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1. Yo, Emilio FERRERO, obrando coma apoderado del 

solicitante en el asunto antes identificado, me refiero al 

Oficio No. 14734 notificado por fijaciOn en lista del 16 de 

Noviembre de 2007. Mediante memorial radicado el 8 de febrero 

de 2008 solicitŒ un plazo de treinta (30) dias para dar 

respuesta a este oficio. 

2. Mediante el Oficio No. 14734 se puso en conocimiento del 

solicitante el informe del examen de fondo que contiene las 

observaciones hechas par su Despacho sabre la presente 

solicitud de patente. Atiendo a las observaciones de la 

siguiente manera: 

NIT 860.041.367-3 
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3. De la solicitud de patente: 

Con el fin de atender las anteriores observaciones y de acuerdo 

al artIculo 34 de la DecisiOn 486, se presenta un nuevo 

capitulo reivindicatorio como sustituto del anteriormente 

presentado. 

En este nuevo capitulo reivindicatorio se cancelan las 

reivindicaciones 1 a 14, y las reivindicaciones 17 a 20. De tal 

manera que el nuevo capitulo reivindicatorio esta constituido 

por cuatro (4) reivindicaciones (donde se incluyen las 

reivindicaciones 15 y 16 del anterior capitulo 

reivindicatorio), las cuales son ahora independientes. 

De esta manera las siuientes objeciones quedan superadas: 

3.1 Descripción (articulo 28 D.486) 

Su Despacho enuncia lo siguiente: 

"Esta oficina se permite seiialar que los estudios de activiclad 

de inhibiciÆn realizados a los compuestos de la invención no 

reportan resultados que permi tan evidenciar la ventaja 

comparativa de los mismos frente a otros coriocidos en el estado 

de la tØcnica" 

Con respecto a lo seflalado por su Despacho mi representada 

desea seflalar lo siguiente: 

En la presente solicitud de patente en la ultima oraciOn del 

ejemplo A se dice que: " En este ensayo, los compuestos de la 

invenciOn exhibieron un IC50 menor a 50 micro molar". Por lo 
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t.anto, la solicitud si proporciona datos experimentales que 

ilustran la ventaja de los compuestos reivindicados en 

comparación a los compuestos definidos en el estado del arte. 

Adicional se presentara anexo a esta respuesta, datos 

experimentales especificos de IC50, datos MS y estructura que 

sustentan las ventajas de los compuestos en la tabla de las 

pâginas 94-116. 

3.2 Reivindicaciones (artIculo 30 D 486) 

Ls reivindicaciones objetadas fueron elirninadas del nuevo 

pliego reivindicatorio. 

4. Unidad de –nvenciôn (articulo 25 D486) 

Eliminada la reivindicaciôn 1, la gran cantidad de compuestos 

generados al realizar las sustituciones de los radicales (en 

especial B,R4, R4 y RC) no se presentan diversas estructuras 

quimicas, por lo cual la –nvenciôn acâ reivindicada guarda 

unidad de invenciôn. 

S. Excepción a la patentabilidad ( articulo 20 D486 a) -d)) 

Debido a que las reivindicaciones 17 y 18 fueron canceladas, la 

objeciôn formulada a este respecto se debe tener por superada. 

6. ReivindicaCiofles relativas a un uso o a un uso distinto 

(articulos 14 y 21 D486) 

La reivindicaciôn 19 fue cancelada y por tanto la objeciôn se 

debe tener por superada. 
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7. Evaluación de los requisitos de patentabilidad: 

Su Despacho concluye que el nivel inventivo de las 

reivindicaciones 1 a 16 de la presente solicitud de patente se 

yen afectadas por los documentos GB2184730 (Dl) y W09833795 

(D2) 

Su despacho enuncia: 

"...resultaria obvio el ciiseufo de fax-macos Thhibidores de la 

betasecretasa de las reivindicaciones 1 a 16" 

Con respecto a que los documentos Dl y D2 afectan el nivel 

inventivo de la presente solicitud, mi representada desea 

seæalar lo siguiente: 

La referencia DI (GB 2184730) define compuestos de formula: 

R4 F3 R29 Fi 
( 

- Rio X�NH�CH�u--’Nt-i�uH�YH�CH2-N�C�NH�CH�C  --NFI�CH-4  
OH 

Ilustraciôn 1 

Donde, segQn lo que se entiende R3 en la –lustraciOn 1 

corresponde a Ri en la presente solicitud de patente. Siendo esto 

as!, entonces la fracciôn mostrada en la ilustración 2 

corresponde a la fracción mostrada en la ilustraciôn 3 de las 

reivindicaciones estudiadas. 

F 

Ilustraciôn 2 
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R›4 R4 

Ilustración 3 

El grupo X de la referencia Dl esta definido como uno de los 

siete (7) grupos diferentes, de los cuales ninguno esta incluido 

en el grupo B de las reivindicaciones estudiadas. 

Adicionalmente, la fracciôn derecha de la molØcula descrita en 

Dl es: 

Fi 

N�C--NH�CH�CNH�CH�CfR10 

q 

Ilustraciôn 4 

Y contiene un grupo urea sustituido opcionalmente ( -N(R2)C(0)-

NH-), los cuales no estÆn incluidos en los grupos -NHRc de las 

reivindicaciones estudiadas. 

Por lo tanto, la materia revelada en las reivindicaciones 

estudiadas difieren de las enseæanzas del documento Dl y 

adicionalmente, es inventiva. 

De otro lado, la referencia D2 (W09833795), enseæa los compuestos 

de formula: 
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Ilustraciôn 5 

Donde R es "seleccionado del grupo que consiste de alquilo, 

alguilo sustituido, arilo sustituido, ariloalquilo, ariloalguilo 

sustituido, ariloxialquilo, ariloxialguilo sustituido, 

heteroaril, heteroaril sustituido, heteroarilalguilo, 

heteroarilaiquilo sustituido, heterociclo, heterociclo 

sustituido, heterocicloalquilo y heterocicloalquilo sustituido." 

Ver pÆgina 4, lIneas 15 a 19. Ver tambiØn pÆgina 5, lIneas 1-

5, y figures 4A, SA y GA, donde los grupos Ri preferidos son 

divulgados). 

Al examinar las definiciones anteriormente mencionadas y la 

aplicaciôn como un todo, està claro que el hidrógeno no esta 

comprendido en Ri. 

En contraste, las reivindicaciones pendientes inciuyen 

componentes de formula: 

. 9H 
N.  

RC 

R2 R3 

I1ustacin 6 

Donde el grupo -NH-R, de las reivindicaciones estudiadas 

corresponde al grupo -N(R1)-C(0)-R2 de la referenda D2. Es decir, 
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las reivindicaciones estudiadas requieren de la presencia de un 

grupo NH; en cambio la estructura correspondiente en la 

referencia D2 no permite un grupo NI-I. AdemÆs, D2 no enseæa o 

sugiere que habria alguna ventaja en el caso que el radical Ri 

fuera un hidrôgeno. Como resultado, las estructuras son 

diferentes y las reivindicaciones estudiadas son inventivas con 

respecto a D2. 

AsI entonces, no se considera que para una persona versada en la 

materia correspondiente, esta invenciôn pudiera resuitar obvia o 

Se derive de manera evidente de la combinación de los documentos 

referenciados en el estado de la tØcnica debido a que es difIcii 

imaginar obtener los compuestos reivindicados en la presente 

solicitud a partir de los documentos referenciado. 

Incluso si la persona versada en el tema fuera capaz de derivar 

las reivindicaciones actualmente solicitadas a patentar 

(propuesta que no compartimos) , no hay razôn alguna para que esta 

persona combine de una manera particular las ensefIanzas de los 

documentos Dl y D2 obteniendo la combinaciôn particular de los 

grupos reivindicados en la presente solicitud. 

Por ejemplo, como se discutiô anteriormente, D2 no permite la 

presencia de hidrógeno en el nitrôgeno.  Por tanto, no se 

vislumbra en los documentos referenciados enseflanzas que orienten 

a una persona versada a reemplazar el radical Ri (anteriormente 

mencionado) con 1iidr6geno, simultâneamente previendo expectativas 

razonables de Øxito. 

De modo que, se debe tener en cuenta que la combinación de los 

documentos Dl y D2, y los documentos por si solos no afectan el 

nivel inventivo de la presente invericiôri por cuanto sus 
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enseæanzas no llevarIan a una persona versada en la materia a 

cambiar el producto de Dl o D2 hacia los compuestos reivindicados 

en la presente solicitud. 

Teniendo en cuenta las modificaciones hechas al capItulo 

reivindicatorio y los argumentos a favor del nivel inventivo se 

puede concluir que la presente invención es inventiva frente a 

los documentos Dl y D2 citados por su Despacho, porque: 1) las 

referencias citadas no ensefian los compuestos reivindicados en 

la presente solicitud, 2)1as referencias citadas no enseflan la 

comb–nación de los grupos reivindicados en la presente 

solicitud y 3) el estado del arte no dirige a una persona 

versada en el tema a cambiar las referencias de tal forma que 

se obtengan los compuestos reivindicados. Por consiguiente, no 

resulta obvia la invenciôn y no se deriva de manera evidente 

del estado de la tØcnica ya que un tØcnico medio que realiza el 

examen debe partir del conocimiento general que se tiene sobre 

el estado de la tØcnica y determinar Si COil tales conocimientos 

tØcnicos ya existerites se puede producir tal invenciOn y este 

no es el caso. 

Con las anteriores modificaciones se debe tener por superada la 

objeciOn formulada por nivel inventivo a las reivindicaciones 

15 y 16, nuevas reivindicaciones 1 y 2. 

Puesto que se han atendido a cabalidad las observaciones hechas 

por su Despacho sobre la presente solicitud de patente, 

respetuosamente solicito se continue con su tramitaciôn. 

De acuerdo 

representado 

divisional 

con el artIculo 36 de la Decision 

se reserva el derecho a presentar una 

de patente con las reivindicaciones 

486, mi 

solicitud 

eliminadas, 
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beneficiândose de la fecha de prioridad inicialmente 

reivindicada. 

6. Anexos: 

� Nuevo pliego reivindicatorio conformado por 4 

i-eivindicaciones. 

� Formulario para. modificaciones. 

� Recibo por concepto de modificaciones en solicitud 

pendiente. 

� Anexos de los datos 1050, estructura y hoja de seguridad 

para los compuestos en la tabla en las pÆginas 94-116. 

Seæora Jefe, 

( 

EMILTO FERRERO 

T.P.A. No, 31.929 

COLO-13562-841- 003-1 

MGM\NGN\ID-121819\WPC13562 

No. M-2008-121819\MGM 
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I Espacio reservado para el adhesivo de radicación 

Industna 
y 

Comercio 
SUPEINTENDENCIA 

FORMULARIO UNICO DE CORRECCIONES Y MODIFICACIONES 

0 SOLICITUD DE 

El Correccion de Error Material X Modificacion a una solicitud 

Nombre ELAN PHARMACEUTICALS, INC 
y 

PHARMACIA & UPJOHN COMPANY 
2 Sociedades constituidas 

y 

existentes bajo las Ieyee 

SOLICITANTE de los Estados de California 
y 

Delaware Estados 
Unidos de America 

Direccion 800 Gateway Boulevard 
South San Francisco 
California 94080 
Estados Unidos de America 

y 

IDENTIFICACION 
301 Henrrieta Street, 
Kalamazoo 0 NIT El 
Michigan 49007 

0 El Estados Unidos de America C E Otro 

Domicilio South San Francisco, Numero  
California, 
Estados Unidos de America 

’1 

Kalam LOO 
Michigan 
Estados Unidos de America 

Rvam nte ___ - 

TelØfono: 546 09 70 Fax: 249 40 70 
E-mail: clientes(cavelier.com 

IDENTIFICACION 

0 Nombre: Emillo FERRERO 

Dirección: Carrera 4a No. 72-35 CC. II NIT 0 
REPRESENTANTE TelØfono: 3473611 Fax: 2179211 C. ro E El 0 
OAPODERADO E-mail: cavelier@cavelier.com 

Nümero:438.019  TP_31.929 

0 Numerodeexpedtente 04010956 

0 Descripcion de la correccion o modificacion 

Presento nuevo capitLilo reivindic torio compuosto por 4 reivindicaciones con elfin de superar las 

obieciones hechas por Su Despacho a la pces�..nte solicitud de patente 
y 

pido que el examen de 

patentabilidad sea realizado sobre este nuevo capitulo reivindicatorto 

0 Comprobante de pago No 08-23.310 Fecha 17de marzo de 2008 
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Anexos 
’" EI Comprobante de pago de la tasa par $103.000oo par concepto de modificaciones. 

0 Poderes, Si fuere el caso 

0 Documento que acredita la existencia y representaciOn legal de las partes, cuando sean 
personas juridicas. 

NOMBRE EMIL1O FERRERO FIRMA --_ 

C.C.438019deUsaquenTPA 31.929 
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1. Un campuesto se1eccLonado de 

N-{ 
(is, 

2R) -1-bencil-2-hidroxi-3- 1(3-

metoxbenc1)aminoJpropi1}-3-(1,1-dióXidO3OXO1,2  

bencisotiazol-2 (3H) -il)propanamida; 

10 N_{(1S,2R)-1-bencil-2-hidroXi-3-[(3-

metoxibencil)amino]propil}-3-(1,3-diOXO-1,3d–hidrO2H 

isoindol-2-il) propanamida; 

N-{ (1S,2R) -1-bencil-2-hidrox–-3- [(3-

15 metoxibencil)amino]propil}-4- (4-fluorofenhl) -4-oxobutanamida; 

N-{ (1S,2R) -1-bencil-3- [(2,3-d–metilciclohexil)amino] -2-

hidroxipropil}-3-fenilbutanamida; 

/ N- ((1S,2R) -1-bencil-3-{ [3- (dimetilamino) -2,2-

dimetilpropil]amino}-2-hidroxiprOpil) -2-fenilbutanarnida; 

46 N- ( (1S,2R) -1-bencil-3-{ [3- (dimetilamino) -2,2-

25 d–metilpropil]amino}-2--hidroxipropil) -3-fenilbutanamida; 

N{(1S,2R)1-benci1-2-hidroXi-3-[(1-tefli1etii)aminO]PTOPil} 

3 -fenilbutanamida; 

30 N-{(1S,2R)-1-beneil-2-hidroxi-3-[(1,2,2-

trimetilpropil)amino]propil}-2-fenilbutanamida; 

35 

N-((1S,2R)-1-bencil-2-hidroxi-3-[(1,2,2-

trimeti1propi1)amino]propi1}3-feni1butanamida; 

N-{(1S,2R)1-benci1-3-[(1,3-dimeti1bUti1) amino) -2-

hidroxipropil } -2 -fenilbutanamida; 



N{(1S,2R)-1benci1-3-[(1,3-dimeti1bUti1)amfl0]2 

hidroxipropil } -3- fenilbutanamida; 

6 

2 -fenilbutanamida; 

10 

3 -fenlibutanamida; 

N -f (1S,2R) -1-- (3,5-difluorobencil) -2-hidroxi-3- [(3-
. yodobencil).amino]propil}-2- (5-rnetoxi-i,2,3,4-

Letrahidronaftalen-1-–1) acetamida; 

15 2[4(2_amino2-oxoetoXi)fefli1]-N-{(1S,2R)1(3,5-

difluorobencil) -2-hidroxi-3- [(3-yodobencil)amino] 

propil}acetamida; 

N -f (1S,2R) -1- (3,5-difluorobencil) -2-h–droxiL-3- [(3-

20 yodobencil)amino]propil}-2-{4-(2-OXO-2-PirrOlidifliiietOXi) 

fenil] acetamida; 

N -f (1S,2R) -1- (3,5-ditluorobencil) -2-hidroxi-3- [(3-
yodobencil)amino]propil}-2-(4-[(metilSUlfOflhl)amiflo] 

25 fenil}acetamida; 

N -f (is, 2R) -1- (3, 5-difluorobencil) -2-hidroxi--3- [(3-
yodobencil)am–noJ propil}-4-oxo-4-piridin-2-ilbutanamida; 

N-f(1S,2R)-1-(3,5-difluorobencil) -2--hidroxi--3- [(3-

30 yodobeneii)amino]propil}-2-(4-[2-(4-metilPiPeraZifl-1-

ii) etoxi] fenhl}acetamida; 

2- [3- (2-arn–no-2-oxoetoxi)fenil]--N-{(1S,2R)-1- (3,5-

difluorobencil) -2-hidroxi-3- [(3-yodobencil)amino]propil} 

35 acetamida; 

N-f (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-
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yodobencil)amino]propil}-4-(2,3-dihidrOiHfldefllil) 

butanamida; 

N-{ (ls,2R) -1- (3,5-ditluorobencil) -2-hidroxi-3- [(3-

5 yodobenci1)amino]propi1}2-meti1-2-(2-meti1-2,3dihidr01 

benzofuran- 5-il) propanamida; 

N-( (ILS,2R) -1-(3,5-difluorobencil)-2-hidroxi-3- [(3-

yodobencil)amino]propil}-3-hidrOXi4feflOXi3-

10 fenilbutanamida; 

2-(1,11-i1)-N-{(iS,2R)-1-(3,5-dif1U0rObeflCi1)2 
.  

hidroxi-3- [(3-yodobencil)amino]propil}bUtanamida; 

15 N-{(1S,2R)-1-(3,5-d–fluorobencil)-2-hidroxi-3-[(3-

yodobencil)arriino]propil}-4- (4-fenoxifenil)butanamida; 

20 

N- (1s,2R) 1- (3,5-difluorobencil)-2-hidroxi-3- [(3-

yodobencil)arnino]propil}-2- (4-fenoxifenil) acetamida; 

2-[3-c1oro-4-(1-0xo--1,3-dihidr0-2H-iS0ifldO1-2-il)fefl]1]-N-

{ (iS,2R) -1- (3,5-difluorobencil) -2-hidroxi--3- [(3-

yodobencil) amino] propil }propanamida; 

25 N-{(1S,2R)-1-(3,5-difluorobenC–1)-2-hidroxi-3-[(3-

yodobendil)amino)propil}-4- (2,4-dimetifenil) -4-oxobutanamida; 

N-{(1S,2R)-1-(3,5-difluorobencil)-2-hidroxi-3-[(3-

yodobencil)amino]propil}-4- (7-metoxi-2-metil-1-benzofuran--4-

30 ii) -4-oxobutanamida; 

35 

4’- [- ({ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil)amino]propil}amino) -4-oxobutanoil] -1,1’ -bifenil-2-

carboxamida; 

N-{ 
(is, 

2R) -1- (3, 5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil)amino]propil}-4-{2- [ (metilsulfonil) amino] fenhl}-4-
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oxobutanarnida; 

yodobenci1)amino]propi1}2-fefli13Pirid1fl41lPr0P2 

5 enamida; 

N-{ (15, 2R) -1 (3, 5-difluorobefloil) -2-hidroxi-3- [(3-

yodobencil)amino]propil2-{4(1,3-dihidro2HiSO dol-2-

ii) fenil] propanamida; 

10 

N-{ (1S,2R) -1- (3,5dif1uorobenci1) -2-hidroxi-3- [(3-

. yodobenci1)amino]proPi1}2-(2,3-dihidrO-1HJfldefl-5-

i1)butanamida; 

15 N-((1S,2R)-1-(3,5-difluorobencil)-2-hidrOxi-3-[(3-

yodobencil)am–no]propil}-2(6-OxOPiridaZifll(6R)-i1)aCetamida 

N- (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3 

yodobencil) amino] propil} -2- { (metilsulfonil) amino] -4-

20 fenilbutanamida; 

N-{(1S,2R)1-(3,5dif1uorobenCi1)-2-hidroXi-3-[(3-

. yodobencil)amino]propil)-2-(4-hidrOXi5iSOPrOP1l-2 

metilfenil) acetamida; 

25 

N-{ (15,2R) -1- (3, 5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino]propil}-2- [4- (2-metilprop-1-

enil) fenil] propanamida; 

30 N-{(1S,2R)-1-(3,5-dif1UorobeflCi1)-2-hidrOXi-3-[(3 

yodobencil) amirio]propil}-2- [4- (tien-2-

ilcarbonil) fenil] propanarnida; 

(2R) -N-{ (1S,2R) -1-- (3,5-difluorobencil) -2-hidroxi--3- [(3 

35 yodobencil)amino]propil)-2- (6-metoxi-2-naftil)propanamida; 

N-{(1S,2R)-1-(3,5-difluorobenCil)-2-hidroxi-3-[(3-

yodobencil)amino]propil}-2- [4- (2-oxopirrolidin-1-
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ii) fenil] acetamida; 

N{(iS,2R)-i-(3,5-dif1u0robeflCi1)-2-hidr0Xi-3-{(3 

yodobencil)amino]propil}-2- (3,4-dihidronaftalen-1-

5 il)butanamida; 

N-{(1S,2R)-i-bencil-2-hJ-droxi-3-[(3-

metoxibencil)amino)propil}-2- (4-isopropilfenil)acetamida; 

10 N-{(1S,2R)-1-bencil-2-hidrOXi-3-[(3-

metoxibencil)amino]propil}-2-[4-(metiltiO)feflil]acetamida 

15 

N-{(15,2R)_1-(3,5-dif1UOrObeflCi1)-2-hidrOXi-3-1(Piridifl2 

ilmetil) amino] propil} -3 -fenilpropanarnida 

N- ((is, 2R) -1- (3, 5-difiucrobencil) -2-hidroxi3- (2-metoxi-1-

metiletil)amino]propil}-3-fenilpropanamida; 

N-{(1S,2R)-1-(3,5-dif1uorobenci1)-2-hidroxi-3-[(2-hidrOxi1-

20 metiletil)amino]propil}-3-fenilpropaflamida; 

N- [(1S,2R) -3- (bencilarnino) -1- (3,5-difluorobencil) -2-

hidroxipropil] -3 -fenilpropanamida; 

25 M-{(1S,2R)-1-(3,5-difluorobenCil)-2-hJ-drOXJ---3-[(3-

metoxibencil) amino] propil } -3 -fenilpropanamid.a; 

