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Referencia: Expediente No. 08.052.929

Solicitud de Patente de Invencion titulada: "Compuestos de benzamidilo como inhibidores
de la proteina de transferencia de éster de colesterilo"

Solicitante: Bristol Myers Squibb Company

RESPUESTA AL AUTO NOTIFICADO POR FIJACION EN LISTA N0O.286
DEL 30 DE_MAYO DE 2012, OFiCIO NO. 08779 (EXAMEN DE FONDO)

ALVARO CORREA ORDONEZ, mayor de edad y vecino de Bogota D.C., identificado tal como
aparece al pie de mi firma, en mi caracter de apoderado de la sociedad en referencia, doy
respuesta al auto emanado por ese Despacho dentro del término de prorroga solicitado el 30

de Agosto de 2012 con niimero de radicacion 08-052929-00005-0000:

1. Excepciones a la patentabilidad

Su Despacho establece que las reivindicaciones 15 a 19 se relacionan con un método de

tratamiento, materia no patentable en Colombia.

Para atender a esta observacion informamos a su Despacho que dichas reivindicaciones se
cancelaron del pliego reivindicatorio.
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2. Titulo de la invencién

El examinador sugiere que se corrija el titulo de la invencion ya que se considera que el

término "Compuestos homo y heterociclicos adecuados" no es claro.

Con el proposito de atender a la anterior observacion, me permito presentar un nuevo titulo

como sigue:

"Compuestos de benzamidilos como inhibidores de la proteina de transferencia de éster de

colesterilo"

3. Claridad de las reivindicaciones

Modificacion a una solicitud en tramite:

De conformidad con el articulo 34 de la Decisién 486 que permite al solicitante efectuar
modificaciones a su solicitud en cualquier momento del tramite sin que se presente
ampliacion de la invencién originalmente presentada, y con el propdsito de atender a las
observaciones del examinador, me permito presentar un nuevo pliego reivindicatorio que

comprende 8 reivindicaciones.

Las modificaciones efectuadas se encuentran totalmente sustentadas en la memoria

descriptiva originalmente presentada, ejemplos y reivindicaciones originales.

El examinador podréd notar que el término "opcionalmente" se canceld del pliego
reivindicatorio y la reivindicacion 14 que ahora con la nueva numeracion corresponde a la
8 se corrigié de tal forma que incluye los agentes terapéuticos adicionales especificos y las

reivindicaciones 20-23 se cancelaron.

Con relacion a la observacion del examinador en cuanto a que las reivindicaciones 1y 3 a
11 carecen de soporte porque los radicales A, B, C y R1 difieren a los mencionados en el
capitulo descriptivo. Informamos a su Despacho que dichas reivindicaciones han sido
modificadas de tal forma que el alcance de los sustituyentes A, B, C y R1 se definieron

como se establecen en las reivindicaciones originales 10y 11.
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Se informa a su Despacho que el nuevo pliego reivindicatorio se encuentra totalmente
sustentado en la memoria descriptiva originalmente presentada.

4. Claridad de la descripcion

Su Despacho establece que la descripcién no es clara porque la informacion que contiene no

permite que la persona del oficio normalmente versada en la materia pueda comprender el

problema técnico y la solucién aportada por la invencidn puesto que:

4.1 La descripcién tiene errores de tipografia y de redaccion. Se sugiere corregir los

errores de escritura y de traduccion del capitulo descriptivo para darle claridad.

De acuerdo con la cita que tuvimos en su Despacho el dia 22 de Agosto de 2012 con la
examinadora a cargo del asunto y de conformidad con el email recibido el 5 de septiembre
de 2012 enunciando los folios en los cuales hay errores de digitacion, me permito presentar
un nuevo texto en un CD el cual corresponde también a la descripcién de la solicitud

divisional en donde se cambi6 el término "diaestereSmeros" por "diastereoisémeros", se
corrigio el error tipografico "interiomediarios" por "intermediarios" se cambié el término
"substituyentes" por "sustituyentes", el término "mezcla de diaestereémeros" se cambid por

"mezcla de diastereoisémeros” y el término "mezcla diaestereomérica" se cambié por
" H o M L4 "
mezcla diastereoisomérica".

