alquilo C;-Cs; 0 una sal farmacéuticamente aceptable del mismo;

y

un compuesto util en la inmunoterapia de Tau activa o pasiva, un compuesto util
en la inmunoterapia de péptido AB activa o pasiva, un antagonista de receptor de NMDA,

un inhibidor de acetilcolina esterasa, un antiepiléptico, un farmaco antiinflamatorio, un



inhibidor de la agregacidn de Tau o un SSRI para su uso en un método para el tratamiento

de un trastorno neurodegenerativo o cognitivo.

4. Los compuestos de acuerdo con la Reivindicacion 3, en donde dicho inhibidor de
BACE1 se selecciona del grupo de compuestos que consiste en
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-fluoropicolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-fluoropicolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-cloropicolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-cianopicolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metoxipirazina-2-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-1-(difluorometil)-1H-pirazol-3-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-2-metiloxazol-4-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)tiazol-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-4-bromo-1-metil-1H-imidazol-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-4-metiltiazol-2-carboxamida,
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-5-(trifluorometil)picolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-5-metoxipirimidina-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-2-(difluorometil)oxazol-4-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-4-(fluorometil)oxazol-2-carboxamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-

fluorofenil)-4-(fluorometil)tiazol-2-carboxamida;



N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-4-
fluorofenil)-5-(difluorometil)pirazina-2-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metoxipicolinamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-ciano-3-metilpicolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-3-metil-1,2,4-oxadiazol-5-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-1-metil-1H-1,2,4-triazol-3-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-1-(difluorometil)-1H-pirazol-3-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-(difluorometil)pirazina-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metoxipirazina-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metoxipirimidina-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-metiltiazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-(trifluorometil)picolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-2-(difluorometil)oxazol-4-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-(fluorometil)oxazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-(fluorometil)tiazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-cianopicolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-cloropicolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-

4-fluorofenil)-2-metiloxazol-4-carboxamida;



N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metil-1,2,4-oxadiazol-3-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)tiazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-bromo-1-metil-1H-imidazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-1,4-dimetil-1H-imidazol-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-3-metilisoxazol-5-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-metilfuran-2-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-2-metiloxazol-5-carboxamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-(metoxi-ds)picolinamida;
N-(3-((2R,5R)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-4-clorobenzamida,
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-(difluorometoxi)picolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-3-fluoro-5-metoxipicolinamida;
N-(3-((2R,5S5)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4 fluorofenil)-2,5-dimetiloxazol-4-carboxamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
5-(metoxi-d3)picolinamida;
N-(3-((2R,5S)-6-amino-3,3,5-trifluoro-2,5-dimetil-2,3,4,5-tetrahidropiridin-2-il)-
4-fluorofenil)-5-fluoro-3-metilpicolinamida;

o una sal farmacéuticamente aceptable del mismo.