30 

N- ((1S,2R) -1- (3,5-difluorobencil) -3- [(2-furilmetil)amino) -2-

hidroxiprpi1) -3 -fenilpropanamida; 

N- ((1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(2-metoxi-1-

metiletil)amino]propil}-3-(1H-indol-1-il)propanamida; 

N -f (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(2-hidroxi-1-
35 meti1eti1)amino]propi1}-3-(1H-ifldO1-1-i1)propaflamiida; 

N- {(1S,2R) -3- (bencilamino) -1- (3,5-difluorobencil) -2-



III 

hidroxipropil] -3- (1H-indol-1-il)propanamida; 

N-((1S,2R) -1- (3,5-difluorobencil) -3- [(2-furilmetil)amino] -2-

hidroxiprop–1}-3- (1H-indol-1-il)propanamida; 

N- [(1S,2R) -3- [(ciclopropilmetil)amino)-1-(3,5-

difluorobencil) -2-hidroxipropil) -3- (1H-indol-1-

ii) propariamida 

10 NN1S,2R)1-(3,5-df1uorobenci1)-2-hidroxi3-[(3 

15 

yodobencil) amino] propil) -3- (1H-indol-1-il)propanamida; 

N{(1S,2R)-1-(3,5-difiuorobencii)-2-hidroxi-3-(4 

metilbencil)amino]propil}-2- (4-isopropilfenhl)acetamida; 

N{(1S,2R)_1_(3,5-dif1uorobenci1)2-hJdroxi-3-E(2metoxi1 

metiletil)amino]propil}-2-(4-isoprOPilfenil)acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(2-metoxi-1-

20 metiletil)amino]propil}-2-(4-isopropilfenil)acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2--hidroxi-3- {(2-hidroxi--1-

metijetil)amino]propil}-2-(4-isopropilfeflil)aCetamida; 

25 N[(1S,2R)-3-(benci1arnino)-1-(3,5-dif1uOrobenci1)-2-

30 

hidroxipropill -2- (4-isopropilfenil)acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(4-

metilbencil)amino)propil) -2- [4- (metiltio)fenil]acetamida; 

N- ((1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(2-metoxi-1-

metiletil)amino]propil}-2-[4-(metiltio)feflil]acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- {(2-hidroxi-1-

35 metiletil)amino]propil}-2-[4-(metiltiO)feflil]acetamida 



7 
ml* 

N- [(1S,2R) -3- (bencilamino)-1-(3,5-diflUorObeflcil) -2-

hidroxipropil) -2- [4- (metiltio) fenil] acetamida; 

N- ((1S,2R) -1-(3,5-difluorobencil) -2-hidroxi-3- [(3-

5 metoxibencil)aminolpropil) -2- (4-isopropilfenil)acetamJ-da; 

N- [(1s,2R) -3- (butilarnino) -1- (3,5-difluorobencil)-2-

hidroxipropil] -2- (4-isopropilfenil)acetamida; 

10 N((1S,2R)-1-(3,5-dif1uorobeflci1)-3-{[2-(1,3-diOX0lafl2- 

il)etil]amino}-2-hidroxiprOpil)-2-(4- 

Sisopropilfenil) acetamida; 

N-{(1S,2R)-1(3,5-dif1uorobenCi1)-2-hJ-drOXi-3-[(3-

15 yodobencil)amino]propil}-2- (4-isopropilferiil)acetamida; 

N -f (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

metoxibencil)arnino]propil}-2- [4- (rnetiltio)fenil]acetamida; 

20 N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(2-fUril[fletil)amiflO]-2-

25 

hidroxipropil}-2- [4- (metiltio) fenil]acetamida; 

N- [(1S,2R) -3- (butilamino) -1- (3,5-difluorobencil) -2-

hidroxipropil]-2-[4-(metiltio)feflhl]aCetamida; 

N- ((1S,2R) -1- (3,5-difluorobencil) -3-f [2-(1,3-dioxolan-2-

i1)etil]amino}-2-hidroxipropil) -2- [4-

(metiltio) fenil] acetamida; 

30 N-{(1S,2R)-1-(3,5-difluorobencil)-2-hidroxi-3-[(3-

yodobencil) amino]propil}-2- (4- (metiltio) fenil] acetarnida; 

3- [2- (benciloxi) -4,6-dimetilfenil] -N-{ (1S,2R)-1-(3,5-

difluorobencil) -2-hidroxi-3- [(3-yodobencil)amino]propil}-3-

35 metilbutanamida; 

2- [4- (benciloxi)fenil] -N- ((1S,2R) -1- (3,5-difluorobencil) -2-



Mdroxi-3- [(3-yodobencil)amino]PrOPil}aCetatflida; 

N{(1S,2R)-i-(3,5-dif1uorobenz.-)-2-hidroxJ-3-{(3-

yodobencil)amino]proPii}-3- (2-f luorofenil)propanamida; 

N-{(1s,2R)-1-(3,5-ditluorobencil)-2-hidroxi3[(3 

yodobencil)amino]prOPii}-4- (7-metoxi--2,3-dihidrO--1-

benzofuran-4-i1) -4-oxobutanamida; 

10 N{(1S,2R)i(3,5-dif1uorobenci1)-3-[(3-eti1beflCi1)am1fl0]2 

hidroxipropil}-2- [2- (dipropilamino)piridifl-4-il]aCetaffd-da; 

15 

N{(iS,2R)-i-(3,5-dif1uorObeflCi1)-3-[(3-eti1beflCi1)amifl0]2 

hidroxipropil}-2- (4-bidroxi-3-metoxifenil)aCetamida; 

N-{ 
(is, 

2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil}-2- (3-hidroxifenil)acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

20 hidroxipropil}-2- (3, 5-dimetox–fenhl)acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil)-3-(3-etilbencil)amino] -2-

hidroxipropil}-2-(3-tien-2-–1-1H-pirazol-i-il)acetamida; 

25 N-(1S,2R)-1-(3,5-dif1uorobenci1)-3-[(3-eti1beflCil)aflUflO]-2-

30 

hidroxipropii}-3-(2-oxo-i,3-benzoxazOi-3 (2H) -il)propanam–da; 

3- (1H-bencimidazol-2-il) -M-{(1S,2R) -1- (3,5-difluorobencil) -3-

[(3-etilbencil)aminol -2--hidroxipropil}-3-hidroxipropanamida; 

N-{(1S,2R)-1-(3,5--difluorobencil)-3-[(3-etilbeflCii)amiflO]-2-

hidroxipropil}-2- (4-morfolin-4-iifenil)acetamida; 

N-{(1S,2R)-1--(3,5-difluorobencii)-3-[(3-etiibencil)an1iflO]-2-

35 hidroxipropil}-2-(2-tioxo-1,3-benzotiazOi-3(2H)-i1)acetamida; 

N-{(1S,2R)-1-(3,5-difiuorobencil)-3-[(3-etilbeflcil)amiflo]-2-
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hidroxipropi1}-3(3Piridifl-2i11,2,4-0XadiaZ0lS 

il)propanamida; 

N- ((1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil) amino] -2-

5 hidroxipropii}-2- (2eti1-1H-bencimidazO1-1-i1)aCetamida; 

N-{ (is, 2R) -1- (3, 5-difluorobencil) -3- [(3-etiibencii)amino] -2-

hidroxipropii}-2-(5-hidroxi-7-metil[i,2,4]tr–aZOlO[4,3 

a]pirimidin-3-i1)acetarrnida; 

10 

N-{ (iS,2R) -1- (3,5-difluorobencil) -3- {(3-etilbencil)amino] -2-

S 
hidroxipropi1}_2_[(4-meti1-4H-1,2i4--’triaZOi-3ii)tiO]-2 

fenilacetamida; 

15 N{(1S,2R)-1-(3,5-dif1uorobenci1)-3-[(3-eti1beflcJ1)amiLflO]-2-

hidroxipropil}-2-[5-(2-metilfenhl)-2H-tetraazol-2 

ii] acetamida; 

3-(i,3-benzotiazol-2-il)-N-{(1S,2R)-1-(3,5-diflUOrObeflCil)-3 

20 [(3-etilbencil)ainino] -2-hidroxipropil}-3-metoxipropanamida; 

1-acetil-N--{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-

etiibencil)arnino] -2--hidroxipropil}-2-fenilprolinamida; 

25 N-(1S,2R)-1-(3,5-dif1uorobencii)-3-[(3-eti1benCi1) amino] -2-

hidroxipropil}-2- (2-metil-2,3-dihidro-1-benzofuran--5-

ii) propanamida; 

N- ((is, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2--

30 hidroxipropii}-2- (3-metil-2-oxo--2,3-diLhidro-1H-bencimidazoi-

35 

1-il) acetamida; 

N- (1S,2R) -1- (3,5-difluorobencil)-3-((3-etiibencii)amino) -2-

hidroxipropii}-3- (6-etoxi-1H-bencimidazol-2-i1)propanarnida; 

N-(1S,2R)-1-(3,5-dif1uorobenci1)-3-[(3-eti1beflcii)amifl0]2-

hidroxipropil}-4- (2,3-dihidro-1H--indol--1-il) -4-oxobutanamida; 
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N{(1s,2R)1(3,5dif1uorobenci1)-3-[(3-et11benc1l)am1fl0]2 

hidroxipropi1} -4-- (2-oxo-1, 3-benzoxazol-3 (2H) -ii) butanamida; 

5 N{(1g,2R)1(3,5dif1uorobencil)-3-[(3-eti1benc1l)am1n0]2 

hidroxipropil}-2- (5-fenil-1H-tetraazol-1-il)aCetamida; 

(3,5-difluorobencil)-3-{(3-etilbeflCil)amiflo]2 

10 hidroxipropil}acetamida; 

15 

2_(1H_1,2,3_benzotriaZOl-1-il)-N-{(1S,2R)1(3,5 

difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropi 1 } hexanamida; 

3(1,3benzodiOxO1-5-i1)-N-{(1S,2R)-1-(3,5dif1UOr0beflC11)-3-

[(3-etilbencil)amino] -2-hidroxipropil}propaflamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil)--3- [(3-etilbencil)amino] -2-

20 hidroxiprop–1}-2-(1,3-diOXo-1,3-dihidrO-2HiSOJ-fld012 

ii) acetamida; 

N-{(1S,2R)-1-(3,5-difluorobeflcil)-3-[(3-etilbeflcil)amino]2 

S hidroxipropi1}-3(1,3-diox0-1,3-dihidrO2H-iSOifldO12 

25 i1)propanamida; 

N-{(1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidrox–propi1-4-oxo-4-fenh1bUtaflamida; 

30 2-(5--acetiltien-2-il)-N-{(1S,2R)-1-(3,5--diflUOrobeflCJ-1)--3-

35 

[(3-etilbencil)amino] -2-hidroxipropil}acetamida; 

N- { (is, 2R) -1-- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil}-2-tien-2-ilacetamida; 

N-{ (1S,2R) -1 (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-2- (1,3-dimetii-2,6-dioxo-i,2,3, 6-tetrahidro-
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5 

7H-purin-7-il) acetamida; 

N-{(1S,2R) -1- (3,5-difluorobencil) -3- [(3-etiibencil)arninoj-2-

hidroxipropil}-4- (3-hidroxifenhl) -4-oxobutanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etiibencil)amino] -2-

hidroxipropil}-4- (3-metoxifenil) -4-oxobutanamida; 

N-{(1S,2R)-1-(3,5-difiuorObeflCil)-3-[(3-etilbeflCil)amiflo]2 

10 h–droxipropil}-4- (1H-indol-3-ii) -4-oxobutanamida; 

. 2- (1-benzotiien-4-il) -N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [3-

etilbencil)amino] -2-hidroxipropil}acetarnida; 

15 N{(iS,2R)1-(3,5dif1uorobenci1)-3-[(3-eti1benci)anuno]-2-

hhdroxipropil} -2- (1, 3-dimetil-2-dioxo-1, 2,3, 6-tetrahidro-9H-

purin-9-il) acetamida; 

N-{(1S,2R)-i-(3,5-dif1uorobenCii)-3-[(3-etibeflCi1)aflUflO]-2-

20 h–droxipropii}-2-hidroxi-2-fenh1-2-tJefl-2-iiaCetamida; 

N-{ (is, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil}-2- (1-oxidopiridin-3-ii)acetamida; 

40 
 25 2-(4-cloro-2-oxo-1,3-benzotiazoi-3(2H)-il)-N-{(1S,2R)-1-(3,5-

djfluorobencii) -3- [(3-etilbencil) amino] -2-

hidroxipropil } acetamida; 

N-{(1S,2R)-1--(3,5-difiuorobencbl)-3-[(3-etiibencii)amiflo]-2-

30 hidroxipropil}-2-(2,4-dhhidroxi-1,3-tiazol-5-il)aCetamida; 

35 

N-{(1S,2R)-1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-2- [2- (4-f luorofenil) -1,3-benzoxazoi-5-

ii] acetamida; 

N-{(1S,2R)-i-(3,5-difiuorobencil)-3-[(3-etilbenCil)amiflO]-2-

hidroxipropii}-2- (2-pir–din-4-i1-i, 3-benzoxazol-5-
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5 

ii) acetamida; 

hidroxipropii}2-(2-ifleti11,3beZ0XaZ015l)aCetam’ 

2_(2H_1,2,3_benzotriazO1-2-i1)-N-(1S,2R)1(3,5-

difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxiprop–i }butanamida; 

10 N{(15,2R)-1_(3,5-dif1uorobeflci1)-3-[(3-eti1beflC1i)am1fl0]-2 

hidroxipropii}4-(1,3-dioxo-1,3-dihidrO-2H-iSOifldO12il)2 

hidroxiLbutanamida; 

2- [2- (acetilamino) 1,3-tiazoi-4-i1] -N-{ (1S,2R) -1- (3,5-

15 difluorobencii)-3-[(3-etilbeflcil)amiflO]2 

20 

hidroxipropil }acetamida; 

N- 
(is, 

2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino) -2-

hidroxipropii}-2-(2--piridin-2-ii--1,3-tiaZOi-4-ii)acetamida; 

N-{(1S,2R) -1-(3,5-difluorobencil)-3- [(3-etilbencii)amino) -2-

hidroxipropil}-4-{4- [(metilsulfonil)arnino)fenil}-4-

oxobutanarnida; 

25 N-{(1S,2R)-1-(3,5-difiuorobencil)-3-[(3-etilbencil)amino)-2-

hidroxipropi1}-3-4-- [(metilsultonil)aminolfenil}propanamida; 

30 

N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-etilbencii)amino]-2-

hidroxiprop–1}-5- (1H-pirazol-1-ii)pentanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etiibencii)amino] -2-

hidrox–propil}-5- (1H-i,2,4-triazoi-1-il)pentanamida; 

N-{(1S,2R)-1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

35 hidroxipropil}-2-(1,3-dioxo-1,3-dihidro-2H-isoindOi-2-

ii) propanamida; 
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N-{ (is, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropii}-4- (1H-imidazol--1-il)butanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil) amino] -2-

5 hidrox–propil}-2- (2, 6-dihidroxipirimidin-4-i1)acetamida; 

N-{(1s,2R) -1- (3,5-difluorobencii)-3-E(3-etilbencil)atfliflO]--2-

hidroxipropil}-4- (3-f luoro-4-metoxifenil) -4-oxobutanamida; 

10 3-(2-ciorofenil)-2-ciaflO-N-{(1S,2R)-1-(3,5thfiUOEObeflCil)-3-

15 

[(3-etiibencil)amino] -2-hidroxipropil}propanamida; 

N-acetil-N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-

etilbencii)amino] -2-hidroxipropil}--D-fenhlalaninamida; 

N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-etilbeflcil)amino]--2-

hidroxipropil}-4- (4-metilfenil) -4-oxobutanamida; 

N-{(1S,2R)-i-(3,6-dif1uorobenci1)-3-{(3-eti1beflCi1)arflJflO]-2-

20 hidroxipropii} -4-- (2-hidrox–-5-metilfenhl) -4-oxobutanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil)-3- [(3-etilbencil)amirio] -2- 

Ihidroxipropil}-4-oxo-4-tien-2-ilbutanamida; 

25 N-{(1S,2R)-i-(3,5-difluorobencil)-3-[(3-etilbencil)amino]-2-

30 

hidroxipropil}-4- (2-naftil) -4--oxobutanamida; 

4-(1,3-benzodioxoi-5-i1)-N-{(1S,2R)-1-(3,5-difluorobeflcil)-3-

[(3-etilbencil)amino] -2-hidroxipropil}butanamida; 

N-{ (15. 2R) -1- (3, 5-ditluorobencil) -3- [(3-et–lbencil)amino] -2-

hidroxipropil}-4-(3-piridin-2-i1-1,2,4-oxadiazol-5-

ii) butanamida; 

35 N- (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-3-[3--(4-metoxifenil)-i,2,4-oxadiazol-5-

ii] propanamida; 
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N-(1S,2R) -1-(3,5-difluorobencil)-3- [(3-etilbencil)aminoi--2-

hidrox–propil}-4- (2-furil) -4-oxobutariamida; 

5 4(i,3-benzotiaZo1-2-j1)-N-{(iS,2R)-1-(3,5dif1UOr0beflC11)3 

10 

[(3-etilbencil)aminol -2-hidroxipropil}butallamida; 

N-acetil-4-cloro-N- (iS, 2R) -1- (3, 5-difluorobencil) -3- [(3-

etilbencil)am–no] -2-h–dro?dpropi1}fenh1a1aniflamida; 

2_(acetilamino)_2_(iH_1,2,3-beflzOtriaZOl-1-i1)N-{(1S,2R) 

. 1(3,5-difluorobencil) -3- [(3-etilbencil)am–no] -2-

hidroxipropil } acetamida; 

15 N{(1S,2R)-1-(3,5-dif1uorobenci1)-3-[(3-eti1benCi1)amiflO]-2-

hidroxipropil}-2-(2--etil-4H-[1,2,4]triaZOiO[1,5-

a]bencimidazol-4-il) acetarnida; 

N{(1S,2R)-i-(3,5-dif1uorobenCi1)-3-[(3-etibeflCi1)amJflO]-2-

20 hidroxipropi1}-2-meti1-2-(1H-1,2,4-trLaZO1-1--i1)prOpaflamida; 

N-{(1S,2R)-1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2- 

. hidroxipropii}-2-(5-pirrolidin-1-i1-2H-tetraaZOl--2- 

ii) acetamida; 

25 

N-{(1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)arnino] -2-

hidroxipropii}-3-{ [(metilamino) carbonil] arnino}-3-tieri-3-

ilpropanamida; 

30 N-{(iS,2R)-1-(3,5-dif1uor0benCii)-3-[(3-et-1beflZi1)amiflO]-2-

hidroxipropil}-2-[1-metil-3-(metiltio)-1H-indol-2-

ill acetamida; 

N-(1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)aminoj-2-

35 hidroxipropii}-4- (3,4-dihidro-2H-115-benzodioxepin-7-il) -4-

oxobutariamida; 
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N-{(1S,2R) -1- (3,5-difluorobencil) -3- [(3-et–lbencil)aminol -2-

hidroxipropil}-3- [(metoxiacetil)ami-no] -3-f enilpropanamida; 

N-{(1S,2R)-1-(3,S-diflUorobeflCil) -3- [(3-etilbencil)aminO] -2-

5 hidroxipropil}-3- [2-oxo-5- (trifluorometil)piridin-1 (2H) - 

ii] propanamida; 

2-ciano-N-{(1S,2R)-1-(3,5-diflUOrObeflCil)3[(3 

etilbencil)amino] -2-hidroxipropil}-3- (3,4dimetoxifeni1) -2-

10 metilpropanamida; 

4-(3,4-d–clorofen–1)-N-{(1S,2R)-i-(3,5-difiUOrObeflCil)-3-((3 

etilbencil)amino] -2-hidroxipropil)-4-oxobutanamida; 

15 N-{(1S,2R)-1-(3,5-difluOrObeflCil)-3-[(3-etilbeflCi.1)ami-flO] 

152-hidroxiprop–1}-4- (3,4-difluorofenhl) -4-oxobutanamida; 

20 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbericii)amino] -2-

hidroxiipropil}-4-- (3,4-difluorofenil) -2-metil-4-oxobutanarnida; 

N-( 
(is, 2R) -1- (3, 5-difluorobenchl) -3- [(3-etilbencil) amino] - 

202-hidroxipropil}-2-hidroxi-4-oxo-4-tien-2-ilbutanamida; 

N-{(1S,2R)-1-(3,5-dif1uorobenci1)-3-[(3-eti1beflci1)amflO]-2-

25 hidroxipropil}-4-(7--metoxi-1-benzofuran-2-ii)-4-

30 

oxobutanamida; 

4-dibenzo[b,d]furan-2-il-N-{(1S,2R)-i-(3,5-difluorobencil)-3-

[(3-etilbencil)amino] -2-hidroxipropil}-4-oxobutanamida; 

N-{(1S,2R)-1-(3,5-d–fluorobencil)-3-[(3-etilbencil)amino]-2-

hidroxipropil}-2- (6-oxo-3-fenilpiridazin-i(6H) -il)acetarnida; 

2-(1H,1H-2,2’-biimidazol-1-i1)-N-{(1S,2R)-1-(3,5-

35 difluorobencil)-3-[(3--etilbencil)amino]-2-

hidroxipropil }acetamida; 
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N-{(1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-4-(3,4-dihidro-2H-crOmefl-6-il)-4-

oxobutanamida; 

5 N-(1S,2R)_1_(3,5-dif1uorobenci1)-3-[(3-eti1beflCil)amiflO]2-

hidroxipropil}-2(3-oxo-1,2-beflCiSOtiaZOl2 (3H) -i1)acetamida; 

4- [2- (acetilamino) -4,5-dimetilfenil) -N-{ (1S,2R) -1- (3,5-

d1uorobenci1)-3-{(3-eti1benCi1)amiflO]-2hidrOXiprOpi1}4 

10 oxobutanamida; 