4.2 Se relacionan las marcas como Adalat y Calan entre otras, en el folio 1137 o pagina
301. El examinador sugiere que se definan los nombres genéricos.

Al respecto, mi representada afirma que una persona del oficio normalmente versada en la

materia entenderia las marcas a las que se hace referencia en la descripcién. Sin embargo, se
aclara que las marcas Adalat y Calan se refieren a "nifedipina" y "verapamil”
respectivamente.
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En conexion con lo anterior, me permito dirigir la atencién del sefior Examinador a las
ensefianzas del Manual Andino de Patentes, el cual recita lo siguiente' :

"Las marcas registradas o nombres comerciales definen productos o proceso que puedan
cambiar con el paso del tiempo aunque conserven el mismo nombre. Por ello su uso en una

reivindicacién no estd permitido ya que no permite establecer el alcance de la

reivindicacidon".

De lo anterior es claro que en la descripcién si se pueden utilizar marcas o nombres

comerciales pero no en las reivindicaciones. En el presente caso el pliego reivindicatorio no

contiene marcas comerciales.

] { 43

l cualitativos como cuantitativos que describen suficientemente las propiedades

Mi representada también afirma que la presente invencién proporciona tanto datos

farmacolégicas de los compuestos de la presente invencién.

En primer lugar, tal como se establece en la descripcion, los compuestos de la presente
invencién demuestran que inhiben la proteina de transferencia de éster de colesterilo
(CETP) mayor que un 30% a dos diferentes concentraciones de menos de 100 uM,

' preferiblemente con una potencia menor a 5 uM, més preferiblemente con una potencia
menor a 500 nM. Se encontré también que los compuestos de la presente invencién inhiben
la actividad de la transferencia de éster de colesterilo utilizando ensayos in vitro que
contienen hasta 96% de plasma y para inhibir la actividad de transferencia del éster de
\ colesterol en plasma en animales. Por favor ver la pégina 256 del texto de la presente

. \ solicitud. Asi como la descripcién originalmente presentada contiene datos con relacion a la
actividad farmacolégica de los compuestos. La descripcién tal como se present6

- originalmente proporciona ejemplos de ensayos adecuados que una persona medianamente
‘_ experta en la materia puede utilizar para determinar la capacidad de los compuestos para

' inhibir CETP. Por ultimo, mi representada respetuosamente afirma que el examinador no

ha proporcionado evidencia, tal como arte previo, de que esta area de tecnologia es

compleja, no predecible, etc, tal que la persona medianamente experta en la materia no seria

capaz de llevar a cabo la presente invencién. Debido a que mi representada ha

' Manual para el examen de solicitudes de patentes de invencion en las Oficinas de Propiedad

Industrial de los paises de la Comunidad Andina, 2004, 4.6.4 Marcas registradas o nombres
comerciales.
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proporcionado tanto datos cualitativos como cuantitativos que demuestran al experto en la
técnica que los compuestos de la presente invencién demuestran efectos farmacoldgicos, y
el examinador no proporcion6 ningllna evidencia o razones técnicas de lo contrario. Se
considera contrario a lo que afirma el examinador que la presente invencién soporta

suficientemente los compuestos que ahora se reclaman.

4.4 Su Despacho afirma que los términos "ISCO" y "CLEM" de las paginas 449 y 736 son

poco reconocidos en el campo técnico y sugiere que se definan correctamente.

Al respecto mi representada menciona que una persona del oficio normalmente versada en
la materia entenderia lo que la expresiéon "ISCO" representa. Sin embargo, con el fin de

agilizar el trdmite la presente invencion el término "[SCO" se cambid por isocrética.

Con relacién al término CLEM, informamos a su Despacho que por error tipografico dicho
término debié escribirse CL-EM que significa "cromatografia liquida-espectrometria de

i masa". Al respecto el nuevo texto se presenta con las respectivas correcciones.
5. Unidad de invencién:

Su Despacho establece que la solicitud no cumple con el requisito de unidad de invencién

ya que se refiere a 6 grupos inventivos.

Al respecto informamos a su Despacho que la presente solicitud se defini6 de forma similar

al primer grupo establecido por el examinador.