15 

N-{ (is, 2R) -1- (3, 5-difluorobencil) -3- { (3-etilbencil) amino] -2-

hidroxipropi1}2- (3-oxo-2, 3-dihidro-1H-isoindol-1-

ii) acetamida; 

N- (1S,2R) -1- (3,5-dif1uorobenci1) -3- [(3-etiibencil)amino]-2-

hidroxipropii)-4- (4-hidroxifenil) -4-oxobutanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

20 hidroxipropil}-2-hidroxi-4-OXO-4--tiefl-3-ilbUtaflamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropi1}-2-fenh1-2- (1H-pirrol-1-il)acetarnida; 

25 4-(4-cloro-2-hidroxifenil)-N--{(1S,2R)-i-(3,5-diflUOrObeflCil)-

3- {(3-etilbencil)aminol -2-hidroxipropil}-4-oxobutanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilLbencil) amino] -2-

hidroxipropil}-2-(5-metil-1,3-dioxo-1,3-dihidro-2H-isoindol-

30 2-il)acetamida; 

35 

N- (15, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil}-2- (1-oxo-1, 3-dihidro-2H-isoindol-2-

ii) butanamida; 

N-(1S,2R)-1-(3,5-dif1uorobenci1)-3-f(3-etiibeflci1)amiflOi-2-

hidroxipropil} -2-metil-2- (1-oxo-1, 3-dihidro-2H-isoindol-2-
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5 

ii) propanamida; 

N-{ (1S,2R) -1-(3,5-difluorobencii) -3- [(3-etilbencii)amino] -2-

hidroxipropii}-2-(1-meLi1-i}1-ifld0i-3-i1)-2-0X0aCetamJda 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropii}-2-(2-tioxo-2,3-dihidro-1,3-tiazol-4-

ii) acetamida; 

10 N-{(1S,2R)-1-(3,S-difluorobencii)-3-[(3-etilbeflcii)amiflO]-2-

15 

hidroxipropii}-2- [4- (1H-pirroi-i-ii)fenhi]propanamida; 

2- (1-benzofuran-2-ii) -N-{(15,2R) -1- (3,5-difluorobencil) -3-

[(3-etiibenzil)amino] -2-hidroxipropii}-2-metilpropanamida; 

4- (i-benzofuran-2-yi) -N-{ (1S,2R) -1- (3,5-difluorobencil) -3-

[(3-etiibencil)amino] -2-hidroxipropil}-4-oxobutanamida; 

N-{(1S,2R)-1-(3,5-difluorobericii)-3-(3-etiibencil)amiflo)-2-

20 hidroxipropil}-4-(6-metoxi-1,1’-bifeflil-3-ii)-4-

oxobutanamida; 

3-(3-c1oroisoxazo1-5i1)-N-{(1S,2R)-1-(3,5-dif1UOrObeflCi1)-3-

* [(3-etilbencii)amino] -2-hidroxipropii}propanamida; 

25 

N-{ 
(is, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2 

hidroxipropii}-4- (4-metoxifenhl) -4-oxobutanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

30 hidroxipropii}-4- (2,3-dbhidro-i,4-benzod–oxin-6-il) -4-

oxobutanamida; 

N-{(iS,2R)-i-(3,5-difluorobencil)-3-[(3-etilbencii)amino]-2-

hidroxipropil}-3-(2-oxo-2H-i,3-benzoxazin-3 (4H) - 

35 ii) propanamida; 

N-{(1S,2R)-i-(3,5-difluorobencii)--3-[(3--etilbencil)atflino]-2-
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hidroxipropil}-2-(2-OxO-2,3dihidrOl,3beflZ0XaZ015 

ii) acetamida; 

N-{ 
(is, 

2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino) -2-

5 hidroxipropii}-2- (2-oxo-2,3-dihidro-1H-beflCimi.daZOl-5-

10 

ii) acetamida; 

N{(1S,2R)-i(3,5-difluorObenCil)-3-[(3-etibeflCil)amifl0I2 

hidroxipropil}-4- (5-inetil-1H-pirrol-2-il) -4-oxobutanamida; 

N-{(1S,2R)-1-(3,5-difluorobenci)-3-[(3-etibenci)amino]-2-

hidroxipropil}-2- (5-piridin-2-il--2H-tetraazOl-2-il)aCetamida; le  

N-{ (1S,2R)-1- (3,5-difluorobencil) -3- [(3-etilbenc–l)aminol -2-

15 hidroxipropi1}-2-(5,7-dimetil[1,2,4]triazO1O[1,5-a]pirimthfl 

2-il) acetamida; 

N- (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-4- [5- (metilsuifinil) -2, 3-dihidro-iH-indol-l-

20 ii] -4-oxobutanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil)-3- [(3-etilbencil)amino] -2-

hidroxipropii}-2-fenil-2-(4H-1,2,4-triaZOl-3-iltiO)aCetamida; 

46 
 25 N_{(15,2R)_l-(3,5-dif1uorobencil)-3-[(3-etJlbeflCJ-1)amiflO]-2-

hidroxipropil}-2-(5,6-dimetil-2,4-dioxo-1,2,3,4-

tetrahidropiridin-3-il) acetamida; 

N-{ (iS, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

30 hidroxipropii}-3- (3-oxo-2,1-bencisotiazol-l(3H) - 

35 

ii) propanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-3-fenil-2-(1H-tetraazol-1-il)propanamida; 

N-{ (lS,2R) -1- (3,5-difiLuorobencil) -3- {(3-etilbencil)amirio] -2-

hidroxipropii}-2- [5- (4-metilfenil) -2H-tetraazol-2-
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ii] acetamida; 

N{(1S,2R)-1-(3,5-dif1uorobenCi1)-3-[(3-eti1beflCi1)amifl0]-2 

hidroxipropil}-2- (3-hidroxi-4-metiltenhl)aCetamida; 

- { (is, 

2R) -1- (3, 5-difluorobencli) -3- [(3-etilbencil) amino] -2-

hjdroxipropii}-2-ferlii-N,N-diprOpiipefltaflediamLda; 

N-{(1S,2R)-1-(3,5-difluorobenCii)-3- [(3-etiibencii)aminol-2-

10 hidroxipropil} -2-fenilacetamida; 

, N-{(1S,2R)-1-(3,5-difluorobenCii)-3-[(3-etilbeflCii)amiflO]-2-

hidroxipropil}-2- (3-f luoro-4-propoxifenhl)acetam–da; 

15 N-{(15,2R)-1-(3,5-difluorobencii)-3-{(3-etilbeflCJ-1)amiflO]-2-

hidroxipropil}-2- (3-metoxi-4-propoxifenil)acetamida; 

20 

N-{ (1S,2R) -1- (3,5-difiuorobencil)-3- [(3-etilbencil)amino] -2-

hidroxipropii} -2- (4-etoxifenil) acetamida; 

N-{(1S,2R)-1-(3,5-dif1uorobenci1)-3-{(3-etibenCi1)amiflo]-2-

hidroxipropil}-2- (3-hidroxi-4-metoxifenil)acetamida; 

N- (1S,2R) -1.- (3,5-difluorobencil) -2-hidroxi-3- (3-

25 metox–hencil)amino]propil)-3-fenilpropanamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil } -3- feniipropanamida; 

30 N-{(1S,2R)-1-(3,5-difluorobencii)-3-{(3-et–lbencil)amino]-2-

hidroxipropil}-2- [1-metil-5- (4-metiibenzoil)-1H--pirrol-2-

il]acetamida; y 

3-(1-butil-1H-pirazol-4-il)-N-{(1S,2R)-1-(3,5-

35 difluorobencil) -3- [(3-etiibencil)am–no] -2-

h–droxipropii }propanamida. 
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2. Un compuesto que se selecciona de 

clorhidrato de N-{(1S,2R)-1-(3,5-diflUOrObeflCil)3-{(3 

et1benci1)amino]-2-hidroxiproPi1}-2-(4eti12,3 

5 dioxopiperazin-1-i1) acetamida; 

10 

clorhidrato 2 -(4 - but i1-2,3dioxopiperazifl-1-i1)-N-{(1S,2R)1 

(3, 5-difluorobenCil) -3- [(3-etilbencil) amino] -2-

hidroxipropil }acetamida; 

N-{ (15, 2R) -1- (3, 5-difluorobencil) -3- { (3-etilbencil) amino] -2 

hidroxipropil}-2- (3-oxopiperazin-1-il)acetamida; 

N-{ (1S,2R) -1-bencil-3- [(3-etilbencil)amino] -2-hidroxipropil}-

15 2- (3-oxopiperazin-1-il)acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil)amino]propil}-2- (3-oxopiperazin--1-–1)acetamida; 

20 N-{(1S,2R)-1-(3,5-dif1uorobenci1)-2-hJdrOXi-3-[(3-

yodobencil)amino]propil}-2- (4-metil-3-oxopiperazin-1-

ii) acetamida; 

N{(1S,2R)-1-(3,5-dif1uOrobenCi1)-3-[(3-eti1beflCi1)amino]2-

25 hidroxipropil}-2- (4-metil-3-oxopiperazin-1-il)acetamida; 

30 

N-{(1S,2R)-1(3,5-difluorobencil)-2-hidrOxi-3-[(3-

yodobencil)amino]propil}-2- (4-etil-3-oxopiperazin-1-

ii) acetamida; 

N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-etilbenCil)amiflO]-2-

hidroxipropil}-2- (4-etil-3-oxopiperazin-1-il)acetamida; 

N-{ (1S,2R) -1(3, 5-difluorobencil) -2-hidroxi-3- [(3-

35 yodobencil)amino]propil}-2- (3-oxo-4-propilpiperazin-1-

ii) acetamida; 
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2-(4-butil-3-oxopiperaZifl-1-il)-N-{(1S,2R)1(3,5 

difluorobencil) 2-hidroxi-3 [(3-

yodobencil) amino] propil)acetamida; 

5 N-{(1S,2R)-1-(3,5-dif1uorobeflci1)-2-hidrOXi3-[(3-

yodobenci1)amino]propi1}-2(4-iSOPrOPi13-OXOPiPeraZifl 

lii) acetamida; 

N-{(1S,2R)-1-(3,5-dif1uorobeflCi1)-2-hidrOXi-3[(3-

10 yodobencil)amino]propil}-2-- (4-yodobutil-3--oxopiperazifl-1-

–1) acetamida; 

10 N-{(1S,2R)-1-(3,5-difluorobeflCil)-2-hidrOXi-3-[(3-

yodobencil) amino] propil}-2- [(3R) -3, 4-dimetil-5-oxopiperazifl-

15 1-il]acetamida; 

20 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil)amino]propil}-2- [(3S) -3,4-dimetil--5-oxopiperazin-

1-i1]acetarnida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil)amino]propil}-2-[(3R)-4-etil-3--metil-5-

oxop–perazin-1-il] acetamida; 

25 N-{(1S,2R)-1-(3,5-difluorobencil)-2--hidroxi-3-[(3-

yodobencil)amino]propil}-2- [(3S) -4-etil-3-metil-5-

oxopiperazin-1-il] acetam–da; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

30 yodobencil)amino]propil}-2[(3R)-3-metil-5-oxo-4-

propilpiperazin-1--il] acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil)amino]propil}-2-[(3S)-3-metil-5--oxo-4-

35 propilpiperazin-1-i1]acetamida; 

2- [(3R) -4-butil-3-metil-S-oxopiperazin-1-il] -N-{ (1S,2R) -1-
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(3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino] propil }acetamida; 

2- [(3S) -4-butil-3-metil-5-oxopiperaZifl-1-il] -N-{ (1S,2R) -1-

5 (3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino] propil }acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil)amino]propil}-2- [(3R) -3-etil-4-metil-5-

10 oxopiperazin-1-ilI acetamida; 

. N_{(1S,2R)-1-(3,5-difluorobencil)-2-hidrOXi-3-{(3-

yodobencil)amino]propil}-2- [(3S) -3-etil-4-metil-5-

15 

oxopiperazin-1-il] acetamida; 

2_f(3R)_3,4_dietil-5-oxOpiperaZifl-1-i1]-N-{(1S,2R)-1(3,5 

difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino] propil}acetamida; 

20 2_[(3S)-3,4-dietil-5-oxopiperazin-1-il]-N-{(1S,2R)-1-(3,5-

difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino] propil}acetamida; 

� N-{(1S,2R)-1-(3,5-difluorobencil)-2-hidrOxi-3-[(3-

25 yodobencil)amino]propil}-2-[(3R)-3-etil-5-oxo-4-

propilpiperazin-1-ilI acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil)-2-hidroxi-3- [(3-

yodobencil)amino]propil}-2-[(35)-3-etil-5-oxo-4-

30 propilpiperazin-1-il] acetamida; 

ci; 

2- [(3R) -4-butil-3-etil-5-oxopiperazin-1-i1] -N-{ (1S,2R) -1-

(3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino] propil }acetamida; 

2_[(3S)-4_buti1-3-eti1-5-Oxopiperaifl-1-i1]-N-{(1S,2R)-1 

(3,5-difluorobencil) -2--hidroxi-3- [(3-
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yodobencil) amino] propel }aeetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil)amino]propil}-2-[(3R)3iSOProPii-OXO4 

5 propiipiperazin-1-il] acetamida; 

10 

N- (is, 2R) -1- (3, 5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino]propil}-2- [(3S) -3-isopropil-5-oxo-4-

propflpiperazin-1-i1] acetamida; 

2- [(3R) -4-butil-3-isopropil-5-oxopi-perazin-1-il] -N-{ (1S,2R) - 

1- (3, 5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino] propil}acetamida; 

15 2-[(35_4-butil-3_isopropii-5-oXopiperaZin-1-i1]-N-{(1S,2R)-i-

(3, 5-difluorobencil) -2-hidroxi-3- [(3-

yodobencil) amino] propil}acetamida; 

N_{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-etilbeflcJ-l)aminO]-2-

20 hidroxipropil}-2- (4-metil-2, 5-dioxopiperazin-1-il)acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-2- (4-etil-2,5-dioxopiperazin-1-il)acetaruida; 

25 N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-etilbencil)amino]-2-

h.idroxipropil}-2- (2,5-dioxo-4-propilpiperazin-i-il)acetamida; 

2-(4-butil--2,5-dioxopiperazin-1-il)-N-{(15,2R)-1-(3,5-

difluorobencil) -3- [(3-etilbencil) amino] -2-

30 hidroxipropil}acetamida; 

N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(3--etilbencil)amino]-2-

hidroxipropil}-2- (25-dioxo-4 -pent i1piperazin-1-il)acetamida; 

35 N-{(1S,2R)-1-(3,5--difluorobencil)-3-[(3-etilbencil)amino]--2-

hidroxipropil}-2-[(3R)-3,4-dimetil-2,5-dioxopiperazin-1-

ii] acetamida; 
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5 

N{(1S,2R)1(3,5-dif1uOrobeflCi1)-3(3-etiibeflCii)am1fl0J2 

hjdroxjpropi1}-2-[(3S)-3,4-difflCti1-2,5di0XOPPeraZ1fli 

ii] acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencli)amino] -2-

h–droxipropil}-2-[(3R)-4-etii-3-metil-2,5-diOXOPiPeraZifll 

jill acetamida; 

10 N{(1S,2R)1_(3,5-difiuorobenci1)-3-[(3-eti1beflCii)amiflO]-2 

hidroxipropi1}-2-[(3S)-4-eti1-3-meti1-2,5-diOX0PPeraZifli 

ii] acetamiLda; 

N-{ (1S,2R)-1-- (3,5-difluorobencil)-3- [(3-etilbencii)amino}-2-

15 hidroxipropil}-2-[(3R)-3-metii-2,5-diOXO-4-PrOPi1PiPeraZ1fll 

–1) acetamiLda; 

N- 
(is, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxiprop–i}-2-[(3S)-3-metil-2,5-diOXO-4-PrOPilPiPeraZifll 

20 ii]acetarnida; 

25 

2- [(3R) -4-butii-3-metii-2,5dioxOpiperaZifl-1-i1] -N-{ (1S,2R) - 

1- (3,5-difluorobencil) -3- [(3-etiibencil)arnino] -2-

hidioxipropil}acetamida; 

2- [(3S) -4-buti.1-3-metii-2,5-diOXopiperaifl-1-i1] -N- ((1S,2R) - 

1- (3, 5-difluorobencil) -3- [(3-etilbencil)amino] -2--

hidroxipropil } acetamida; 

30 N-{(1S,2R)-i(3,5-dif1uorobenci1)-3-[(3-eti1beflcJ1)aminO]-2-

hidroxipropii}-2-[(3R)-3-etil-4-metil-2,5-dioxopiperazifl-1-

ii] acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

35 hidroxipropil}-2-[(3S)-3-etii-4--metil-2,5-diOxOPiPeraZifll-

ii] acetamida; 
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2_[(3R)_3,4_dietil_2,5_diOXOpiPeraZifl_1-ii]-N{(15,2R)1 

(3,5-difluorobencil)-3-[(3-etilbeflCil)amiflo]2 

hidroxipropil }acetamida; 

S 2[(3S)-3,4-dieLi1-2,5-diOXOpiPeraZifl-11]N{(1S,2R)1 

(3,5-difiuorobencil)-3-[(3-etilbeflcil)afflinOI2 

hidroxipropil }acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil) amino] -2-

10 hidroxipropil}-2-[(3R)-3-etil-2,5-diOXo-4Pr0PilPiPeraZinl 

–1] acetamida; 

N- 
(is, 

2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil}-2-C(3S)-3-etil-2,5-diOxo-4-PrOPilPiPeraZJ-fl1 

15 il]acetamida; 

20 

2- [(3R) -4-butil-3-etil-2,5-dioxopiperazin-1-ii] -N- ({(1S,2R) - 

1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil } acetamida; 

2- [(3S) -4-butil-3-etil-2,5-dioxopiperazin-1-il) -N-{ (1S,2R) -1-

(3,5-difluorobencil)-3-[(3-etilbencil)amino]-2-

hidroxipropil }acetamida; 

25 N-{(15,2R)-1-(3,5-difluorobencil)-3-[(3-etilbeflcil)amiflo]-2--

hidroxipropil}-2-[(3R)-3-isopropil-4-metil-2,5-

dioxopiperazin-1-il] acetamida; 

N-{ (15, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2--

30 hidroxipropil}-2-[(3S)-3--isopropil--4-metil-2,5-

dioxopiperazin-1-i11 acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-2-[(3R)-4-etil-3-isopropii-2,5-dioxopiperaziEL-

35 1-ii]acetamida; 

N-{(1S,2R)-1-(3,5-difluorobencil)3-[(3-etilbeflCil)amiflO]-2-
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1-il] acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-et–lbenciJ)aminO]-2-

5 hidroxipropi1}-2[(3R)-3iSOpTOPi]215d10x04 

propilpiperazin-1-i1) acetamida; 

N{(1S,2R)-1-(3,5-difiuorobenci1)-3-[(3-et1benc11)am1no]2-

hidroxipropi1}-2-[(3S)-3-iSOPrOP1215-di0X04 

10 propilpiperazin-1-i1)acetamida; 

2[(3R)4-buti1-3--isopropi1-2,5-diOXOpiPeraZifl-1-i1)-N 

10 {(1S,2R) -1(3,5dif1uorobenci1)-3-[(3-eti1beflCi1)amiflO] -2-

15 

hidroxipropil } acetamida; 

2-[(3S)-4-buti1-3isopropi1-2,5-diOXOPiPeraZifl-1-i11-N-

(1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbenzil)amino] -2-

hidroxipropil }acetamida; 

20 N-{(1S,2R)-1_(3,5-difluorobencil)-3-[(3-etilbeflcil)amiflO]-2-

h–droxipropil}-2- (4-metil-2,3-dioxopiperazin-1-il)aCetatflJ-da; 

25 

N-{(1S,2R)-1-(3,5-dit1uorobenci1)-3-[(3-eti1beflCi1)amiflO]-2 

hidroxipropil)-2-(4-etil-2,3-dioxopiperaZifl-1-il)acetamida; 

N-{(1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-2-- (2,3-dioxo-4-propilpiperazin-1-il)acetamida; 

2-(4-but–1-2,3-dioxopiperazifl-1-il)-N-{(1S,2R)-1-(3,5-

30 difluorobencil) -3- 1 (3-etilbencil) amino] -2-

35 

hidroxipropil } acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil}-2- (2,3-dioxo-4-pentilpiperazin-1-il)aCetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- {(3-etilbencil)amino] -2-

hidroxipropil}-2-[(5R)-4,5-dimetil-2,3-diOXOpiperaZifll 
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iii acetamida; 

N{(1S,2R)1(3,5-dif1uorobenc1)-3-[(3-eti1benc1l)am1n0]2 

hidroxipropi1}-2-[(5S)-4,5-dimeti12,3d10X0PiPeraZ]-fll 

5 il]acetamida; 

10 

N -f (1S,2R) -1- (3,5-difluorobencil) -3- {(3-etilbencil)amino] -2-

hidroxipropi1}2-[(SR)-4-eti1-5-meti1-2,3diOXOPiPerZ1fll 

–13 acetamiLda; 

N-f (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil)-2-{(5S)-4-etil-5-metil-2,3-diOXOpiperaZifll 

–1]acetamida; 

15 N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-etilbencil)aminOl-2-

hidroxipropil}-2- [(5R) -5-metil-2,3-dioxo-4-propilpi-perazi-fl-1-

–1] acetamicla; 

N-f (1S,2R)-1- (3,5-ditluorobencil) -3- f(3-etilbencil)amino] -2--

20 hidroxipropil}-2-{(5S)-5-metil-2,3-dioXO-4-PrOPilPiPeraZifll 

ii] acetaniida; 

2[(5R)-4-buti1-5-meti1-2,3-diOxOpiPeraZi1-1-i]-]-N-L(1S,2R)-

1-(3,5-dif1uorobenci1)-3-(3-et–1benci1)arnirioi-2 

25 hid.roxipropil}acetamida; 

ME 

2-[(5S)-4-buti1--meti1-2,3-dioxopiperaZifl-1-i1]-N-{(1S,2R)-

1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil }acetamida; 

N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-etilbenCil)amiflo]-2-

hidroxipropil}-2-[(5R)-5-etil-4-metil-2,3-dioxopiperazin-1-

ii] acetamida; 

35 N-f(1S,2R)-1-(3,5-difluorobencil)-3-[(3-et–lbeflC–1)amiflO]-2-

hidroxipropil}-2-((5S)-5-etil--4-met–1-2,3-diOxop–peraZifl-1-

–1) acetamida; 
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5 

2[(5R)-4,5-dieti1-2,3-dioxOpiperazifl-1-i1]-N-{(1S,2R)-1(3,5-

difluorobencil) -3- [(3-etilbenzil)aminol -2-

hidroxipropil } acetamida; 

2-[(SS)-4,5_dietil-2,3-dioxopiperazifl-1-il]-N-{(1S,2R)-1(3,5-

difluorobencil) -3- 1 (3-etilbenzil) amino] -2-

hidroxipropil } ace tamida; 

10 N_{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-etilbeflCil)amiflO]-2-

hidroxipropi1}2-{(5R)-5-eti1-2,3-dioxo-4-prOpi1piperaZifl-1-

ii] acetamida; 

N-{(1S,2R)-1-(3,5-difluorobenCil)-3-- {(3-etilbencil)amino]-2-

15 hidroxipropil}-2-[(SS)-5-etil-2,3--dioxo-4--propilpiperazifl-1-

ii] acetamida; 

2-[(5R)-4-buti1-5-eti1-2,3-dioxopiperazin-1-ii]-N--(1S,2R)-1-

(3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

20 hidroxipropil}acetamida; 

25 

2-[(5S)-4-butil-5-etil-2,3-dioxopiperazin--1-il]-N-{(1S,2R)-1-

(3,5-dif1uorobenci1)-3-[(3-eti1benci1)amino]-2-

hidroxipropil}acetamida; 

N-{(1S,2R)-1-(3,5-dit1uorobenci1)-3-[(3-eti1benci1)amino]2-

hidroxipropil}-2-[(5R)-5-–sopropil-4-metil-2,3-

dioxopiperazin-1-il) acetamida; 

30 N-((1S,2R)-1-(3,5-dif1uorobenci1)-3-[(3-eti1benci1)amino]-2-

hidroxipropil}-2-[(5S)-5-isopropil-4-metil-2,3-

dioxopiperazin-1-il] acetamida; 

N-(1S,2R)-1-(3,5--ditluorobencil)-3-[(3-etilbencil)amino]-2-

35 hidroxipropil}-2-[(5R)-4-etil-5-isopropil-2,3-dioxopiperazin-

1-il] acetamida; 
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N-{(1S,2R)-i-(3,5-difluorobeflCii)-3- [(3-etilbencil)amino]-2--

hidroxipropii}-2-[(5S)-4-etil-5-iSOPrOPil-2,3-diOXOPiPeraZifl 

1-il) acetamida; 

5 N-{ (1S,2R) -1- (3, 5-difluorobencil) -3- [(3-etiibencil)amino] -2-

hidroxipropil}-2- [(5R) -5-isopropii-2, 3-dioxo-4-

propilpiperazin-1-il] acetamida; 

N-{(iS,2R)-1-(3,5-difluorobencii)-3-[(3-etiibencii)amino]-2-

10 hidroxipropil}-2-[(5S)-5-isopropii-2,3-diQXO-4-

propiipiperazin-i-ii} acetamida; 

2-[(SR)-4-butii-5-isoprop–1-2,3-dioxOpiperaZifl-i-i1]-N-

{ (1S,2R) -1- (3, 5-difluorobencliL) -3-- [(3-etilbencil)amino] -2-

15 hidroxipropil } acetamida; 

20 

2-{(5S)-4-butii--5-isopropil-2,3-dioxOpiperaZifl-i-ii]-N-

{ (is, 

2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil }acetamida; 

N-{(1S,2R)-1--(3,5-difluorobencii)-3- [(3-etilbencil)amino] -2-

h–drox–propil}-2- (4-metil-3, 5-dioxopiperazin-1-i1) acetamida; 

N-{(1S,2R)-1-(3,5-difluorobencii)-3-{(3-etilbencil)amino]-2-

25 hidroxipropil}-2- (4-etil-3,5-dioxopiperazin--i-i1)acetamida; 

N-{ (1S,2R)-i- (3,5-difluorobencil) -3- [(3-etilbenc–1)amino] -2-

hidroxipropil}-2- (3,S-dioxo-4-propiipiperazin-i-ii)acetamida; 

30 2-(4-butil-3,5-dioxopiperazin-i-i1)-N-{(1S,2R)-1-(3,5-

difluorobencil) -3-- [(3-etilbencil) amino] -2-

hidroxipropil } ace tamida; 

N-{ 
(is, 

2R) -1- (3, 5-difiuorobencil} -3- [(3-etilbenc–i)amino] 2-

35 hidroxipropii}-2- (3,5-dioxo-4-pentiipiperazin-1-il)acetamida; 

N-{ (1S,2R) -1- (3,5-difluorobencil) -3- [(3-etilbencil) amino] -2-
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h–droxiprop–1}-2- (4-isobutil-3,5-dioxopiperazin-1-

ii) acetamida; 

N-((1S,2R)-1-[(3,5-difluorofenhl)metill-3-{[(3-

5 etilfenhl)metil]amino}-2-hidroxiprOp–1)-2-(1,1di0X0ti01afl2 

ii) acetamida; 

N((1S,2R)-1-[(3,5-dif1uorOfeni1)meti1]-3-{[(3-

etilfenil)met–1]amino}-2-hidroxiprOpil}-4-OXO-4[4 

10 bench (1, 4-diazaperhidroepinil) 1 butanamida; 

. N-((19,2R)-1-[(3,5-difluorofenhl)tflethl]-3-([(3-

etilfenil)metil]amino)-2-hidroxiprOPil}-4-(1-OXO(1,4 

15 

t–azaperhidroin-4-i1) )butanamida; 

N- ((1S,2R)-1- [(3 5-difluorofenh1)meti1] -3-{ [(3-

etiltenil)metil]amino}-2-hidroxipropil}-2-(1,1--dioXotiOlafl--3-

ii) acetamida; 

20 N-((1S,2R)-1-[(3,5-difluorofenhl)metil]-3-{[(3-

etilfenhl)metil]arnino}-2-hidroxipropil}-4-morfolin--4-il-4-

oxobutanamida; 

N-N1S,2R) -1- [(3,5-difluorofenil)metil] -3-{ [(3-

25 eti1eni1)meti1]amino}-2-hidroxipropi1}-2-(1,3-

dioxo(4,5, 6,7,3a,7a-hexahidroisoindol-2-il))butanamida; 

N-N1S,2R)-1- [(3,5-difluorofenil)meLil)-2--hidroxi-3-{ [(3-

yodofeniJ)metiljamino}propil) -2- (3-azabiciclo[3 .2.2]non-3-

30 il)acetamida; 

N- ((15, 2R) -1- [(3, 5-difluorofenil)metil] -3-{ [(3-

etilfenil)metil]amino}-2-hidroxipropil)-3-(4,4-dirnetil--2,5-

dioxo(1,3-diazolidinil)) -2-

35 [(propi1buti1)su1foni1]meti1}propanamida; 

N- ( (2S, 1R) -1-- [(3, 5-difluorofenhl)methl] -3-- ([(3-



31 

40 

etilfenil)metil]amino}-2-hidroxipropii}-3-(4,4-dimetil2,5 

dioxo(i,3-diazoiidinhl) ) -2-

[(propilbutil) sulfonil]metil}propanamida; 

5 2_(4_butil-2,3-dioxopiperazifl-1-il)-N-{(1S,2R)-1-(3,5-

difluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropil }acetamida clorhidrato; 

2-(4-etil-2,3-dioxopiperazin-1-il)-N-{(1S,2R)-1-(3,S-

10 difluorobencil) -3- [(3-et–lbencil)amino] -2-

hidroxipropil } ace tamida clorhidrato; 

2-(4-butil-3-oxopiperazin-1-il)-N-{(1S,2R)-1-(3,5-

difluorobencil) -3- [(3-etilbencil) amino] -2-

15 hidroxiprop–1}acetamida dihidrocloruro; 

20 

(2R) -2- (4-butil-3-oxopiperazin-1-il) -N-{ (1S,2R) -1- (3,5-

ditluorobencil) -3- [(3-etilbencil) amino] -2-

hidroxipropi 1 } propanamida; 

2-(1-buti12-oxo-1,2-dihidropiridin-4-ii)-N-{(1S,2R)-1-(3,5-

difluorobencil) -3- [(3-etilbencii)amino] -2-

hidroxipropil }acetamida; 

25 2-(1-butil-2-oxopiperidin-4-il)-N-{(1S,2R)-1-(3,5-

difluorobencil) -3- [(3-etilbencil)amino] -2-

hidroxipropil } ace tamida; 

2-(4-butil-2,5-dioxopiperazin-i-il)-N-{(1S,2R)-1-(3,5-

30 difluorobencil)-3-[(3--etilbencil)amino]-2-

35 

hidroxipropil}acetamida; 

N-{ 
(is, 

2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil) amino] -2-

hldroxipropii}-2- (3-oxo-4-propiiciclohexil)acetamida; 

N-{ 
(is, 

2R) -1- (3, 5-ditluorobencil) -3- [(3-etiibencii)amino] -2-

hidroxipropii}-2- (3-oxociclohexii)acetamida; 



32 

N_{(1S,2R)-i-(3,5-difiuOrobeflCii)-3-[(3-etilbeflCii)amiflO]2-

hidroxipropii}-2- [4- (etoximetil)piperidin-i-i1]hexaflatuida; 

5 (2S)-N-{(1S,2R)-i-(3,5-difiuorobencii)-3-[(3-

etiibencii)amino] -2-hidroxipropii}-2- [4-

(etoximetil) piperidin-i-i1] hexanamida; 

N-{ (15, 2R) -1- (3, 5-difluorobencil) -3- [(3-etilbencil)amino] -2-

10 hidroxipropii}-2- [4- (etoximetil)piperidin-i-il]pentaflamida; 

. (2S)-N-{(1S,2R)-i-(3,5-difiuorobencil)-3-[(3--

et.iibericil) amino] -2-hidroxiprop–1}-2- [4-

15 

(etoximetil)piperidin-1-i1}pentanamida; 

N-{(1S,2R)-i-(3,5-difiuorobencii)-3-[(3-etilbeflCil)amiflO]-2-

hidroxipropii}-2-[4-(etoximetii)piperidin--i-ii]-4-

(met–itio) butanamida; 

20 (2S)-N-{(1S,2R)-1-(3,5-d–fluorobenc–1)-3-[(3-

etilbencil)amino] -2-hidroxipropii}-2- [4-

(etoximetii)piperidin-i-il] -4- (metiitio)butanamida; 

2-(4-butii-2-oxopiperazin-i-ii)-N-{(1S,2R)-1(3,5-

25 difiuorobencii)-3-[(3-etilbencii)amino]-2-

hidroxiprop–1}acetamida; 

2-(4-butii-2,3-dioxopiperazin-i-ii)-N-{(1S,2R)-i-(3,5-

difluorobencil) -3- [(3-etiibencii)amino] -2-

30 hidroxipropil }hexanamida; 

35 

(2S) -N-{ 
(is, 

2R) -1- (3, 5-difluorobencil) -3- [(3-

etiibencil)amino] -2-hidroxipropil}-2- [4- (2-

metoxietil)piperidin-i-ii] -4- (metiitio)butanamida; 

(25) -N-{ (1S,2R)-1- (3,5-difluorobencil) -3- [(3-

etilbencil) amino] -2-hidroxipropil}-2- [4- (2-
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metox–etil)piLper–din-i-i1]hexanamida-; 

(25) -N-{ (iS,2R) -1- (3,5-difluorobencil) -3- [(3-

etilbencii)am–no] -2--h–droxipropil}--2- [4- (2-

5 metoxietil) piperidin-i-ilJ pentanamida; 

(2S)-N-{(1S,2R)-1-(3,5-difluorobencil)-3-[(3-

etilbencii)amino] -2-hidroxipropii}-4- (metiltio) -2- (4-

propoxipiperidin-1--il) butanamida; 

(2S) -N-{ (is, 2R) -1- (3, 5-difluorobencil) -3- [(3-

. etilbencil) amino] -2-hidroxipropii}-2- (4-propoxipiperidin--1-

ii) hexanamida; 

15 (2S)-N-(1S,2R)--1-(3,5-difiuorobenci1)-3-[(3-

etiibencil)amino] -2-h–droxipropil}-2- (4-propoxipiperidin-i-

il)pentanamida; 

2-(4-butii-2,3-dioxopiperazin-i-il) -N- ( (1S,2R) -1- (3,5-

20 difluorobencil)-3-{[i-(3-etilfenil)ciclopropil)amiflo}-2-

hidroxipropil) hexanamida; 

(25) -N- ((1S,2R) -1- (3,5-difluorobencil) -3-{ [1- (3-

etiifenii)cicloprop–1]amino}-2-hidroxipropil}-2-[4-

25 (etoximetil)piperidin-1-ill -4- (metiitio)butanamida; 

30 

(2S)-N-((1S,2R)-1-(3,5-difiuorobencil)-3-{[1-(3-

etiifenil)cicloprop–1]amino}-2-hidroxipropil)-2-[4--

(etoximetii)p–perid–n-i-il]hexanamida; 

(2S)-N-((1S,2R)-1-(3,5-difiuorobencil)-3-{[i-(3-

etiifenil)ciciopropil]amino}-2-hidroxipropil) -2- [4-

(etoximetil)piperidin-1-il]pentanamida; y 

35 N_{(1S,2R)-1-(3,5-dif1uorobencii)-3-[(3-eti]beflCiL)am]flO]-2-

h–droxipropil}-2- (2,3-dioxo-4-pentiipiperazin-1-ii)acetamida. 
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3. Una composiciôn farmaceutica caracacterizada comprende el 

compuesto segin la reivindicación 1. 

4. Una composic–ân farmaceutica caracterizada comprende el 

5 compuesto segün la reivind–cación 2. 

10 MGM\MGM\IJJ-121718\WPC13562 
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Compound Name(s) 
N-{(1 S,2R)-1-benzyl-2-hydroxy-3-I(3-
methoxybenzyl)amincjprcpyl}-3-(1 ,1-dioxido-
3-oxo-1 ,2-benzisothiazol-2(3H)-
yl)propanamide hydrochloride (Generated 
by ACD/Nane software) 

N-{( iS, 2R)-1 -benzy-2-hydroxy-3-j(3-
methoxybenzyI)amino}propy)-3-(1 ,3-dioxo-
1 3-dEhydro-2H-Isoindol-2-y)propanamide 
hydrochloride (Generated by ACDJName 
software) 

N-{(1 S,2R)-1-benzy-2-hydroxy-3-[(3-
methoxybenzyl)aminojpropyl)-4-(4-
fuoropheny)-4-oxobutanamide 
hydrochloride (Generated by ACD/Name 
software) 

N-{(1 S,2R)-1-benzyl-3-[(2,3-
diniethylcyclohexyl)amino]-2-hydroxypropyl}-
3-phenylbutanamide (Generated by 
ACDJNarne software) 

Analogs-

B)s--A. 
Laborde 

1050 (nM) 
>20000 

MoI.Wt. MS 
574,1 5381994 HRMS 

calcd 538.2012 

>20000 538,05 488.2177 
HRMS 

calcd 488.2185 

>20000 51503 479.2325 
HRMS 

calcd 479.2346 

>20000 436,64 437,3 



-((1 S,2R)-1 -benzyl-3-{[3-(dimethylamino)- 

.2-dlmethylpropyl]amino}-2-hydroxypropyl)- -phenytbutanamide (Generated by 
ACD/Name software) 

N-((1 S,2R)- 1 -benzy-3-{[3-(dimethyamino)-
2,2-dimethylprcpyl]amino}-2-hydroxyPropyl)-
3-phenylbutanamide (Generated by 
ACD/Name software) 

N-(1 S,2R)-1-benzyl-2-hydroxy-3-[(1 - 
phenyIethyl)amino]propy}-3-
phenylbutanamide (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -benzyl-2-hydroxy-3-[(1 2,2-
trimethyFpropyl)amino]prcpyl}-2-
phenylbutanamide (Generated by 
ACD/Name software) 

>20000 439,65 

0 

>20000 439,65 

>20000 430,6 

>20000 410,61 

440,3 

440,3 

431,3 

411,3 



yN 

HN 

H COO H 

OH 
N-{(1 S,2R)-1 -benzy!-2-hydroxy-3-[(1,2,2- 

hydroperoxide (1:1) (Generated by 

H imethylpropy)amino]prcpyl}-3- 
henylbutanamde compound with methyl 

ACD/Name software) 

N-{(1 S,2R)-1 -benzy!-3-t(1 3-
dimethylbutyl)amino)-2-hydroxypropyl}-2-
phenylbutanamide compound with methyl 
bydroperoxide (1:1) (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -benzyl-3-[( 1,3-
dimethylbutyl)amino]-2-hydroxypropyl}-3-
phenylbutanamide (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1-benzyl-3-I(1-
ethylpropyi)amincj-2-hydroxypropyl}-2-
phenylbutanamide compound with methyl 
hydroperoxide (1:1) (Generated by 
ACD/Name software) 

>20000 458,65 

S 

>20000 45865 

>20000 
>20000 41061 

>20000 444,62 

>20000 

411,3 

411,3 

411,3 

397,3 



COH 

9NH 

NF 

VH?,-’OWW
 

H2N0 

F 

OH 

0 HNF 

OH 

qF 

F 

N-(1 S,2R)-1 -benzyJ-3-(1 - 

thylpropy))amino)-2-hydroxypropyl}-3-
phenylbutan amid e (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -(35-diflucrobenzyl)-2-hydroxy-
3-((3-iodobenzyl)amino]propyl}-2-(5-methOxy 
1 2,3,4-tetrahydronaphthaien-1-yI)acetamide 
(Generated by ACD/Name software) 

2-4-(2-amino-2-oxoethoxy)phenylj-N-
{(1 S2R)-1 -(35-difluorobenzyl)-2-hydroxy-3-
[(3-iodobenzyl)amincjpropyl}acetam ide 
(Generated by ACD/Name software) 

N-{( 1 S ,2 R)-1 -(3 5-d ifluorcbenzyl)-2-hyd roxy-
3-j(3-icdobenzyl)amino]propyl}-2-(4-(2-oxo-2 
pyrroltdin-1 -ylethoxy)phenyI]acetamde 
(Generated by ACD/Name software) 

F 
N-{(1S,2R)-1-(3,5-thfluorobenzy)-2-hydroxy-
3-[(3-icdobenzyl)amino]propyt}-2-{4-
[(niethylsulfony!)amino]phenyl}acetamide 
(Generated by ACD/Name software) 

>20000 39658 

. 