Por otro lado, se presenta una solicitud divisional de la materia restante de la presente

invencién.
6. Nivel inventivo

Su Despacho establece que los documentos D1 (W02005037796) y D2 (US2002177708)

afectan el nivel inventivo de las reivindicaciones 1 a 14 de la presente invencion.



‘. 7. Argumentos en favor del inventivo

‘ El nivel inventivo de una solicitud se encuentra definido en el Articulo 18 de la Decisién
1 486 y se establece cuando “si para una persona del oficio normalmente versada en la

materia técnica correspondiente, esa invencion no hubiese resultado obvia ni se hubiese

derivado de manera evidente del estado de la técnica”.

Contrario a lo que plantea el Examinador, el documento del arte previo citado no afecta el
nivel inventivo de la presente solicitud por cuanto no es posible derivar la presente

invencion a partir de las ensefianzas presentadas en los documentos D1 y D2 debido a lo
siguiente:

El examinador podrd notar que el documento D1 no revela de ninguna manera los
compuestos del pliego reivindicatorio que ahora se presenta. Por ejemplo, D1 revela

compuestos en los cuales el sustituyente correspondiente al dtomo central de la presente
N VoV

_T
invencion es un heterodtomo de nitrégeno YV . Por el contrario, los compuestos de las
reivindicaciones  modificadas requieren que el 4tomo central sean un grupo metileno

. Adicionalmente, D1 requiere que los compuestos que contienen un nitrgeno

B (CHy)p

. contengan un grupo biciclico aromatico N . Por el contrario,

los compuestos tal como se reclaman en el pliego reivindicatorio modificado no pueden
contener un nitrégeno que contenga un grupo biciclico aromatico. En ninguna parte del
- documento D1 se ensefia o se revela que el grupo central pueda ser un grupo metileno o

compuestos sin un nitrégeno que contiene un grupo biciclico aromatico.

Adicionalmente, una persona del oficio normalmente versada en la materia no estaria

motivada a modificar los compuestos del documento D1 para Hegar a los compuestos de la



presente invencion debido a la imprevisibilidad en el arte de la quimica sintética (Por favor,
ver el articulo que se adjunta "Side Reactions in Organic Synthesis: A guide to succesful

synthesis design", 2005, Wiley-VCH Verlag GmbH & Co., KGaA, Wienheim.

De conformidad con las diferencias arriba citadas se considera que el nuevo pliego

reivindicatorio que se presenta es inventivo con relacién al documento D1.

Con relacion al documento D2, este documento no revela los compuestos del capitulo
reivindicatorio modificado de la presente invencién. Por ejemplo, el documento D2 revela
compuestos en el cual el atomo de nitrégeno correspondiente al 4tomo de nitrégeno en el -
NH(R;) de la presente invencién es requerido que sea di-sustituido
R3 Ris
CHyN—2
—C—(CH),N—Z—
i
1Rz . Por el contrario, los compuestos tal como se reclaman en el

capitulo reivindicatorio modificado no pueden tener el 4tomo de nitrégeno que sea di-

sustituido. Por el contrario, se requiere que el atomo de nitrégeno sea mono-sustituido, es

decir, que sea sustituido solamente con R1.

Adicionalmente, D2 no permite un sustituyente correspondiente a R1 de la presente
invencion que sea un grupo carbonilo sustituido (-C(=0)). Por el contrario, los compuestos
tal como se reclaman en las reivindicaciones modificadas requieren que R1 sea un grupo
carbonilo sustituido (Ry = -C(=O)R3). Mi representada respetuosamente afirma que una
persona del oficio normalmente versada en la maieria no seria motivada a modificar los
compuestos del documento D2 para llegar a los compuestos de la presente invencion debido
a la imprevisibilidad en el arte de la quimica sintética (Por favor, ver el articulo que se

adjunta "Side Reactions in Organic Synthesis: A guide to succesful synthesis design", 2005,
Wiley-VCH Verlag GmbH & Co., KGaA, Wienheim.

De conformidad con las diferencias arriba citadas se considera que el nuevo pliego

reivindicatorio que se presenta es inventivo con relacion al documento D2.
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En este orden de ideas, tenemos que la invencién propuesta por el solicitante si cumple con

los requisitos de patentabilidad y de esta manera. es susceptible de ostentar el titulo de

patente de invencion.

8. Solicitudes concedidas en otros paises para esta misma invencion.

A manera informativa, pongo en conocimiento del Examinador que la patente EP 1 954 668
equivalente a la presente solicitud colombiana ha sido otorgada. Aun cuando entiendo que
“,‘ esta decision de ninguna manera obligan al Despacho para decidir de igual forma, considero
| que por tratarse de una pregunta factica la determinacién de la existencia de novedad, nivel

inventivo y aplicacion industrial, las decisiones de otras oficinas de patentes constituyen un

antecedente persuasivo en la materia.

En virtud de lo anterior, solicito que se acepten las razones expuestas en el presente

documento y en consecuencia, se otorgue el privilegio de patente de invencién para el

. invento que se tramita en este expediente.

- Atentamente,

ALYARO CORREA ORDONEZ
C.€.No.79.143.366 de Usaquén
T.F20.281

Ane};os: - Capitulo reivindicatorio modificado
‘ - Texto y reivindicaciones de la solicitud divisional en CD
- Recibo de pago de solicitud divisional
- Copia de la cardtula y reivindicaciones de la patente EP 1 954668
- Pagina del Articulo "Side Reactions in Organic Synthesis"

BOGMGT/BOGDMS-#1189759-V1 -P2008_000210-0720.DOC
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3 Un compuesto seleccionado del grupo que consiste de:

No. Nombre del compuesto .
2 (R)-4-Fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-1-(4-fluorofenil)-2-
feniletil)-3-(trifluorometil)benzamida
56 (R)-4-fluoro-N-(1-(3-fluoro-5-(trifluorometil)fenil)-1-(4-fluorofenil)-2-feniletil)-3-
(trifluorometil)benzamida
57 (5)-4-fluoro-N-(1-(3-fluoro-5-(trifluorometil)fenil)-1-(4-fluorofenil)-2-feniletil)-3-
(trifluorometil)benzamida
59 (8)-N-(1-(3,4-difluorofenil)-1-(3-fluoro-5-(trifluorometil)fenil)-2-feniletil)-4-fluoro-
3-(trifluorometil)benzamida
60 (R)-N-(1-(3,4-difluorofenil)-1-(3-fluoro-5-(trifluorometil)fenil)-2-feniletil)-4-fluoro-
3-(trifluvorometil)benzamida
61 (R)-4-fluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(trifluorometil)fenil)-2-
| feniletil)-3-metillbenzamida
62 | (R)-3,4-difluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(trifluorometil fenil)-2-
| feniletil)benzamida
63 (R)-3-fluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(trifluorometil)fenil )-2-
1 feniletil)benzamida
64 | (R)-3,5-difluoro-N-(1-(4-fluoro-3-methoxifenil)-1-€3-fluoro-5-(trifluorometil)fenil)-
| 2-feniletil)benzamida
65 | (R)-N-(1-(4-fluoro-3-metoxifenil)-1-(3 -fluoro-5-(trifluorometil)fenil)-2-feniletil)-3-
(trifluorometil)benzamida
66 (R)-4-fluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(trifluorometil )fenil)-2-
. feniletil)-3-(trifluorometil)benzamida
68 7\ (R)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)- 1-(4-fluorofenil)-2-
feniletil)-3-(trifluorometil)benzamida
69 (R)-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-1-(4-fluorofenil)-2-feniletil )-3-
(trifluorometil)benzamida
70 (R)-N-(1-(3-fluoro-5-(trifluorometil)fenil)-1-(4-fluorofenil)-2-feniletil)-3-
‘(trifluorometil)benzamida
71 T(S)-N-( 1-(3-cloro-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
feniletil)-3-(trifluorometil)benzamida
72 (5)-N-(1-(2,4-difluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)-
3-(trifluorometil)benzamida
73 (R)-N (1-(3-fluoro-5-(1,1,2,2- telraﬂuoroetox1)feml) 1-(3-fluorofenil)-2-feniletil)-3-
(trifluorometil)benzamida
74 %S)-N-(l -(3-cloro-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
eniletil)-4-fluoro-3-(trifluorometil)benzamida
264 (R)-4-fluoro-N-(1-(4-fluoro-3-hidroxifenil)-1-(3-fluoro-5-(1,1,2,2)-tetrafluoro
etoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
267 N-(1-(3-ciano-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
feniletil)-4-fluoro-3-(trifluorometil)benzamida
268 (R)-tert-butil 2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)bencilcarbamato
269 Clorhidrato de (R)-N-(1-(3-(aminometil)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-

tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida

17




No. Nombre del compuesto
270 (R)-N-(1-(3-(acetamidometil)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
271 (R)-4-fluoro-N-(1-(4-fluoro-3-(metilsulfonamidometil)fenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
272’ (R)-2-fluoro-5-(1-(3-fluoro-5-(trifluorometil)fenil)-2-fenil-1-(3-
\ (trifluorometil)benzamido)etil)fenil metilcarbamato
273 (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5(1,1,2,2-tetrafluoro
‘ etoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
274 (R)-N-(1-(3-(1-amino-2-metil-1-oxopropan-2-iloxi)-4-fluorofenil)-1-(3-fluoro-5-
! (trifluorometil)fenil)-2-feniletil)-3-(trifluorometil)benzamida
275 (R)-N-(1-(3-(2-cianopropan-2-iloxi)-4-fluorofenil)-1-(3-fluoro-5-
‘ (trifluorometil)fenil)-2-feniletil)-3-(trifluorometil)benzamida
305 (R)-N-(1-(3-ciclopropoxi-4-fluorofenil)-1-(3 -ﬂLlor(;-S-( 1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
306 | (R)-N-(1-(3-tert-butoxi-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxifenil)-
2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
300 (R)-N-(1-(3-ciclopropil-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-
2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
310 ¢ (R)-4-fluoro-N-(1-(4-fluoro-3-isobutilfenil)-1-(3-fluoro-5-(trifluorometil Yfenil)-2-
| feniletil)-3-(trifluorometil)benzamida
316 (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,2,2-
L trifluoroviniloxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
338 (R)-N-(1-(3-ciclopentil-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-
2-feniletil)-4-fluoro-3-(trifluorometil )benzamida
339 (R)-metil 2-(2-fluoro-5-(1-(3-fluoro-5-(trifluorometil)fenil)-2-fenil-1-(3-
‘ (trifluorometil)benzamido)etil)fenoxi)-2-metilpropanoato
340 (R)-N-(1-(3-(bencillamino)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
341 (R,E)-metil 3-(2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)fenil)acrilato
345 (R)-4-fluoro-N-(1-(4-fluoro-3-(5-metil-1,3,4-oxadiazol-2-il)fenil)-1-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
348 (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-(4-(hidroximetil)fenil)etil)-3-(trifluorometil)benzamida
3497 (R)-N-(1-(3-ciclopropoxi-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
572 4-fluoro-N-(1-(4-fluoro-3-metilfenil)-1-(3-fluoro-5-(trifluorometil )fenil)-2-feniletil)-
3-(trifluorometil)benzamida
579 (R)-4-fluoro-N-(1-(4-fluoro-3-methoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
580 4-fluoro-N-(1-(3-fluoro-4-metoxifenil)-1-(3-fluoro-5-(trifluorometil)fenil)-2-
feniletil)-3-(trifluorometil)benzamida
586 (R)-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)- 1 -(4-fluorofenil)-2-feniletil)-3-
(trifluorometil)benzamida
587 (R)-metil 5-(2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil )fenoxi)pentanoato
588 (R)-4-fluoro-N-(1-(4-fluoro-3-(2-hidroxietoxi)fenil)-1-(3-fluoro-5-(1,1,2,2-

tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil )benzamida
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589 Acido (R)-5-(2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-5-
: (1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)fenoxi)pentandico
590 (R)-etil 2,2-difluoro-2-(2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-
fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)fenoxi)acetato
592 (R)-N-(1-(3-fluoro-5-(1,1 ,2,2-tetraﬂuoroetoxi)fenil)_- 1-(4-fluorofenil)-2-feniletil)-4-
1 metoxi-3-(trifluorometil)benzamida ’
593 (R)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-1-(4-fluorofenil)-2-
“ feniletil)-3-metoxibenzamida
607 (5)-N-(1-(3-bromo-4-fluorofenil)-1-(3-fluoro-5-(trifluorometil)fenil)-2-feniletil)-4-
] fluoro-3-(trifluorometil)benzamida
610 (R)-N~(1-(3-etoxi-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
: feniletil)-4-fluoro-3-(trifluorometil)benzamida
617 (5)-N-(1-(3-bromo-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
feniletil)-4-fluoro-3-(trifluorometil)benzamida
621 (R)-N-(1-(4-flnoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1 ,2,2-tetrafluoroetoxi)fenil)-
2-feniletil)-3-(trifluorometil)benzamida
622. (R)-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(trifluorometil)fenil)-2-
: feniletil)-3-(trifluorometil)benzamida
624 . (R)-N-(1-(3-(ciclopentiloxi)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
'. tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
626 (R)-N-(1-(3-(ciclohexilmetoxi)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
| tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(tri flugrometil)benzamida
627 (R)-4-fluoro-N-(1-(4-fluoro-3-isobutoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
628 Propionato de (R)-2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-
5-(1,1,2,2-tetrafluoroetoxi)fenil )-2-feniletil)fenilo
629 (R)-4-fluoro-N-(1-(4-fluoro-3-(2,2,2-trifluoroetoxi)fenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
630 (R)-N-(1-(3-(ciclopropilmetoxi)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
631 (R)-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(1,1 ,2,2-tetrafluoroetoxi)fenil)-2-
feniletil)-3-(trifluorometil)benzamida
632 (R)-2-fluoro-5-(1-(3-fluoro-5-(trifluorometil)fenil)-2-fenil-1-(3-
(trifluorometil)benzamido)etil)fenil dimetilcarbamato
633 (R)-4-fluoro-N-(1-(3-fluoro-4-metoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
636 (R)-4-fluoro-N-(1-(4-fluoro-3-(3-hidroxi-2,2-dimetilpropoxi)fenil)-1-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil )benzamida
637 (R)-4-fluoro-N-(1-(4-fluoro-3-propoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil )benzamida
638 (R)-N-(1-(3-(cianometoxi)-4-fluorofenil)-1-(3-fluoro-5-(trifluorometil)fenil)-2-
| feniletil)-3-(trifluorometil)benzamida
639 | (R)-etil 2-(2-fluoro-5-(1-(3-fluoro-5-(trifluorometil)fenil)-2-fenil-1-(3-
| (trifluorometil)benzamido)etil)fenoxi)-2-metilpropanoato
640 | Isopropilcarbamato de (R)-2-fluoro-5-(1-(3-fluoro-5-(trifluorometil)fenil)-2-fenil-1-
| (3-(trifluorometil)benzamido)etil)fenilo
641 (R)-2-fluoro-5-(1-(3-fluoro-5-(trifluorometil)fenil)-2-fenil-1-(3-