>20000 634,51 

2003 623,44 

2722 
9109 67754 

3833 
4330 

5704 

643,5 

3973 

635,82 

624,33 

678,58 

64386 



Ojo"??O ?rOHq 

F 

çrxOHçx  

F 

N-{(1 S,2R)-1 -(3, 5-difluorobenzyl)-2-hydroxy- 8277 59342 
[(3-iodobenzy)amino}propyE}-4-oxO-4- 

pyridin-2-ylbutanamide (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1-(3,5-difluorobenzyl)-2-hydroxy-
3-[(3-odobenzy1)aminopropyJ}-2-{4-[2-(4-
methypiperazin-1 - 

yI)ethoxy}phenyl)acetamide (Generated by 
ACD/Name software) 

2-[3-(2-amino-2-oxcethoxy)phenyl]-N-
((1 S,2R)-1 -(3,5-difluorobenzyl)-2-hydroxy-3-
[(3-iodobenzy1)amtnojpropyI}acetamde 
(Generated by ACD/Name software) or 
ELAN-151113 

>20000 
>20000 69259 

203 623,44 

367 
460198 

3139 

594.34 

693,43 

624,82 



b 
HN 

HO 

HN 

Fd j 0

 

1 

0 OH 
H : H 

HO ( 

LJçr  
F 

N-{(1S,2R)-1 -(3,5-difluorcbenzyl)-2-hydroxy-

,- ih [(3-IodobenzyL)amino}propy}-4-(2:3- ydrc-1 H-inden-1-yI)butan amid e 
(Generated by ACD/Name software) 

>20000 61851 

0 
61951 

N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-2-hydroxy- >20000 634,51 63544 
3-[(3-iodobenzyl)amino]propyt}-2-methyl-2-
(2-methyI-2,3-dihydro1 -benzofuran-5-
yI)propanamide (Generated by ACD/Name 
software) 

N-{(1S,2R)-1 (3,5-dif(uorobenzyI)-2-hydroxy-
3-[(3-iodobenzyl)amino]prcpyl}-3-hydroxy-4-
phenoxy-3-phenybutanamde (Generated 
by ACD/Name software) 

>20000 686,54 687,89 



2-(l 1 ’-biphenyl-4-yI)-N-{(1 S,2R)- I -(35-

F odobenzy!)aminoJpropy)butanamide 
(Generated by ACD/Name software) 

IH 

OOQT1ZX 

NH 

1,6
 
rp, F 

HN F 

cithNl--7?Na
 

I 

OH 

0 

L-

F 

0 OH 

NN 
H = H 

X5JI 
F 

1 S2R)-1 -(3,5-difLuc robe nzyl)-2-hydroxy-
3-[(3-iodobenzyI)aminopropyI)-4-(4-
phenoxyphenyl)butanamide (Generated by 
ACDIName software) 

>20000 654,54 

0 

>20000 670,54 

65588 

671,91 

N-{( 1 S2R)- I -(3,5-difluorobenzy)-2-hydroxy- >20000 642,49 643,85 
3-[(3-iodobenzyJ)amin o]p ropyl}-2-(4-
phencxyphenyl)acetamide (Generated by 
ACD/Name software) 

2-[3-choro-4-(1-oxo-1 ,3-dhydro-2H-isondo-
2-yl)phenyl)-N-{( I S,2R)-1 -(3,5-
d if I uorcbenzyl)-2-hydroxy-3-[(3-
iodcbenzyl)amino]pvopyl}propanamide 
(Generated by ACD/Name software) 

N-{(1 S,2R)-1 -(3,5-d[fluorobenzyl)-2-hydroxy-
3-[(3-iodobenzy)amino]prcpyI}-4-(2,4-
dimethyphenyl)-4-oxobutanamide 
(Generated by ACD/Name software) 

>20000 730 

>20000 620,48 

730,7 

621,78 

0 



OH 

F 

N -{(l S,2R)-1 -(3, 5-difluorcbenzyl)-2-hydroxy-

,_[(3-lodcbenzyl)amino]propyl}-4-(7-fllethOXy -methyl-1 -benzofuran-4-yI)-4-
oxobutanamide (Generated by ACD/Name 
software) 

>20000 676,5 677,83 

0 

I 4’-[4-({(1 S,2R)-1 -(3,5-difluorobenzyl)-2- 305 71155 712,97 

0 OH hydroxy-3-[(3- 

_-LJ icdobenzy[)amino]propyl}aflhiflo)-4- 
oxobutanoyl]-1 ,l’-biphenyl-2-carboxaniide = F 

H2NO 

V (Generated by ACD/Name scare) or 
ELAN-151132 

F 

0 
-- I, 

NH  0 odr& 
N-{(1 S, 2R)-1 -(3,5-difluorcbenzyl)-2-hydroxy-
3-(3-iodobenzyI)amino]propyI}-4-12-
(methyIsuIfony)amino]phenyI}-4-

oxobutanamide (Generated by ACD/Name 
software) 

451 
2261,92 

1844 
2779 685,53 686,89 

3067 
(2Z)-N-(1 S,2R)-1 -(3,5-difluorobenzyl)-2- >20000 639,49 640,89 
hydroxy3-[(3-iodobenzyI)amino]propy1}-2-

OH 
phenyl-3-pyridin-4-ylprop-2-enamide 

H H (Generated by ACD/Name software) 
N N 

O 

N 

F 



OH 

0 

o-i 

F 

N,q
 

F 

OH 
H = H 
NNLJ 

ai çF 

F 

H 

?y 

0 HO 

NH F 

OH 

af 

OH 0 7F 

F 

N-{( 1 S, 2R)- 1 -(3,5-d if I uorobenzyl)-2-hydroxy- >20000 681,57 682,87 
3-

dthydrc-2H-isoindo[-2-
yL)phenyl]prcpanamide (Generated by 
ACD/Name software) 

N-{(1 S,2 R)-1 -(3,5-diftuorobenzyl)-2-hydroxy- >20000 618,51 619,91 
3-[(3-iodobenzyl)arrinc]propyl}-2-(2, 3-
dihydro-1 H-inden-5-yI)butanamide 
(Generated by ACD/Name software) 

N-{(1 S,2R)-1 -(3, 5-difluorobenzyl)-2-hydroxy- >20000 568,37 569,67 
3-(3-iodobenzyI)amino]propyI}-2-(6-
cxopyridazin-1 (6H)-yI)acetamide (Generated 
by ACD/Name software) 

N-{( 1 S,2R)-1 -(3, 5-diflucrobenzy!)-2-hydroxy- >20000 671,55 672,93 
3-[(3-iodobenzyI)amino]propy)-2-
[(methylsulfonyl)amino]-4-phenylbutanamide 
(Generated by ACD/Name software) 

N-{( 1 S,2R)-1 -(3, 5-difluorobenzyl)-2-hydroxy- >20000 61215 613,9 
3-[(3-iodobenzyI)aminopropyI}-2-(2-
hydroxybicycio[2.2. 1 ]hept-2-yI)butanamide 
(Generated by ACD/Name software) 



N-{(1 S,2R)-1-(35-difluorobenzyl)-2-hydrcxy-

,-’(3-Iodobenzyl)amlno]propyl}-2-(4-hydrCXy--iso pro pyl-2-methy[phenyl)acetamide 

OH 

J?l 

= F 

sap, 01

 

0 Nr F 

O-J? 0 OHq 

HN F 

I 
H 

OH 
HJJ 

NN 

NJ 0

 

(Generated by ACD/Name software) 

N-{(i S,2R)-1 -(315-difluorobenzyl)-2-hydroxy-
3-[(3-iodobenzyl)arn inojpropy(}-2-[4-(2-
methylprop-1 -eny!)phenyl3prcpanamide 
(Generated by ACD/Name software) 

N-{(1 S,2R)-1 -(3, 5-difluorobenzyl)-2-hydroxy-
3-[(3-iodobenzyI)aminopropyI}-2-[4-(thlen-2-
ylcarbony)pheny]propanamide (Generated 
by ACD/Name software) 

(2R)-N4(1 S,2R)-1 -(3,5-difluorcbenzyl)-2-
hydroxy-3-[(3-iodobenzyl)aminO)prOpyI}-2-(6-
methoxy-2-naphthy!)propanamide 
(Generated by ACD/Name software) 

N-{(1 S,2R)1 (3: 5-difluorobenzyl)-2-hydroxy-
3-[(3-cdobenzyI)amino]propyI}-2-[4-(2-
cxopyrrohd in-i -yI)phenyl)acetanhide 
(Generated by ACD/Name software) or 
ELAN-151166 

>20000 

. 
622,5 

>20000 618,51 

>20000 674,55 

>20000 644,51 

432,72 63348 

566 
3313,48 

2990 

623,24 

619,38 

675,74 

645,63 

634,68 



CXSXOX F-IN F 

0 
HHH0  

YC HOOH C29H36N203 CH202 Mol. wt. 506.65 H OH HSIO_’_YO  

0 rO VH NH F 

cJH N F 
OHP’ 

1NH F 

N-{(1 S,2R)-1 -(35-difluorcbenzyF)-2-hydroxy- >20000 63052 63175 
�-[(3-iodobenzyl)aminc]propyl}-2-(3, 4-

dihydronaphthalen-1 -y!)butanamide 
(Generated by ACD/Name software) 

N-{(1 S,2R)-1 -benzyl-2-hydroxy-3-[(3- >20000 50866 461,2 
methoxybenzyl)amino]propyl}-2-(4-
isopropy[phenyl)acetamide compound with 
methyl hydroperoxide (1:1) (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -be nzyI-2-bydroxy-3-(3- >20000 46463 465,2 
methoxybenzyl)amno]propyl}-2-[4-
(methy1tho)phenyI]acetamide (Generated by 
ACD/Name software) 

N-{( 1 S,2R)-1 -(35-difluorobenzyl)-2-hydroxy- >20000 439,51 440,2 
3-[(pyridin-2-ylmethyl)aminc]propy)-3-
phenyipropanamide (Generated by 
ACD/Name software) 

N-{(1 S, 2R)- 1 -(3, 5-diflucrobenzyl)-2-hydroxy-
3-[(2-methoxy-1 -methy!ethyI)aminopropyI}-3 
phenyipropanamide (Generated by 
ACD/Name software) 

>20000 420,5 421,2 



H 

r’OHq 

F 

"Y 

NH F 

HO H000H 

0--? I 

rO H 

NH F 

HCOOH 

NH F 

0 

OH 
H = H 

1,1310 
N N 

HCOOH 

° 

F 

N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-2-hydrCxy-

�-[(2-hydroxy-1 

-methylethyl)amino]propyl}-3- 
henyipropanamide compound with methyl 

hydroperoxide (1:1) (Generated by 
ACD/Name software) 

N-[(1 S,2R)-3-(benzylarrinc)-1 -(3,5-
difluorobenzyl)-2-hydroxypropylj-3-
phenyipropanamide (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-2-hydroxy-
3-[(3-methoxybenzyl)amino]prOPyI}-3-
phenyipropanamide 

N-{(1 S,2 R)-1 -(3,5-difluorobenzy[)-3-[(2-
furylmethyl)am]no]-2-hydroxyprOPyl}-3-
phenyipropanamide (Generated by 
ACD/Name software) 

>20000 454,52 

. 

>20000 48656 

128,89 468,55 

>20000 476,53 

407,3 

439,3 

469,3 

429,3 



HO 

HN 

HCOOH 

HN" HCOOH 

-’( 

CH 

HO,, 

HN 

HCOOH 

HN HCOOH 

F 

 

N-{(l S,2R)-1 -(3,5-difluorobenzyl)-2-hydroxy- >20000 55563 460,2 

�R2methoxY1 -methylethyl)aminc]propyl}-3� 
(1 H-indol-1 -yl)propanarriide compound with 
methyl hydroperoxide (1:2) (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-2-hydroxy- >20000 541,6 446,3 
3-[(2-hydroxy-1 -metbylethyl)amino]propyl}-3-
(1 H-indol-1-yI)propanamide compound with 
methyl hydroperoxide (1:2) (Generated by 
ACD/Name software) 

N-[( 1 S,2R)-3-(benzyLamino)-1 -(3,5- >20000 573,64 478,2 
difluorobenzyl)-2-hydroxypropyl]-3-(1 H-in dol-
1-yl)propanamide compound with methyl 
hydroperoxide (1:2) (Generated by 

HCOOH ACD/Name software) 

HCOOH 



H?HH 
NNN 

F 

H 
OH 

N N 

-T?o 

?"q 
HOOCH F 

OH 
H I H 

0 
0 Fr 

0

 
F 

N-{(1 S,2R)-1 -(3,5-difluorcbenzyl)-3-[(2- 
iU rylmethyl)aminc]-2-hydroxypropyl}-3-(1 H-

indo-1 -y[)propanamide (Generated by 
ACD/Name software) 

N -t(1 S,2R)-3-[(cyclopropylmethyl)aminO]-1 - 

(3,5-difluorobenzyl)-2-hydroxypropyl]-3-(1 H-
indol- I -yl)propanamide (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -(3,5-difFuorobenzyl)-2-hydroxy-
3-[(3-iodobenzyl)arnino] pro pyl}-3-(1 H-indol-1� 
yl)propanamide (Generated by ACD/Name 
software) 

N-{(1 S,2R)-1-(3,5-difluorobenzyl)-2-hydrOXy-
3-[(4-methylbenzyl)amino]propyl)-2-(4-
iscpropylphenyl)acetarnide compound with 
methyl hydroperoxide (1:1) (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-2-hydroxy-
3-[(2-methoxy-1 -methylethy])aninc]propyl}-2 
(4-isoprcpylphenyl)acetamide (Generated by 
ACD/Name software) 

>20000 467,52 

I 

>20000 441,53 

>20000 603,46 

>20000 528,64 

>20000 448,56 

468,2 

443r3 

604 

481,3 

449,3 



H 
OH 

H 
N-{(1 S,2R)-1 -(3,5-drfluorobenzy])-2-hydrcxy- >20000 482,57 435,3 
-(2-hydroxy-1 -methylethyl)aminc]propyl}-2- N 

N___. CH! 
F 

4sopropylpheny)acetamlde compound 
with methyl hydrcperoxide (1:1) (Generated 
by ACD/Name software) 

HCOOH F 

OH 
N-[(1 S,2R)-3-(benzylamino)-1 -(3,5- >20000 514,62 467,3 

H = H"?Oj difluorobenzyl)-2-hydroxypropyl]-2-(4-
isoprcpyphenyF)acetamde compound with 
methyl hydroperoxide (1:1) (Generated by 
AGO/Name software) 

HCOOH F 

H 
OH 

j 
F 

HOOH 
F 

OH 
H t H 

N o 
1 

0 
r 

D?

 

OH 
H = H 

N 
rOH 

HCOOH 
F 

OH 
H = H 
NNji 

HOH 
F 

N+1 S ,2R)-i -(3 ,5-dffluorobenzyl)-2-tiydroxy- >20000 532,65 485,2 
3-(4-methylbenzyl)amino]propyl}-2-[4-
(rnethylthio)phenyl]acetamide compound 
with methyl hydroperoxide (1:1) (Generated 
by ACD/Name software) 

N-(1 S,2R)-1 -(3,5-drfluorobenzyl)-2-hydroxy- >20000 452,57 453,2 
3-[(2-methoxy-1 -rnethyethyl)amino)propyl}-2 
[4-(methyithio)phenyI]acetamide (Generated 
by ACD/Name software) 

N-{(1 S2R)-1 -(3,5-drflucrobenzyl)-2-hydroxy- >20000 486,58 439,2 
3-[(2-hydroxy-1 -methylethyl)aminc]propyl}-2-
[4-(methylthio)phenyl]acetamide compound 
with methyF hydroperoxide (1:1) (Generated 
by AGO/Name software) 

N-[( 1 S,2R)-3-(benzyamino)-1 -(3,5- >20000 518,63 471,2 
diflucrobenzyl)-2-hydroxypropyr-2-[4-
(methylthio)phenyl]acetamide compound 
with methyl hydroperoxide (1:1) (Generated 
by ACD/Name software) 



Lt 
OH 

10 

)Cf?-Yc 

HCOOH 
F 

OH 
H = H 

Y0 0 

HOOH 
F 

OH 
H H 

No 

Y0 0 

-q
 

OH 

NN 
H 

H,_,,b 

0 

OH 
H H 

N) 

HOH 
F 

H 
OH 

HJno N)N 

ScII 

F 

N-{( I S2R)-1 -(3,5-difluorobenzyf)-2-hydrcxy-

isopropylphenyl)acetamide compound with 
methyl hydroperoxide (1:1) (Generated by 
ACD/Name software) 

N -t(1 S,2R)-3-(butylamino)-1 -(3,5-
difluc robenzyl)-2-hydrcxypfopyJ]-2-(4-
isopropylphenyl)acetamide compound with 
methyl hydroperoxide (1:1) (Generated by 
ACD/Name software) 

N-((1 S,2R)-I -(3,5-difiuorobenzyl)-3-{[2-(1 3-
dioxclan-2-yJ)ethylJamino)-2-hydroxypropyl)-
2-(4-isopropylphenyl)acetamide (Generated 
by ACD/Name software) 

N-{(IS,2R)-I -(3,5-difluorobenzyl)-2-hydroxy-
3-[(3-iodobenzyl)amino]propyl}-2-(4-
isopropylphenyl)acetamide (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1 -(3,5-difluorobenzyr)-2-hydroxy-
3-[(3-methoxybenzyl)amino]propyl}-2-[4-
(metbylthio)phenyljacetaniide compound 
with methyl hydroperoxide (1:1) (Generated 
by ACD/Name software) 

N-{(1 S,2R)-1 -(35-dffluorobenzy)-3-(2-
furymethyl)amino]-2-hydroxypropyl}-2-[4-
(methylthio)phenyl)acetamide (Generated by 
ACD/Name software) 

>20000 544,64 

. 

>20000 480,6 

>20000 476,57 

2439,27 592,47 

>20000 548,65 

>20000 460,55 

497,3 

433 

477,3 

593 

400,8 

461,2 



OH 
H = H 

N 

4?? 
F 

HOO H 

F 

OH 
H H 
NNO 

0 - rF 

 F 

HJJ1 N 

LF 

F 

OH 
H 

0 0 F 

6 I 
F 

OH njN1 

0 ICY" Yo F 

F 

OC 
OH 

H
 
HJJ 

NN 

OqF 

F 

N-[(1 S,2R)-3-(butylamino)-1 -(3,5-� 
(methylthio)phenyl]acetamide compound 
with methyl hydroperoxide (1:1) (Generated 
by ACD/Name software) 

N-((1 S,2R)-1 -(3,5-difluorcbenzyl)-3-{[2-(1 3-
dioxolan-2-yI)ethyl]amino}-2-hydrOXyprcpyl)-
2-[4-(methylthio)phenyl]acetamide 
(Generated by ACD/Name software) 

N-((1 S,2R)-1 -(35-difluorcbenzyl)-2-hydroxy-
3-[(3-iodobenzyI)aniincpropyI}-2-[4-
(methylthio)phenyl]acetarnide (Generated by 
ACD/Name software) 

3-[2-(benzyoxy)-4,6-d imethyph enyl]-N-
{(1 S,2R)-1 -(3,5-diflucrobenzyl)-2-hydroxy-3-
(3-iodobenzyI)am incjpropyl}-3-
rnethylbutanamide 

2-[4-(benzyloxy)phenyl]-N-{(1 S,2R)-1-(3,5-
difluorobenzyl)-2-hydroxy-3-[(3-
iodobenzyl)aminc]propyl}acetamide 
(Generated by ACD/Name software) 

N-{( I S,2R)-1 -(3, 5-difluorobenzyl)-2-hydroxy-
3-(3-iodcbenzyI)amino]propyt}-3-(2-
fluorophenyl)propanamide (Generated by 
ACD/Name software) 

>20000 48461 

>20000 480,58 

4598,1 596,48 

>20000 726,65 

6009,02 656,52 

5984,6 582,41 

436.9 

481,2 

597 

727,97 

657,33 

583,79 



0 OH 
N-{(1 S,2R)-1 -(3 5-diflucrobenzyl)-2-hydroxy-

oxobutanamide (Generated by ACD/Name 
2,3-dihydro-1 -benzofuran-4-yI)-4- 

software) 

F 

Th OH 

N N 

F 

R 
CH3O 

IIL 
HO)Z1 

F 

F 

HOH 

HO,aN

 

F 

CH 

CHO 

- 

F 

F 

N-{(l S,2R)-1 -(3,5-difluorobenzyl)-3-[(3-
ethyIbenzyl)amno]-2-hydroxypropyI}-2-2-
(dipropylamino)pyridin-4-yl]acetamide 

N-((1 S,2R)-1 -(3,5-difiuorobenzyl)-3-[(3-
ethy[berizyl)aniino]-2-hydroxypropyl)-2-(4-
hydroxy-3-niethoxyphenyl)acetamide 
(Generated by ACD/Name software) 

N-{(1 S12R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hyd roxypropyl}-2-(3-
hydrcxyphenyl)acetamide (Generated by 
ACD/Name software) 

N-{(1 S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-(3,5-
dimethoxyphenyL)acetamide (Generated by 
ACD/Name software) 

1794 or N-{(1 S2R)-1 -(3,5-difluorobenzyl)-3-
[(3-ethyJbenzyl)aminoj-2-hydroxypropyJ)-2-(3-
thien-2-yI-1 H-pyrazol-1-yl)acetamide 
(Generated by ACD/Name software) 

>20000 66449 

316566 552,71 

9682,73 498,58 

3754,04 468,55 

9860,7 512,6 

7072,15 524,64 

665,89 

553,4 

499 

469,3 

513,3 

525,4 

\0 



0--f OOH 

&N 

H 

N 

H 

0 yF 

F 

QN 
H OH 

N_?’WN,,r? H

 

OH 

NO1 
YJ 
F 

S OH 

N( -- LO-a0 L2F 

F 

N 
OH 

01
 

OH 

NO qF 

F 

1803 or N-{(1 S,2 R)-1 -(35-difluorobenzyl)-3- 17961 55 52359 524,5 
(3-ethyIbenzy!)amino-2-hydroxypropy!}-3-(2-

oxo-1 ,3-benzoxazol-3(2H)-yI)propanamide 
(Generated by ACD/Name software) 

1804 or 3-(1 H -be nzimidazol-2-yI)-N-{(1 S2R) 
1 -(3,5-difiuorobenzyl)-3-[(3-
ethyIbenzyI)amino]-2-hydroxypropy}-3-
hydroxypropanamide (Generated by 
ACD/Name software) 

1807 or N-{( I S,2R)-1 -(3,5-dffluorcbenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-2-(4-
morpholin-4-ylphenyl)acetamide (Generated 
by ACD/Name software) 

1808 or N-{( I S,2R)-1 -(3,5-difiuorobenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-2-(2-
thicxo-1 ,3-benzothiazol-3(2H)-yl)acetarnFde 
(Generated by ACD/Name software) 

1812 or N-{(1 S,2R)-1 -(3,5-drfluorcbenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-3-(3-
pyridin-2-yI-1 ,2,4-oxadiazol-5-
yL)propanamide (Generated by ACD/Name 
software) 

1825 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-2-(2-
ethyl-I H-benzimidazol-1 -yI)acetamde 
(Generated by ACD/Name software) 

522,6 

3677,37 537,66 

7171,04 541,69 

6391,77 535,6 

16933,99 520,63 

523,3 

538,5 

542,4 

536,4 

521,4 



N 

OH 
OH 

N-{(1 S,2R)-1 -(35-difluorobenzyl)-3-[(3- 

hydrcxy-7-methyt[1 24]triazolc[4,3- N 
_( F 

jf
 a]pyrirndin-3-yI)acetamide 

F 

HQH 
H 

3NOF 

N-{(lS,2R)-1 -(35-difluorobenzyl)-3-[(3-
e thy lbenzyl)arn i no]-2- hyd roxyp ropy}-2-[(4-
rrethyk4H-1 24-triazol-3-yI)thio]-2-
phenyLacetamide 

N-{(1 S2R)-1 -(3,5-d[fluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-[5-(2-
methylphenyl)-2H-tetraazcl-2-yI]acetamide 

3-(1 3-benzothiazol-2-yI)-N-{( 1 S,2R)-1 -(35-
difluorobenzyI)-3-[(3-ethyIbenzy)amino]-2-
hydroxypropyl}-3-methoxypropanamide 

678016 52458 525,3 

10 

6495,67 565,69 566,3 

>20000 534,61 535,5 

8969,76 553,68 554,4 



OH 

N 0 F 

1 -acetyl -N-{(1 S2R)-1 -(3,5-difIucrnbenzy)-3-
3-ethylbenzyl)amincj-2-hydroxypropyl}-2-

phenyLproInamide 

N-{(1 S2R)-1 -(3,5-difluorobenzyl)-3-[(3-
ethyIbenzy1)amino-2-hydroxypropy}-2-(2-
rnethyl-2, 3-dihyd ro- I -benzofuran-5-
yI)propanamide 

N-{(I S,2R)-1 -(35-difluorobenzyl)-3-[(3-
ethytbenzyl)aminc]-2-hydroxypropyl}-2-(3-
niethyl-2-oxo-23-dihydro-1 H-benzi mid azol-I� 
yI)acetamide 

N4(1 S,2R)-1 -(35-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-3-(6-
ethoxy-1 H-benzimidazol-2-yI)propananide 

>20000 54967 550,5 

S 

>20000 522,64 523,4 

>20000 522,6 523,5 

>20000 550,65 551,4 



OH 

F 

H ?H H 

N" 
NN 0 

o OH t?? N I
 

m -"6 
NN 0 

F 

1874 or N-{( 1 S,2R)-1 -(3, 5-difluorobenzyl)-3- >20000 535,64 536,5 
3-ethylbenzyl)amino]-2-hydrcxypropyl}-4-

(2,3-dihydro-1 H-in do -1 -yI)-4-oxobutanamide 
(Generated by ACD/Name software) 

1878 or N-{(1S,2R)-1-(3,5-difluorobenzyl)-3- >20000 537,61 538,4 
[(3-ethybenzy1)amino]-2-hydroxypropyI}-4-(2-
cxo-1 ,3-benzoxazol-3(2H)-yl)butanamLde 
(Generated by ACD/Name software) 

1880 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3- >20000 520,59 521,3 
[(3-ethylbenzyl)amino]-2-hyd roxypropyI)-2-(5 
phenyl -1 H-tetraazol-1-yI)acetamide 
(Generated by ACD/Name software) 

2-[5-(1 ,3-benzodioxoI-5-y)-2K-tetraazoI-2-yI] 
N-{(1 S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino)-2-
hydroxypropyl}acetamide 

>20000 564,6 565,4 



549,67 550,5 

OH 

NN 0 

0 QH 

0 

,\ 0 OH 
M"O? 

ç) 
F 

2-(1 H-I ,2, 3-berizotriazol-1 -yl)-N-{(1 S,2R)-1 - 

2-hydroxypropyl}hexanamide 

3-(1 3-be nzodioxol-5-yl)-N-{(l S,2R)-I -(3,5-
difluorobenzyI)-3-[(3-ethybenzy1)amino]-2-
hydroxyprcpyl}propanamide 

N-{(l S2R)-1-(3,5-difluorobenzy)-3-[(3-
ethyFbenzyl)amino]-2-hydroxypropyl}-2-(1 3-
dioxo-1 3-dihydro-2H-isoindo-2-
yI)acetamide 

N-{(1 S,2R)-1-(35-drfluorcbenzyl)-3-[(3-
ethylbenzyf)aminc]-2-hydroxypropyl}-3-(I 3-
dioxo-1 ,3-dihydro-2H-isoindol-2-
y)propanamide 

2122,31 

S 

>20000 

>20000 

510,59 

521,57 

535,6 

511,5 

522,2 

536,3 



0 

NH F 

H 
OH 

OH 
H I H 
yNN 

07\
 0 
NOH 

F 

N-{(1 S,2R)-i -(35-difluorobenzyl)-3-((3- >20000 494,59 495,5 
thyIbenzyI)aminoj-2-hydroxypropy}-4-cxo-4 

phenylbutanamide 

2-(5-acetylthien-2-yl)-N4(1 S,2R)-1 -(3,5- 379,19 500,61 501,4 
dluorobenzyI)-3-[(3-ethylbenzyl)amno]-2-
hydrcxyprcpyl}acetamide 

>20000 
N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-[(3- >20000 458,58 459,3 
ethyIbenzyl)amnoj-2-hydroxypropy}-2-thien - 
2-ylacetamide 

N-((1 S2R)-1 -(3,5-difIuorobenzy)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-( 1,3-
diniethyl-2,6-dioxo-1 ,2,3,6-tetrahydro-7H-
purin-7-yl)acetamide 

>20000 554,6 555,4 



0 N-{(1S,2R)-1 -(3,5-difLuorcbenzyl)-3-[(3- 11034,58 51059 511,4 
HO 

H 
F �thy1benzyI)aminoj-2-hydroxypropy1}4-(3- N1 

hydroxyphenyl)-4-oxobutanamide 
OH 

NH F 

0 

aAYxcJ 

OH 

NH F 

HS’ 
HO N :) e

CF � 

OH 

0 

 N-(1 S2R)-1 -(35-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-4-(3-
methoxyphenyt)-4-oxobutanarride 

1916 or N-{(1 S, 2R)-1 -(3, 5-difluorobenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-4-
(1 H-indoI-3-yI)-4-oxobutanamde (Generated 
by ACD/Name software) 

1923 or 2-(1 -benzothen-4-yI)-N-{( 1 S,2R)- 1-
(3, 5-difluorobenzyl)-3-[(3-ethylbenzyl)amino]-
2-hydroxypropyl}acetamide (Generated by 
ACD/Name software) 

>20000 52461 

3497,67 533,62 

>20000 508,64 

525,4 

534,3 

509,3 



0 1930 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3- 

0
3-ethYibenzYDamino]-2-hydfoxyProPyl)-2- 

-N (1 3-dmethyl-2,6-dioxo-1 ,2,3,6-tetrahydro-
N JC? 

° 0 9H 
ACD/Name software) 

°9H  (Generated by 

F 

H 

OjKtrOH
 

OH  
H I H 
N-kN 

I___. 
 0 

""q 

F 

Cl
OH 

S4 o kqF 

F 

HO OH 

S 0 

HO

 F 

N-{(1 S,2R)-1 -(3,5-difIuorobenzyI)-3-(3-
ethylbenzyl)am ino]-2-hyd roxypropyl}-2-
hydroxy-2-phenyl-2-thien-2-ylacetaflhide 

N-{(1 S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)aminoj-2-hydroxypropyl)-2-(1 - 

oxidopyndn-3-yI)acetamide 

2-(4-choro-2-oxo- 1 3-benzothiazol-3(2F-()-yI)-
N-{(1 S,2R)-1-(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-
hydroxypropyl}acetamide 

N-{( 1 S,2R)-1 -(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-(2,4-
d!hydroxy-1 ,3-thiazol-5-yI)acetamide 

>20000 554,6 

>20000 550,67 

>20000 469,54 

>20000 560,07 

>20000 491,56 

555,4 

551,4 

470,3 

560,3 

492,3 



HOH 
HQ 

F-Q 
qF 

F 

OH 
F1 H 

=/ 

F 

o OH OH 

0 

Iq 
F 

OH 
H H 
N N ’. 

II H 

F 

0 

F 

1964 or N-{( 1 S,2R)-1 -(3,5-difluorcbenzyl)-3-

� 

(4-fluorophenyl)-1 ,3-benzcxazol-5-
yl]acetamide (Generated by ACD/Name 
software) 

1965 or N-{(1 S,2R)-1 -(3,5-difluorcbenzyl)-3-
[(3-etbylbenzyl)amino]-2-hydroxypropyl}-2-(2-
pyridin-4-yI-i ,3-benzoxazol-5-yl)acetamide 
(Generated by ACD/Name software) 

1967 or N-{(1S,2R)-1-(3,5-difluorobenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydrcxypropyl}-2-(2-
methyl-i ,3-benzoxazol-5-yI)acetamide 
(Generated by ACD/Name software) 

1987 or 2-(2H-1 ,2,3-benzctriazol-2-yI)-N-
{(1 S,2R)-1 -(3,5_difluorobenzyl)-3-1(3-
ethylbenzyl)amino]-2-
hydroxypropy[}butanamide (Generated by 
ACD/Name software) 

1988 or N-{(i S,2R)-i-(3,5-thfluorobenzyl)-3-
[(3-ethyLbenzyI)amino]-2-hydrcxypropy}-4-
(1 ,3-dioxo-1 ,3-dihydro-2H-iscindol-2-yI)-2-
hydroxybutanamide (Generated by 
ACD/Name software) 

2011 or 2-[2-(acetylaminc)-1 ,3-thiazol-4-yl]-
N-{(i S,2R)-1 -(3,5-difluorobenzyl)-3-[(3-
etbylbenzyl)aminc]-2-
hydroxyprcpyl}acetamide (Generated by 
ACD/Name software) 

581193 587,65 

>20000 57064 

>20000 

>20000 

507,59 

521,62 

>20000 565,62 

6410,6 516,62 

58814 

571,4 

508,5 

522,5 

566,4 

517,3 



H 
OH 

H 
N 

NOgF 

e,N

2015 or N-{(1 S2R)-1 -(3,5-d iflucrobe nzyl)-3-
*(3-ethyl benzy[)a mi no]-2-hyd roxypropyl)-2-(2-

pyrid in-2-y[- 1

(3,5-difluorobenzyl)-3-
(3-ethylbenzyF)amino]-2-hydroxypropy!}-2-(2-
pyridin-2-yF-1 ,3-thazoI-4-yF)acetamide 
(Generated by ACD/Name software) 

>20000 536,65 537,4 

2023 or N-{(1 S,2R)-1 -(3,5-difluorcbenzyl)-3- >20000 58769 588,4 
[(3-ethylbenzyl)aniino]-2-hydroxypropyl}-4-{4-
(methyIsu1fonyI)arnino]phenyI}-4-

oxobutanamide (Generated by ACD/Narne 
software) 

2025 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3- 4910,18 559,68 
[(3-ethyIbenzyI)amno]-2-hydroxypropyI}-3-{4 
[(methylsulfonyl)amino]phenyl}propanamide 
(Generated by ACDIName software) 

560,4 



C 
HN 

HO 

HN 

N 
N 

jj F F 

N’ 

2028 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-

� 

(1 H-pyrazo1-1-y)pentanamide (Generated 
by ACD/Name software) 

2029 or N-{(1 S,2R)-1 -(3,5-difhiorobenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropYl}-5-
(1 H-i ,2,4-triazol-i -yI)pentanarnide 
(Generated by ACD/Name software) 

940,43 48459 

3654,94 
>20000 485,58 

485,4 

486,5 

2033 or N-{( I S,2R)-i -(3,5-difluorobenzyl)-3- 10088,18 535,6 536,1 
(3-ethy1benzy1)amino]-2-hydroxypropyr1-2-
(I 3-dioxo-1 ,3-dihydro-2H-isoindor-2-
yl)propanamide (Generated by ACD/Name 
software) 



OH 
H H 

HO,,?,?,N N 

NN 0 F 

OH

 

0 

FfY.qF 

OD? 0 

OH

 

NH F 

a 

2036 or N -{(l S,2R)-1-(3,5-diftuorcbenzyl)-3- 1713,51 470,57 
IDK3-ethylbenzyl)am  

(1 H-imLdazol-1 -yI)butanamide (Generated by 
ACD/Name software) 

2042 or N-{(1 S,2R)-1 -(35-diftuorcbenzyl)-3- 5671,55 486,52 
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-2-
(2,6-dihydroxypyrimidin-4-yI)acetamide 
(Generated by ACD/Name software) 

2043 or N-{(1 S,2R)-1 -(3, 5-difluorobenzyl)-3- 351262 542,6 
[(3-ethylbenzyl)amLno]-2-hydroxypropyl}-4-(3-
fluoro-4-methoxyphenyl)-4-oxobutanamide 
(Generated by ACD/Name software) 

2054 or 3-(2-chlorophenyl)-2-cyano-N-
{(1 S,2R)-1-(3,5-dfIuorobenzyI)-3-[(3-
ethylbenzyl)amino]-2-
hydroxypropyl}prcpanamide (Generated by 
ACD/Name software) 

>20000 526,03 

471,3 

487,3 

543,4 

526,3 



 
OH 

ol 
--0 F

 

OH 0 OH 
H H 

0 

"-q

 

F 

2059 or N-acetyL-N-{(1S,2R)-1-(3,5-
if[uorobenzyI)-3-[(3-ethyIbenzy)amino]-2-

hydroxypropyQ-D-phenyIaIanina mid e 
(Generated by ACD/Name software) 

>20000 523,63 

S 

2063 or N-{(1 S,2R)-1 -(3,5-difluorobenzyF)-3- 5055,29 508,61 
[(3-ethy[benzyl)aniino]-2-hydroxypropyl}-4-(4-
methyphenyl)-4-oxobutanamide (Generated 
by ACD/Name software) 

2065 or N-{(1 S2R)-1 -(3,5-difluorobenzyl)-3- 2579,68 524,61 
[(3-ethyFbenzyI)amino]-2-hydroxyprOpy}-4-(2-
hydroxy-5-methylphenyl)-4-oxobutananhide 
(Generated by ACD/Name software) 

2070 or N-{(IS,2R)-1-(35-difluorobenzyl)-3-
(3_ethyIbenzyF)anhino]-2-hydroxypropyI}-4-

oxo-4-thien-2-ylbutanamide (Generated by 
ACD/Name software) or 2379 

>20000 500,61 

4327,54 

524,4 

509,4 

525,5 

501,3 



cyOccxF 

NH F

 
0 

N 

2375 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-
(3-ethylbenzyF)aminc]-2-hydroxypropy(}-4-(2-

naphthy!)-4-oxcbutanamde (Generated by 
ACO/Name software) 

5461,46 544,65 545,4 

2377 or 4-( I ,3-benzodioxol-5-y1)-N-(1 S,2R)- >20000 524,61 525,5 

1 -(3, 5-difluorobenzyF)-3-[(3-
ethylbenzyE)amino)-2-
hydroxypropybutanamide (Generated by 
AC 0/Name software) 

2381 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-
[(3-ethylbenzyl)aminc]-2-hydroxypropy}-4-(3-
pyridin-2-y!-1 ,2,4-oxadiazol-5-yI)butanamide 
(Generated by ACDIName software) 

>20000 549,63 550,5 



 
0 H OH 

Ol

 

2385 or N+1 S,2R)-1 -(3, 5-difIuorobenzy)-3- >20000 
(3-ethybenzyL)amno]-2-hydroxypropy1}-3-[3-
(4-rnethcxyphenyl)-1 ,24-oxadiazol-5-
yI]propanamde (Generated by ACD/Name 
software) 

564,64 565,5 

2388 o  N-{(1 S,2R)-1 -(3,5-difluo robe nzyl)-3- 6321,46 484,55 485,4 
[(3-ethylbenzy)am ino]-2-hydroxypropy}-4-(2-
furyl)-4-oxobutanamide (Generated by 
ACD/Name software) 

2390 or 4-(1 3-benzothiazol-2-yI)-N-{(1 S,2R). 6507,39 537,68 538,4 
1-(35-dffluorobenzy)-3-[(3-

N I ethylbenzyl)amino]-2-
hydroxypropyI)butanamde (Generated by 
ACD/Name software) 



2402 or N-acetyL-4-chloro-N4(1 S,2R)-1-(3,5-
,if1uorobenzyL)-3-[(3-ethyIbenzyi)amino-2-

ydroxypropyI}phenya)aninamide 
(Generated by ACD/Name software) 

>20000 55807 558,3 

. 

2425 or 2-(acetylamino)-2-(1 H- 1, 2,3- 12434,15 550,61 551,4 
benzotnazol-I-yl)-N-{(1 S,2R)-1-(35-
difIuorobenzyJ)-3-[(3-ethyIbenzyJ)amno]-2-
hydroxypropyl}acetamide (Generated by 
ACD/Name software) 

2430 or N-{(1 S, 2R)-1 -(3, 5-dfIuorobenzy)-3-
[(3-ethylbenzyl)am ino]-2-hyd roxypropyl}-2-(2. 
ethyl -4H-[1 ,2,4]triazob[1 ,5-a]benzimidazo!-4-
yI)acetamide (Generated by ACD/Name 
software) 

2431 or N-{(1 S2R)-1 -(3,5-difluorobenzyl)-3-
[(3-ethyIbenzy)amino}-2-hydroxypropyI}-2-
methyl-2-(1 H-i ,2,4-triazol-1 -yI)propanamide 
(Generated by ACD/Name software) 

N" 

990809 560,65 

>20000 471,56 

561,4 

472,4 



OH 

0 

C) ""q 

H 
OH 

2438 or N-{( 1 S,2R)-1 -(35-difluc robe nzyt)-3- 
k-ethy1benzy)amrnc]-2-hydroxyprcpyl}-2-(5- 

rrokd in-i -yl-2H-tetraazol-2-y])acetam!de 
(Generated by ACD/Name software) 

>20000 513,6 514,4 

2440 or N-{(1 S,2R)-1 -(3,5-difLuorobenzyl)-3- 898852 544,67 545,4 
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-3-
{[(methytamino)carbony!]amino}-3-thien-3-
ylpropanamide (Generated by ACD/Name 

F software) 

2444 or N-{(1S,2R)-1-(3,5-difluorobenzyl)-3- 6301,05 551,7 552,4 
[(3-ethybenzyI)amino]-2-hydroxypropyI}-2-[i - 
methyl-3-(methylthio)-1 H-indoi-2-
yI]acetamide (Generated by ACD/Name 
software) 

2451 or N-{( 1 S, 2R)-i -(3, 5-diflucrobenzyl)-3- 7262,89 566,65 567,5 
[(3-ethy1benzy)amin o]-2-hyd roxypropyl}-4-
(34-dihydro-2H-1 ,5-benzodioxepin-7-yI)-4-
oxobutanamide (Generated by ACD/Name 
software) 



N OH 

LF 

F 

2456 or N-{(1 S,2R)-1 -(3,5-diftuorobenzyl)-3- 
3-ethylbenzyE)amino]-2-hydroxyprcpyl}-3- 

(niethoxyacetyl)aminoj-3- 
phenyIpropanamde (Generated by 
ACD/Name software) 

>20000 55365 554,4 

2466 or N-{(1 S,2R)-1 -(3,5-diflucrobenzyl)-3- >20000 55156 552,5 
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-3-[2-
oxo-5-(trifIuoromethy)pyrid in-i (2 H)-
yI]propanamide (Generated by ACD/Name 
software) 

2469 or 2-cyano-F’4-{(1S,2R)-1-(3,5-
difluorobenzyl)-3-1(3-ethylbenzyl)anlinol-2-
hydroxypropy}-3-(3,4-dimethoxyphenyI)-2-
methylprcpanamide (Generated by 
ACD/Name software) 

>20000 565,67 566,4 

0 
OH 

2473 or 4-(34-dichbrcphenyl)-N-{(1 S,2R)-1 - 4475,74 56348 563,3 
(3,5-difIuorobenzy)-3-[(3-ethyIbenzyI)amiflO]-
2-hydrcxypropyl}4-cxobutanamide 

13, 
ol (Generated by AGO/Name software) 

F 



0 
OH 

2476 or N-{(IS2R)-1-(3,5-difiuorobenzyl)-3- 5375,73 53057 531,5 

(3,4-difluorophenyl)-4-oxobutanamide ol 
(Generated by ACD/Name software) 

F 

OH 
2477 or N-{(1S,2R)-1-(3,5-diflucrobenzyl)-3- 5721,67 544,6 545,4 

(3,4-difluorophenyl)-2-methyl-4-
of  (Generated by ACOIName 

software) 
F 

2481 or N-{(1 S,2R)-1-(3,5-difluorobenzyl)-3- 2488,61 516,61 517,6 
[(3-ethylbenzy])arriino]-2-hydroxypropyl)-2-
hydroxy-4-oxo-4-thien-2-yIbutanamde 
(Generated by ACDIName software) 

2486 or N-{(1S,2R)-1-(3,5-difluorobenzyl)-3- >20000 564,63 565,4 
H ?H HJJL [(3-ethyl benzyl)amino]-2-hyd roxypropyl}-4-(7- NN 

�ow 

methoxy-1 -benzofuran-2-y)-4-
oxobutanamide (Generated byACD/Nanie 
software) 

F 

4-dibenzo[b,d]furan-2-yl-N-{( 1 S,2R)-1 -(3,5- >20000 585,68 586,5 
H ?H  rldffluorobenzyI)-3-[(3-ethythenzyl)amino-2-

hydroxypropyI}-4-oxobutanamde 

F 



OH 
H H 

N . 

0 

F 

HN/ OH 

F 

OH 

&1 
10 

0 H N,6

 

0 OH 

j_SO 

2494 or N-{(l S,2R)-1 -(3,5-difluorobenzyl)-3- 4884,11 
(3-ethylbenzyl)amino]-2-hydroxypropyl}-2-(6-

cxo-3-phenylpyridazin-1 (6H)-yI)acetamide 
(Generated by ACD/Name software) 

2496 or 2-(1 H, 1 ’H-2,2’-biiniidazo]-1 -yI)-N-
{(1 S2R)-1-(3,5-d if] uorobenzyl)-3-[(3-
ethybenzy1)amino]-2-
hydroxypropyl}acetamide (Generated by 
ACD/Name software) 

2498 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-
[(3-ethyIbenzyflamino]-2-hydroxypropyI}-4 
(3,4-dihydro-2H-chrcmen-6-yI)-4-
oxobutanamide (Generated by ACD/Name 
software) 

2499 or N-{(IS,2R)-1-(3,5-difluorobenzyl)-3-
[(3-ethylbenzyt)arnino]-2-hydroxypropyl}-2-(3-
oxo-1 ,2-benzisothiazol-2(3H)-yI)acetam]de 
(Generated by ACD/Name software) 

546,62 

>20000 508,58 

8423,29 

5283,18 

550,65 

525,62 

547,4 

509,4 

551,5 

526,4 

ii 



OH 
H H 

OZ=3 f 
QO LçjF 

F 

0 
OH 

Ol 

HO F

 

2504 or 4-[2-(acety[amno)-4,5-
.d[methyIpheny1]-N-(1 S,2R)-1-(3,5-

dffluorcbenzyl)-3-[(3-ethylbenzyl)amino]-2-
hydrcxypropyl}-4-oxobutanamide 
(Generated by ACD/Name software) 

2506 or N-{(1 S,2R)-1 -(3,5-thflucrobenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-2-(3-
oxo-2,3-dihydro-1 H-isoindof-1-yI)acetamide 
(Generated byACD/Name software) 

2507 or N-{(1 S2R)-1-(35-difluorobenzyl)-3-
[(3-ethylbenzyJ)amino]2-hydroxypropyI}-4-(4-
hydroxyphenyl)-4-oxobutanamide 
(Generated by ACD/Name software) 

2510 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropyl}-2-
hydroxy-4-oxo-4-thien-3-ylbutanarnide 
(Generated by ACD/Name software) 

>20000 579,69 

. 

>20000 507,59 

4725,94 51059 

210415 516,61 

580,4 

5114 

517,4 
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2513 or N-(1 S,2R)-1 -(3,5-dfluorobenzyl)-3-
(3-ethylbenzyl)aminoj-2-hydroxypropyl}-2-

phenyl-2-(1 H-pyrrol-1-yl)acetamide 
(Generated by ACD/Name software) 

2517 or 4-(4-chloro-2-hydroxyphenyl)-N-
{(1 S,2R)-1-(35-dLflucrobenzyF)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropy[}-4-
oxobutanamide (Generated by ACD/Name 
software) 

>20000 51762 518,5 

54503 545,4 

2523 or N-{(1S,2R)-1-(3,5-dfluorobenzy1)-3- 218842 535,6 536,5 
[(3-ethylbenzyL)amino3-2-hydroxypropyl}-2-(5-
methyl-i 3-doxo-1 3-dihydro-2H -isoindol-2-
yI)acetamide (Generated by ACD/Name 
software) 

2524 or N-{(1 S,2R)-i-(3,5-diflucrobenzyl)-3-
[(3-ethylbenzyl)arnino]-2-hydroxypropyl}-2-(1� 
oxo-1 3-dihydro-2H-isoindol-2-yl)butananiide 
(Generated by ACD/Name software) 

1932,33 535,64 536,5 



HOHH 
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0H 

s 0 F 
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N<y 
1F 

F 

2525 or N-{(1 S2R)-1 -(3,5-diflucrobenzyl)-3-
(3-ethylbenzyl)am1no]-2-hydroxypropyr}-2-

methyl-2-(1-oxo-1,3-dihydro-2H-rsoindol-2-
yI)propanamide (Generated by ACID/Name 
software) 

N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-[(3-
ethylbenzyt)amrno]-2-hydroxypropyl}-2-(1 - 
m ethyl- i H-ndoI-3-yl)-2-oxoacetamde 

N-{(1 S2R)-1 -(3,5-difluorobenzyl)-3-[(3-
ethybenzyI)amino]-2-hydroxypropy1}-2-(2-
thoxo-2,3-dihydro-1 3-thiazol4-
yI)acetamide 

2561 or N-{(1 S,2R)-1 -(3,5-difuorcbenzy{)-3-
[(3-ethybenzyt)amino]-2-hydrcxypropyl}-2-[4-
(1 H-pyrrol-1-yl)phenyl]propanamide 
(Generated by ACID/Name software) 

>20000 535,64 536,4 

0 

3222,16 519,6 520,4 

491,63 492,4 

>20000 531,65 532,4 
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HJ 
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F 

X i 

F 
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0 
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(6 

CI 

2563 or 2-(1 -benzofuran-2-yI)-N-{(1 S,2R)-1 - 

2-hydroxypropy}-2-rnethy[propanamde 
(Generated by ACD/Name software) 

2565 or 4-(1 -benzofuran-2-y)-N-(1 S,2R)-1 - 
(3,5-difIuorobenzyI)-3-[(3-ethybenzyI)aniino]-
2-hydroxypropyl}-4-oxobutanamide 
(Generated by ACD/Name software) 

2566 or N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-
[(3-ethylbenzyl)amino]-2-hydrcxypropyl}-4-(6-
methoxy-1 ,t-biphenyl-3-yJ)-4-
oxobutanamide (Generated by ACD/Name 
software) 

2568 or 3-(3-ch1oroisoxazo1-5-y)-N-{(1 S,2R)-
1 -(3,5-diflucrobenzyl)-3-[(3-
ethybenzyl)amrno]-2-
hydroxypropyl}propanamrde (Generated by 
ACD/Name software) 

>20000 520,63 

>20000 534,61 

>20000 600,71 

>20000 49197 

521,4 

535,4 

601,4 

492,4 
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2570 or N-{( 1 S,2R)-1 -(3,5-dffluorobenzyl)-3-
�(3ethYbenzY1)amino]_2_hYdroxYProPy1}-4_(4-

methoxyphenyl)-4-oxobutanamide 
(Generated by ACD/Name software) 

2571 or N-{(1S2R)-1-(3,5-dffluorobenzyl)-3-
[(3-ethyIbenzyi)amino]-2-hydroxypropy}-4-
(2,3-dihydro-1 4-benzodioxin-6-yI)-4-
oxobutanamde (Generated by ACD/Name 
software) 

2572 or N-{( 1 S,2R)-1 -(315-d ifluo ro benzyl)-3-
[(3-ethylbenzyl)amino]-2-hydroxypropyl)-3-(2

(3,5-difluorcbenzy)-3-
[(3-ethy1benzyI)amino]-2-hydroxypropyI}-3-(2 
oxo-2H-1 ,3-benzoxazin-3(4H)-
yl)prcpanamide (Generated by ACD/Name 
software) 

2574 or N-{( I S,2R)-1 -(3,5-difluorobenzyl)-3-
[(3-ethybenzyI)aminoJ-2-hydroxypropyI}-2-(2-
cxo-2,3-dihydro-1 ,3-benzoxazol-5-
yr)acetamide (Generated by ACDIName 
software) 

2575 or N-{(1S2R)-1-(3,5-difIuorobenzy)-3-
(3-ethylbenzy)amino]-2-hydroxypropy}-2-(2-

oxo-2,3-dihydro-1 H-benzimidazo-5-
y)acetamde (Generated by ACD/Name 
software) 

421733 52461 

0 

1054988 55262 

1017711 53761 

>20000 509,56 

>20000 508,57 

525,4 

553,3 

538,6 

510,4 

509,4 



0 2588 or N-{( 1 S2R)-1 -(3,5-dflucrobenzyI)-3- OH 
(3-ethylbenzyF)amino]-2-hydrcxypropy{}-4-(5- 
methyl-i H-pyrrol-2-yl)-4-oxobutanamTde 

01 (Generated by ACDINane sofare) 
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OH 
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N-{(1 S,2R)-1 -(35-difluorobenzyl)-3-[(3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-(5-
pyridin-2-yl-2H-tetraazol-2-yt)acetamide 

N-{( 1 S2R)-1 -(3,5-thfluorobenzyl)-3-(3-
ethylbenzyl)amino]-2-hydroxypropyl}-2-(5,7-
dimethyl[1 ,2,4]triazclo[1 ,5-a]pyrimithn-2-
y)acetamide 

N-{(1S,21R)-1 -(3,5-difluorobenzyl)-3-[(3-
ethylbenzyl)arnino]-2-hydroxypropyl}-4-[5-
(methylsulfnyl)-2,3-dihydrc-1 H-indol-1-y]-4-
oxobutanamide 

552241 497,59 498,6 

5143,58 521,58 522,4 

>20000 522,6 523,5 

>20000 597,73 598,4 

OWA 



QOH 

U F 

N-((1 S,2R)-1 -(3,5-difluorobenzyl)-3-[(3-

pyridFn-3-yIpiperidn-1 -yr)propanamde 

N-{(1 S,2R)-1 -(3,5-difluorobenzyl)-3-[(3-
ethyFbenzy)amnc]-2-hydroxypropyI-2-
pheny(-2-(4H-1 ,2,4-triazol-3-
yrthio)acetamide 

55017 551,5 

I 

>20000 551,66 552,4 

0 N-{(1 S,2R)-1-(3,5-.difluorobenzyl)-3-[(3- 9300,8 513,59 514,3 

3 
H N F ethyl benzy)amino]-2-hydroxypropyI)-2-(5,6- 

-11J’ 
Ti dimethyl-2,4-dioxo-1 

3-yF)acetamide HN F 

N-{(1 S,2R)-1 -(3,5-dfIuorobenzyP)-3-[(3- 5662,78 539,65 540,4 0 
d 

ethyl benzyF)amino]-2-hydroxypropy}-3-(3- 

7NI 

OH oxo-2, 1 -benzisothiazol-1 (3H)- 
I yI)propanamide 

OqF 
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TuIIf 
 

OH 

HO 
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N 4: 7 
OH 

N -{(l S,2R)-i-(3,5-difluorobenzyQ-3-[(3-
thylbenzyl)amino]-2-hydroxypropyl}-3-

phenyl-2-(i H-tetraazo-1-yl)propanamide 

N-{(i S,2R)-i-(3,5-difluorobenzy)-3-[(3-
ethybenzy[)amino]-2-hydroxypropyI}-2-[5-(4-
methyphenyI)-2H-tetraazoI-2-yI]acetamide 

N-{(i S,2R)-i -(3, 5-difluorobenzyl)-3-[(3-
ethybenzyl)amino]-2-hydroxypropy1}-2-(3-
hydroxy-4-methylphenyl)acetamide 
(Generated by ACD/Name software) 

ELAN-153623 or N\(u)5\(d)-{( 1 S2R)1 -(3,5-
difIuorobenzyI)-3-[(3-ethyIbenzyr)aminc-2-
hydroxyprcpyl}-2-phenyl-
N\(u)1\(d),N\(u)l\(d)-
dtpropyIpentanedamide (Generated by 
ACD/Name software) or ELAN- i 53623 

Ł20000 
534,61 

3261,3 534,61 

723198 482,58 

607,79 

5355 

535,4 

483,2 
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COMPOUNDS TO TREAT ALZHEIMER’S DISEASE 

This application is being filed as a PCT International Patent Application in 

the name of Elan Pharmaceuticals, Inc., a U.S. national corporation and resident, 

(Applicant for all countries) and Pharmacia & Upjohn Company, a U.S. national 

5 corporation (Applicant for all countries), on 29 June 2001, designating all countries 

except US. 

CROSS-REFERENCE TO RELATED APPLICATIONS 

This application claims priority to the following provisional applications: 

United States provisional application Serial No. 60/215, 323, filed June 30, 2000; 

10 United States provisional application Serial No. 60/252,736, filed November 22, 

2000; United States provisional application Serial No. 60/255,956, filed December 

15, 2000; United States provisional application Serial No. 60/268,497, filed 

February 13, 2001; United States provisional application Serial No. 60/279,779, 

filed March 29, 2001; and United States provisional application Serial No. 

15 60/295,589, filed June 4, 2001, 

BACKGROUND OF THE INVENTION 

1 Field of the Invention 

The present invention is directed to compounds useful in treatment of 

20 Alzheimer’s disease and similar diseases. 

40 2. Description of the Related Art 

Alzheimer’s disease (AD) is a progressive degenerative disease of the brain 

primarily associated with aging. Clinical presentation of AD is characterized by loss 

25 of memory, cognition, reasoning, judgement, and orientation. As the disease 

progresses, motor, sensory, and linguistic abilities are also affected until there is 

global impairment of multiple cognitive functions. These cognitive losses occur 

gradually, but typically lead to severe impairment and eventual death in the range of 

four to twelve years. 

30 Alzheimer’s disease is characterized by two major pathologic observations in 

the brain: neurofibrillary tangles and beta amyloid (or neuritic) plaques, comprised 

predominantly of an aggregate of a peptide fragment know as A beta. Individuals 

with AD exhibit characteristic beta-amyloid deposits in the brain (beta amyloid 
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SUMMARY OF INVENTION 

fl 

Did.ia substituted amine of formula (X) 

OF-f 
RN 

N CH NH 

N/ NR 

/\ 
R2 R3 

where R1 is: 

(I) C1-C6 alkyl, optionally substituted with one, two or three 

substituents selected from the group consisting of C1-C3 alkyl, C1-C7 alkyl 

10 (optionally substituted with Cj-C3 alkyl and C1 -C3 alkoxy), -F, -Cl, -Br, -I, -01-I, 

-SH, -CN, -CF3, C1 -C3 alkoxy, -NRlaRib where Ri-a and R1b are -H or C1 -C6 

alkyl, -0C=O NR1.aRjb where Ria and R1 are as defined above, 

(X) 

(II) -CH2-S(0)02-(C1-C6 alkyl), 

(III) -CH2-CH2-S(0)0-2-(Ci-C alkyl), 

15 (IV) C2-C6 alkenyl with one or two double bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 

-F, -Cl, -OH, -SH, -CN, -CF3, C1-C3 alkoxy, NR1aRl-b where R1a and RI -b are -H 

or C1 -C6 alkyl, 

(V) C2-C6 alkynyl with one or two triple bonds, optionally substituted 

20 with one, two or three substituents selected from the group consisting of -F, -Cl, - 

OH, -SH, -CN, -CF3, CI-C3 alkoxy, NR1aRib where Ria and Rl.b are -H or C1 -C6 

alkyl, 

(VI) -(CI.ti) where ’Ii is zero or one and where Ri.at,,t IS 

pheuyi4-napbthyl, 2-naphthyl and indanyl, indenyl, dihydronaphthayl, tetralinyl 

25 optionally substituted with one, two, three or four of the following substituents on 

the aryLring: 

(A) C1-C6 alkyl optionally substituted with one, two or three 

substituents selected from the group consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, 

SH, NRjaRj.j, where Rj.,a and R1b are as defined above, -CN, -CF3, Cj-C3 alkoxy, 
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(B) C2-C6 alkenyl with one or two double bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 

-F, -Cl, -OH, -SH, -CN, -CF3, C1 -C3 alkoxy, -NRlR1b where Ri.a and Rib are -H 

or C1-C6 alkyl, 

5 (C) C2-C6 alkynyl with one or two triple bonds, optionally 

substituted with one, two or three substituents selected from the group consisting of 

-F, -Cl, -OH, -SH, -CN, -CF3, C1 -C3 alkoxy, NRiaRi-i, where Ria and RIb are -H 

10 

15 

AI 

25 

30 

or C1 -C6 alkyl, 

three -F, 

(D) -F’, Cl, -Br and -I, 

(F) -C1-C6 alkoxy optionally substituted with one, two or 

(G) -NRN2RN.3 where RN2 and RN-3 are as defined below, 

(H) -OH, 

(I) -CN, 

(J) C3-C7 cycloalkyl, optionally substituted with one, two or 

three substituents selected from the group consisting of -F, -Cl, -OH, -SH, -CN, 

-CF3, C1 -C3 alkoxy, NRI-aRl-b where RI, and Rib are -H or C1-C6 alkyl, 

(K) -CO-(C1-C4 alkyl), 

(L) S02NR1aR1b where RI.,, and R1b are as defined above, 

(M) CONR1-aRl-b where Ria and R1b are as defined above, 

(N) -S02-(C1-C4, alkyl), 

(VII) (CH2)n1(R1.heteroaryi) where nj is as defined above and where 

Rlhcteroaryl is selected from the group consisting of: 

pyridinyl, 

pyrimidinyl, 

quinolinyl, 

benzothienyl, 

indolyl, 

indolinyl, 

pryidazinyl, 

pyrazixiyl, 

isoindolyl, 

isoquinolyl, 
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(V) C2-C6 aikynyl with one or two triple bonds, optionally substituted 

with one, two or three substituents selected from the group consisting of -F, -Cl, - 

OH, -SH, -CN, -CF3, C1-C3 alkoxy, -NRiaRj., where Ri.a and R1..b are -H or C1-C6 

alkyl, 

5 (VI) -(CH2)04- C3-C7 cycloalkyl, optionally substituted with one, two 

or three substituents selected from the group consisting of -F, -Cl, -OH, -SH, -CN, 

-CF3, C1 -C3 alkoxy, NRj.aRlb where Rjg and R1 are -H or C1-C6 alkyl, 

where R3 is selected from the group consisting of: 

(1)-H, 

10 (II) C1 -C6 alkyl, optionally substituted with one, two or three 

. substituents selected from the group consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, -OH, 

-SH, -CN, -CF3, CI-C3 alkoxy, -NRI.aRlb where Rig and Rn, are as defined above, 

(III) -(CH2)04-R2..1 where R21 is Ria,,j or Rj-hetcroaryl where Ria,i and 

Riiteteroaryi are as defined above; 

15 (IV) C2-C6 ailcenyl with one or two double bonds, 

(V) C2-C6 alkynyl with one or two triple bonds, 

(VI) -(CH2)04- C3-C7 cycloalkyl, optionally substituted with one, two 

or three substituents selected from the group consisting of -F, -Cl, -OH, -SH, -CN, 

-CF3, C1 -C3 alkoxy, -NR1aR1b where Ria and Rn, are -H or C1 -C6 alkyl, 

20 and where R2 and R3 are taken together with the carbon to which they are attached to 

form a carbocycle of three, four, five, six, and seven carbon atoms, optionally where 

one carbon atom is replaced by a heteroatom selected from the group consisting of - 

0-, -S-, -SO2-, -NRN2-, where RN2 is as defined below; 

where RNs: 

25 (I) RNI-XN- where YN, is selected from the group consisting of: 

(A) -00-

(B) -502-, 

(C) -(CR’R")16 where R’ and R" are the same or different and 

are -H and C1-C4 alkyl, 

30 (D) -CO-(CR’R")16-XNI where XN1 is selected from the 

group consisting of -O-, -S- and -NR’- and where R’ and R" are as defined above, 

(E) a single bond; 

where RN;1 is selected from the group consisting of: 
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(A).BerªtN

 

is phenyl, 1 -napbthyl, 2-naphthyl, 

tetralinyl, indanyl, dihyclronaphthyl or 6,7, 8,9-tetrahydro-5H-be]lzo [a]eycloheptenyl, 

optionally substituted with one, two or three of the following substituents which can 

be the same or different and are: 

5 (1) Cl-C6 alkyl, optionally substituted with one, two or 

three substituents selected from the group consisting of C1-C3 alkyl, -F, -Cl, -Br, -I, 

-OH, -SH, -CN, -CF’3, C1-C3 alkoxy, NRiaRi where RI.,, and R1b are as defined 

above, 

(2) -OH, 

10 (3) -NO2, 

(4) -F, -Cl, -Br, -I, 

(5) -CO-OH, 

(6) -CN, 

(7) -(CH2)04-CO-NRN2RN.3 where RN-2 and RN3 are 

15 the same or different and are selected from the group consisting of: 

(a) -H, 

(b) -CI-C6 alkyl optionally substituted with one 

substitutent selected from the group consisting of-

(i) -OH, 

20 (ii) -NIT2, 

(c) -C1-C6 alkyl optionally substituted with one 

to three -F, -Cl, -Br, -I, 

(d) -C3-C7 cycloalkyl, 

(e) -(C1-C2 alkyl)-(C3-C7 cycloalkyl), 

25 (1) -(C1-C6 alkyl)-O-(C 1-C3 alkyl), 

(g) -C2-C6 alkenyl with one or two double 

bonds, 

(h) -C2-C6 alkynyl with one or two triple 

bonds, 

30 (i) -CI-C6 alkyl chain with one double bond 

and one triple bond, 

(j) -R,aryt where R181 is as defined above, 
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(37) C2-C6 aikynyl with one or two triple bonds 

optionally substituted with C1 -C3 alkyl, -F, -Cl, -Br, -I, -0U, -Sil, -CN, -CF3, C1-

C3 alkoxy, -NR,aR1b where Ri-a and R1b are as defined above, 

(38) -(CH2)04-N(-H or RN5)-SO2-RN.2 where RqJs and 

RN-2 can be the same or different and are as described above, 

consisting of: 

(39) -(CH2)0.4- C3-C7 cycloalkyl, 

(B) RN.heteroa,-yI where RN..hetea,æ is selected from the group 

pyridinyl, 

pyrimidinyl, 

quinolinyl, 

benzothienyl, 

indolyl, 

indolinyl, 

pryidazinyl, 

pyraziriyl, 

isojudolyl, 

isoqurnolyl, 

quinazolinyl, 

quinoxalinyl, 

phthalazinyl, 

irnidazolyl, 

isoxazolyl, 

pyrazolyl, 

oxazolyl, 

thiazolyl, 

indolizinyl, 

indazolyl, 

benzothiazolyl, 

benzirnidazolyl, 

benzofliranyl, 

furanyl, 
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pyrrolyl, 

oxadiazolyl, 

thiadiazolyl, 

ti-iazolyl, 

5 tetrazolyl, 

oxazolopyridinyl, 

ixnidazopyridinyl, 

isothiazolyl, 

naphthyridinyl, 

10 cinnolinyl, 

carbazolyl, 

beta-carbolinyl, 

isochromanyl, 

chromatiyl, 

15 tetrahydroisoquinolinyl, 

isoindolinyl, 

isobenzotetrahydrofaranyl, 

isobenzotetrahydrothienyl, 

isobenzothienyl, 

20 benzoxazolyl, 

pyridopyridinyl, 

benzotetrahydrofuranyl, 

benzotetrahydrothienyl, 

purinyl, 

25 benzodioxolyl, 

triazinyl, 

henoxazinyl, 

phenothiazinyl, 

pteridinyl, 

30 benzothiazolyl, 

imidazopyridinyl, 

imidazothiazolyl, 

dihydrobenzisoxazinyl, 

benzisoxazinyl, 
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22 

benzoxazinyl, 

dihydrobenzisothiaziriyl, 

benzopyranyl, 

benzothiopyranyl, 

5 coumarinyl, 

isocoumarinyl, 

chromonyl, 

chromanonyl, 

pyridinyl-N-oxide, 

10 tetrahydroquinolinyl 

dihydroquinolinyl 

dihydroquinolinonyl 

dihydroisoquinolinonyl 

dihydrocoumarinyl 

15 dihydroisocoumarinyl 

isoindolinonyl 

benzodioxanyl 

benzoxazolinonyl 

pyrrolyl N-oxide, 

20 pyrimidinyl N-oxide, 

pyridazinyl N-oxide, 

pyrazinyl N-oxide, 

quinolinyl N-oxide, 

indolyl N-oxide, 

25 indolinyl N-oxide, 

isoquinolyl N-oxide, 

quinazolinyl N-oxide, 

quiuoxa1iny N-oxide, 

phthalazinyl N-oxide, 

30 imidazolyl N-oxide, 

isoxazolyl N-oxide, 

oxazolyl N-oxide, 

thiazolyl N-oxide, 

indolizinyl N-oxide, 

PCT/TJS01/21012 
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indazolyl N-oxide, 

benzothiazolyl N-oxide, 

benzimidazolyl N-oxide, 

pyrrolyl N-oxide, 

5 oxadiazolyl N-oxide, 

thiadiazolyl N-oxide, 

triazolyl N-oxide, 

tetrazolyl N-oxide, 

benzothiopyranyl S-oxide, 

10 benzothiopyranyl 5,5-dioxide, 

where the RNjieteroaryl group is bonded by any atom of the parent RNetroai group 

substituted by hydrogen such that the new bond to the RNeteroaj group replaces the 

hydrogen atom and its bond, where heteroaryl is optionally substituted with one, 

two, three, or four of: 

15 (1) CI-C6 alkyl, optionally substituted with one, two or 

three substituents selected from the group consisting of C1-C3 alkyl, -F, -Cl, -Br,, -I, - 

OH, -SH, -CN, -CF3, C1 -C3 alkoxy, NRI.aRl-b where Rj.a and R1..b are as defined 

above, 

(2) -OH, 

20 (3) -NO2, 

(4) -F, -Cl, -Br, -1, 

(5) -CO-OH, 

� (6) 

(7) -(CH2)0-CO-NRN2RN3 where RNZ and RN are 

25 the same or different and are selected from the group consisting of 

(a) -H, 

(b) -C1-C6 alkyl optionally substituted with one 

substitutent selected from the group consisting of: 

(i) -OH, 

30 (ii) -NH2, 

(c) -CI-C6 alkyl optionally substituted with one 

to three -F, -Cl, -Br, -I, 

(d) -C3-C7 cycloalkyl, 
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(I) -(CH2)04-NH-00-(C1-C6 alkyl), 

(J) -NB-CO-O-RNS where RNS is as defined above, 

(K) -(CH2)04-NRN2RN..3 where RN2 and RN-3 are the same or 

different and are as defined above, 

5 (L) -(CH2)04-RN..4 where RN-4 is as defined above, 

(M) -0-CO-(C1-C6 alkyl), 

(N) -0-CO-NRN8RN8 where the RN-8s are the same or 

different and are as defined above, 

(0) -0-(C1-05 alkyl)-COOH, 

10 (P) -0-(Ci-C6 alkyl optionally substitued with one, two, or 

three of -F, -Cl, -Br, -I), 

(Q) -NH-S02-(C1-C6 alkyl), 

(R) -F, -Cl, 

where Rc is: 

15 (I) -C1-Ca1Loptionally substituted with one, two or three 

substituents selected from the group consisting of C1 -C3 alkyl, -F, -Cl, -Br, -I, -OH, 

-SH, -CN, -CF3, CI-Q .alkoxy, -0-phenyl, -NR1aR1b where Ri-a and R1 are as 

defined above, -OC=O NR1aR1b where Ri..a and R1b are as defined above, -S(=O)0..2 

Ria where Ri-a is as defined above, - NRIaCO NRlaR1b where Ri-a and Rb are as 

20 defined above, -C=O NRIaRIb where Ria and R1b are as defined above, and - 

S(0)2 NRI-aRi-b where R1 and R1b are as defined above, 

(II) -(CH2)0.3-(C35)cyc.loalkyl where cycloalkyl can be optionally 

substituted with one, two or three substituerits selected from the group consisting of 

C1 -C3 alkyl, -F, -Cl, -Br, -I, -OH, -SH, -CN, -CF3, C1-C6 alkoxy, -0-phenyl, -CO-

25 OH, -CO-O-(C1-C4 alkyl), -NRjaRib where R1a and Rb areas defined above, 

(III) -(CRC-xRCy)04-RC.ary1 where Rc., and Rcy are 

-H, 

C1-C4 alkyl optionally substituted with one or two -OH, 

C1-C4 alkoxy optionally substituted with one, two, or three of 

30 -F, 

-(CH2)04-C3-C7 cycloalkyl, 

C2-C6 alkenyl containing one or two double bonds, 

C2-C6 alkynyl containing one or two triple bonds, 
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phenyl, 

and where Rc and Rc.y are taken together with the carbon to which they are 

attached to form a carbocycle of three, four, five, six and seven carbon atoms, 

optionally where one carbon atom is replaced by a heteroatom selected from the 

5 group consisting of -0-, -8-, -SO2-, -NRNZ- and Rcaj is defined as RN1 is defined 

above; 

(IV) -(CRcxRcy)04-Rcheteroary1 where Rc-het,,cayj is defined as R. 

heteroaryl is defined above and R and Rc.y are as defined above, 

(V) where Rc.aryi, Rc.. and Rc are as 

10 defined above, 

(VI) where Rc-ai, Rcheteroaryi,Rcx 

and are as defined above, 

(VII) where Rceteroaryi, Rcary, R.c-

and R’ are as defined above, 

15 (VIII) _(CRcxRCy)0.4_RC.heteroary1RcheteroaryI where Rc-hetroary1, R-., and 

Rc.y are as defined above, 

(IX) where RC-ary, Rc- and Rc>j are 

as defined above, and RCheterocyele is defined as RNheterocyo1e is defined above, 

(X) -(CRc..xRCy)04-RCheteroary1RC1leterocyc1e where R hete,-caryl, Rc. 

20 heterocycle, and Rc-y are as defined above, 

(XI) where RChterocyc1e, Ra,yi, Rc-, 

. and Rc.y are as defined above, 

(XII) (CRCxRcy)04RC.heteroeyc1eRc.heteroary1 where RCheterooyc1e, R-

heteroaryl, Rc- and Rc.y are as defined above, 

25 (XIII) (CRcxRCy)04RCheterocycIe’RChcterocycje where RCheterocycje, Rc 

and Rc are as defined above, 

(XIV) -(CRCxR.cy)04-RCheterocyc1e where RC-heterocycle, RC-x and RC.y are 

as defined above, 

(XV) -[C(Rc1)(Rc2)]1..3-CO-N-(Rc3)2 where Ri and RC2 are the 

30 same or different and are selected from the group consisting of: 

(A) -H, 

(B) -Cl-C6 alkyl, optionally substituted with one, two or three 

substituents selected from the group consisting of C1 -C3 alkyl, -F, -Cl, -Br, -I, -OH, 
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Arnyloidosis of the Dutch-Type, for treating cerebral arnyloid angiopathy and 

preventing its potential consequences, i.e. single and recurrent lobar hemorrhages, 

for treating other degenerative dementias, including dementias of mixed vascular 

and degenerative origin, dementia associated with Parkinson’s disease, dementia 

associated with progressive supranuclear palsy, dementia associated with cortical 

basal degeneration, diffuse Lewy body type of Alzheimer’s disease and who is in 

need of such treatment. 

Thereent4nvention provides compounds, compositions, kits, and methods 

for inhibiting beta-secretase-mediated cleavage of amyloid precursor protein (APP), 

More particularly, the compounds, compositions, and methods of the invention are 

effective to inhibit the production of A beta peptide and to treat or prevent any 

human or veterinary disease or condition associated with a pathological form of A 

beta peptide. 

The compounds, compositions, and methods of the invention are useful for 

treating humans who have Alzheimer’s Disease (AD), for helping prevent or delay 

the onset of AD, for treating patients with mild cognitive impairment (MCI), and 

preventing or delaying the onset of AD in those patients who would otherwise be 

expected to progress from MCI to AD, for treating Down’s syndrome, for treating 

Hereditary Cerebral Hemorrhage with Amyloidosis of the Dutch Type, for treating 

cerebral beta-amyloid angiopatby and preventing its potential consequences such as 

single and recurrent lobar hemorrhages, for treating other degenerative dementias, 

including dementias of mixed vascular and degenerative origin, for treating 

dementia associated with Parkinson’s disease, dementia associated with progressive 

supranuclear palsy, dementia associated with cortical basal degeneration, and diffuse 

Lewy, body type AD. 

The compounds of the invention possess beta-secretase inhibitory activity. 

The inhibitory activities of the compounds of the invention are readily demonstrated, 

for example, using one or more of the assays described herein or known in the art. 
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SUPERINTENDENCIA DE INDUSTRIA V COMERCIO 

DIVISION DE NUEVAS CREACIONES 

2020 
Bogota, D.C., 

Abogado 
EMILIO FERRERO 
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RadicacIóri 04-10956 
TrÆmite 011 
Everito 379 
Actuación 411 
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Folios 020 

Patente de Invención 7XPatente de Modelo de Utilidad 

Via Nacional 

Via PCT (fase nacional) EI Cap.l Cap, II 

No. Sol. Internacional: PCT/11301/01940 
Fecha de Presentaciôn Internal.: 15/10/2001 

Como resultado del examen de fondo, realizado con fundamento en el artIculo 45 
de la Decision 486 de la Comisión de la Comunidad Andina, se le comunica: 

1. Documentos estudiados 

1.1. DescrirciOn: Folios: 248 a 929 como se radicO inicialmente. 

1.2. Reiviridicaciones: Reivindicaciones I - 20 como se radicaron inicialmente. 
Folios 510 a 615. 

1.3. Prioridad: Folios 20 - 218. US 60/304.525 del 11/07/2001, US 
60/308.756 del 30/07/2001, US 60/341.341 del 17/12/2001, US 60/341.416 
del 17/12/2001, US 60/344.872 del 21/12/2001, US 60/380.574 del 
21/12/2001, 

1.4. Respuesta al solicitante: Folios 679 a 769. 

2. Objeto de la invención 

TItulo de la solicitud: Compuestos de alquilamida N-(3-amino-2-hidroxi-propil) 
sustituidos. 
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El objeto de la presente solicitud de patente de invención es proporcionar 
compuestos de alquilarnida ütiles corno inhibidores de la betasecretasa para el 
tratamiento del Alzheimer y condiciones relacionadas; y procesos para su 
p repa ración. 

Reiviridicación 1: Un compuesto seleccionado entre otros de: N-{(1S2R)-1-bencil-
2-hidroxi-3-[(3-metoxibencil)amino]propil}-3-(1 ,1-dioxido-3-oxo-1 ,2-bencisotiazol-
2(3H)-il)propanamida; N-{(1 S,2R)-1 -bericil-2-hidroxi-3.-[(3-
rnetoxibencil)amino]propil}-3-(1 3-dioxo-1 ,3-dihidro-2H-isoindol-2-il)propanamida; 
N-{(1 S,2R)-1 -ben cil-2-hidroxi-3.[(3-rnetoxibencil)amino]propiI}-4-(4fIuorofenit)-4-
oxobutamida; etc. 

ReivindicaciOn 2: Un compuesto seleccionado entre otros de: clorhidrato de N-
{(1 S,2R)-1 -(3,5-difluorobencil)-3-[(3-etilbericil)arnino]-2-hidroxipropil}-2-(4-
etilbencil)amino]-2-hid roxipropil)acetamida; clorhid rato de 2-(4butil-2 3-
dioxopiperazin-1 -il)-N-{(1 S2R)-1 -(3,5-difluorobencil)-3-[(3-etilbencil)arnino]-2-
hidroxipropil}acetarnida; N-{(1 S,2R)-1-(35-difluorobencil)-3-[(3-etilbencil)arnino]-2-
hidroxipropil}-2-(3-oxopiperazin-1-il)acetamida; etc... 

ReivindicaciOn 3: Composición farrnacØutica caracterizada porque comprende el 
compuesto de la reivindicación 1 

Reivindicación 4: Composición farmacØutica caracterizada porque comprende el 
compuesto de la reivindicaciOn 2. 

El problema planteado en esta solicitud es la necesidad de compuestos 
inhibidores de la betasecretasa efectivos para reducir los depósitos o placas 
betaamiloide en el cerebro, caracteristicas en el Alzheimer. 

Para resolver este problerna tØcnico, la solicitud en estudio proporciona 
compuestos de alquilamida como N-{(1 S,2R)-1 -(3,5-difluorobencil)-3-[(3-
etilbencil)arnino]-2-hidroxipropil}-2-(4-etilbencil)amino]-2-hidroxipropil} acetamida y 
N-{(1 S,2R)-1 -(3,5-difluorobencil)-3-[(3-etilbencil)arnino]-2-hidroxipropil}-2-(3-
oxopiperazin-1-iI)acetamida, entre otros; y composiciones que los contienen. 

ClasificaciOn Internacionai do Patentes (/PC.): A611<31/164; A611<31/165; 
4D A611<31/401; A61 K31 /4196; A61 P25/00; A61 P25/28; C07C233/22; C07C233/35; 

C07C233/40; C07C235/20; C07C235/34; C07D257/04; C07D261 /10; 
C07D265/00. 

3. De Ia solicitud de Patente 

3.1 Reivindicaciones (artIculo 30 D 486) 

Los compuestos de la reivindicación 2 no se encuentran sustentados de la rnejor 
forma en el capitulo descriptivo, esto es, rnediante ejemplos. 

4. Unidad de invención (articulo 25 D 486) 

La presente solicitud no contiene Un üriico concepto inventivo, ya que a travØs de 
todo el capitulo reivindicatorio se pueden observar los siguientes grupos de 
invenciones, las cuales pueden no relacionarse entre SI: 

Compuestos que contienen en la posicion terminal de la cadena, un anillo 
aromÆtico de seis miembros donde los miembros de dicho anillo son N, N-
0 o CH2, y compuestos que contienen en la posición terminal de la 
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cadena, un grupo aromÆtico Ar seleccionado de los presentes en el 
folio 296, de la reivindicación 1; y composición farmacØutica que los 
contiene de la reivindicaciôn 3. 

11. Compuestos que contienen en Is posiciôn terminal de la  cadena, un grupo 
seleccionado de los presentes en el folio 298 (BI), y compuestos que 
contienen en la posición terminal de la cadena, un grupo ciclohexilo (132), 
de Ia reivindicación 2; y composición farmacØutica que los contiene de la 
reivindicación 4. 

Teniendo en cuenta lo anterior, el capitulo reivindicatorio tal y como estÆ 
presentado no cumple con el requisito de unidad de invención, pues no se 
observa con claridad UN UNICO CONCEPTO INVENTIVO. 

Por Ia tanto, se requiere al solicitante definir un Cinico concepto inventivo de 
carÆcter comCin a todas las modalidades de la invenciOn o realizar las divisionales 
del caso dada la amplitud de la materia que se pretende proteger. 

5. Determinación del Estado de la TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es la 
fecha de presentación de la solicitud prioritaria: 11/07/2001. 

Teniendo en cuenta la fecha indicada se realizô la büsqueda en el estado de la 
tØcnica de documentos relacionados con la solicitud encontrÆndose el siguiente 
documento mÆs relevante: 

NO Documento Titulo Fecha de 
Publicación* 

Presentación 1/nal: 
02 117312 Compuestos para tratar el 26106/2001 

D3 W00202512 Alzheimer Prioridad: 30/062000 �
04/06/2001 

Documerito D3 folios 770 a 782, 

4. AnÆlisis de patentabilidad (artIculo 14 D486) 

4.1 Novedad (artIculo 16 D486) 

1. Respecto a la solicitud en estudio: 

I Grupo inventivo: 

La reivindicación 1 se refiere a un compuesto seleccionado entre otros de: N-
{(IS,2R)-1-bencil-2-hidroxi-3-[(3-metoxi ben cil)ami no] propil}-3-(1 ,1-dioxido-3-oxo-
I 2-bencisotiazol-2(3H)-II)propanamida; N-{(1 S,2R)-1 -bencil-2-hidroxi-3-[(3-
metoxibencil)amino]propil}-3-(1 ,3-dioxo-1 ,3-dihidro-2H-isoindol-2-il)propanamida; 
N-{(1 S,2R)-1 -bencil-2-hidraxi-3-[(3-metoxi ben cil)amino]propil}-4-(4fluorofenil)-4-
oxobutamida; etc... 

2. Respecto al estado de la TØcnica: 

Dl enseæa aminas sustituidas de formula X pars el tratamiento del Alzheimer y 
condiciones relacionadas (Folios 770 a 782). 
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3. AnÆlisis de las diferencias con respecto at estado de la tØcnica: 

A continuaciOn se muestra una tabla donde se muestran algunos de la 
anterioridad Dl, que at remplazar en Pa fOrmula Markush (compuesto X) resultan 
ser iguales a algunos de los compuestos de Pa reivindicaciôn I de Pa presente 
solicitud. 

COMPUESTOS DE LA ANTERIORIDAD (Dl) 

OH 
RN 

2 
OH NH 

/ 

Aj R2 R3 

-(CH2)rt1-(R1-aril), donde n1 es I 
y 

ant es fenilo solo o sustituido por 2 ätomos de F (Folios 
R1 772-773). 

H 
R2  

H 
R3 
Rc C1 -C3 sustituido con I a 3 grupos C1 -C3 alquil o por Cl-atcoxi; cicloalquilo C3-C6 opite 

sustituido por dos alquilos Cl; Cl sustituido por 0-fenil, C1 -C3 alquil; Cl-alquil-aril; Cl-
ajil-heteroanil (pinidinhl, furil, 

) 

(Foos 776 -781). 
RN RNI-XN donde: 

XNeS C=O 
RN-1 es fenil, naftil, indanil, sustituidos con C1 -C2 alquuo (a su vez sustituido por otro Cl-
C2-alquilo), halOgenos (Cl, F), OH; 

y 

heteroaril corno indolil, pinidinhl, isoindolil, 
benzofuranil, tienil, furanil, benzotiazolil, sustituidos con C1 -C6 alquilo (a su vez sustituido 
por otro C1-C2-alguilo), halogenos (Cl, F), OH (Folios 774 �779). 

Las anteriores modalidades de los compuestos de fOrmula X de la anterioridad 
Dl, corresponden entre otros, a los compuestos: 

N-{(I S,2R)-1 -bencil-2-hidroxi-3-[(3-metoxibencIt)amino]propil}-4-(4fluorofenil)-4-oxobu-
tamida. 
N-{(1S,2R)-1-bencil-3-[(2,3-dimetilciclohexil)amino]-2-hidroxipropil}-2-3-fenilbutanamida. 
N-{(I 8,2R)-I-benci!-2-hidroxi-3-[(1-feniletil)amino]-propil}-3-fenilbutanamida. 
N-{(1 S,2R)-1 -be ncil-2- hid roxi-3-[(l ,2,2-trimetilprapi1)amirto]-propil}-2-fenUbutanamida. 
N-{(l S,2R)-I -bencil-3-[(1 ,3-dimetilbutil)amino]2-hidroxipropil}-2- fenilbutanamida. 
N-{(1 S,2R)-1 -bencil-3-[(1 ,3-dimetilbutil)amino]2-hidroxipropil}-3- fenilbutanamida, 
N-{(l S,2R)-1-bencil-3-[(1-etilpropil)amino] 2-hidroxipropil }-2- fenilbutanamida. 
N-{(I S,2R)-1-(3,5-difluorobencfl)-3-[(2-furilmetil)amino]-2-hidroxipropil}-3-fenilpropanami-
da. 
N-{(1 S,2R)-3-(bencilamino)-1 -(3,5-difluorobencil)-2-hidroxi pro pil]-3-(IH-indol-1-il)propana-
mida. 
N-{(1 S,2R)-3-[ciclopropilmetil)amino))-1 -(3,5-dhfluoro ben cil)-2-hidroxi pro pil]-3-(1 H-indol-1-
il)propanamida; de la reivindicación 1. 

Teniendo en cuenta que algunos compuestos de la reivindicación 1, se 
superponen a algunas modalidades del compuesto X de DI, estos no son 
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novedosos, pues ya se conoclan en el estado de la tØcnica. Por consiguierite, 
el contenido de la reivindicaciOn 1, tat y como estÆ reivindicado carece de 
novedad. En esta medida, se sugiere at solicitante realizar una revision cuidadosa 
de los compuestos revindicados para limitar el alcance de su invenciOn a aquellos 
compuestos que no estªn revelados en DI. 

1. Respecto a la solicitud en estudio: 

La reivindicación 3 se refiere a una composiciOn farmacŁutica que comprende un 
compuesto segin las reivindicaciOn 1. 

Dicha composición que comprende los compuestos de Pa reivindicación 1, ye 
afectada su novedad por Dl, ya que los compuestos que la caracterizan no 
parecen ser novedosos y porque en DI se enseæan composiciones que 
comprenden compuestos de formula X (Folio 782). 

6. Conclusion: 

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados 
as 1: 

No Documento N° Reivindicaciones Requisito que Afecta Afectadas  

[D3 C002 117312 1,3 Novedad 

7. Respuesta a los argumentos del solicitante: 

Los argumentos presentados por el solicitante objetando la ausencia de nivel 
inventivo con que se concluyô el concepto tØcnico NO 2140, fueron aceptados por 
este Despacho, y por to tanto, se procedio a efectuar un nuevo anÆlisis de 
patentabilidad donde se cita una anterioridad diferente, para uno de los grupos 
inventivos contenidos en la presente solicitud. 

. En cumplimiento del artIculo 45 de la Decisión 486 de la ComisiOn de la 
Comunidad Andina, se le indica que debe dar respuesta dentro del tØrmino de 
sesenta dIas contados a partir de Ia fecha de notificación de la presente 
comunicación. En caso de no dar respuesta at presente requerimiento, o si a 
pesar de Pa respuesta subsistieran los impedimentos para Pa concesiOn, se 
denegarÆ la patente, 

Notip nte oficio conforme a to dispuesto en el artIculo 8 de la 
re�lci’ reglam nt çi’a No. 00210 del 15 de enero de 2001, advirtiendo que 
p" nt 

II
roc rcçirs alguno en la via gubernativa. 

DIS ELENA POLO CORDOBA 

Jele (E) de DivisiOn de Nuevas Creaciones 

El anterior req uerimiento fue notificado por fijaciOn en lista, de fecha 

EXAMINADOR TECNICO 
CONCEPTO TECNICO No, 3883 L Côdigo No.202071 