| (trifluorometil)benzamido)etil)fenil etilcarbamato
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| 642 N-((1R)-1-(3-(1-cianoetoxi)-4-fluorofenil)-1-(3-fluoro-5-(trifluorometil)fenil)-2-
: feniletil)-3-(trifluorometil)benzamida
| 643 (R)-3-ciano-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil )-1-(4-fluorofenil)-2-
: feniletil)benzamida
| 644 (R)-N-(1-(3-etoxi-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
feniletil)-3-(trifluorometil)benzamida
645 Acido (R)-2-(2-fluoro-5-(1-(3-luoro-5-(trifluorometil)fenil)-2-fenil-1-(3-
» (trifluorometil)benzamido)etil)fenoxi)-2-metilpropanéico
1646 metil 2-(2-fluoro-5-((R)-1-(3-fluoro-5-(trifluorometil)fenil)-2-fenil-1-(3-
(trifluorometil)benzamido)etil)fenoxi)propanoato
647 (R)-4,4,4-trifluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)butanamida
648 (R)-4-fluoro-N-(1-(4-fluoro-3-isobutilfenil)-1-(3-fluoro-5-(1,1,2,2-
} tetrafluoroetoxi)feni)-2-feniletil)-3-(trifluorometil)benzamida
649 (R)-2-ciano-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-1-(4-fluorofenil)-2-
l. feniletil)benzamida
652 (R)-N-(1-(4-fluoro-3-(1-hidroxi-2-metilpropan-2-iloxi)fenil)-1-(3-fluoro-5-
(trifluorometil)fenil)-2-feniletil)-3-(trifluorometil)benzamida
653 (8)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
: tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
654 (S)-4-fluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(1,1,2,2-
ﬂ tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
655 (S)-4-fluoro-N-(1-(4-fluoro-3-hidroxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
656 (R)-3-fluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)feni)-2-feniletil)benzamida
657 (R)-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
feniletil)-3-(trifluorometoxi)benzamida
658 (R)-3,4-difluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)benzamida
659 (R)-3-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)benzamida *
660 (R)-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-
2-feniletil)-3-(trifluorometoxi)benzamida
661 (R)-3,4-difluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-
| tetrafluoroethoxy)phenyl)-2-phenylethyl)benzamide
662 (R)-3-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
| tetrafluoroetoxi)fenil)-2-feniletil)-5-(trifluorometil )benzamida
663 N-(1-(3-ciano-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
. feniletil)-4-fluoro-3-(trifluorometil)benzamida
676 (R)-metil 2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)feni)-2-feniletil)bencilcarbamato
677 (R)-N-(1-(3-ciclobutoxi-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-
'_ 2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
678 N-((IR)-1-(3-((2,2-difluorociclopropil)metoxi)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil )benzamida
680 2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-5-(1,1,2,2-

tetrafluoroetoxi)fenil)-2-feniletil)benzoato de metilo

"
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681 (R)-4-fluoro-N-(1-(4-fluoro-3-neopentilfenil)-1-(3-fluoro-5-(1,1,2,2-
’- tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil )benzamida
684 (R)-N-(1-(3-((dimetilamino)metil)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
690 2-fluoro-5-(1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-5-(1,1,2,2-
. tetrafluoroetoxi)fenil)-2-feniletil)benzoate de metilo
694 (R)-2,4-difluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)benzamida e
695 (R)-4-fluoro-N-(1-(4-fluoro-3-metoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)benzamida
696 (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)benzamida
697 (R)-2,4-difluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)benzamida
700 (S)-4-fluoro-N-(1-(4-fluoro-3-(trifluorometoxi)fenil)-1-(3-fluoro-5-(1,1,2,2-
: tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
701 (R)-4-fluoro-N-(1-(4-fluoro-3-(trifluorometoxi)fenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
708 Acido 2-(2-fluoro-5-((R)-1-(4-fluoro-3-(trifluorometil)benzamido)-1-(3-fluoro-5-
(1,1,2,2-tetraftuoroetoxi)fenil)-2-feniletil)fenoxi)propandico
709 4-fluoro-N-((1R)-1-(4-fluoro-3-(1-hidroxipropan-2-iloxi)fenil)-1-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil )benzamida
710 (R)-4-fluoro-N-(1-(4-fluoro-3-(viniloxi)fenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
711 (R)-4-fluoro-N-(1-(4-fluoro-3-(prop- 1-en-2-iloxi)fenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil )benzamida
714 (R)-4-fluoro-N-(1-(4-fluoro-3-((isopropilamino)metil)fenil)-1-(3-fluoro-5-(1,1,2,2-
| tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
715 | (R)-N-(1-(3-((ciclopropilamino)metil)-4-fluorofenil)-1-(3-fluoro-5~(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida
716 - (R)-N-(1-(3-((butilamino)metil)-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
-tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil }benzamida
717 (R)-4-fluoro-N-(1-(4-fluoro-3-((isobutilamino)metil)fenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil}-2-feniletil)-3-(trifluorometil)benzamida
718 (R)-4-fluoro-N-(1-(4-fluoro-3-(morfolinometil)fenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil )benzamida
720 (R)-4-ﬂuoro-N—(1 -(4-fluoro-3-((2-metoxietilamino)metil)fenil)-1-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil )benzamida
726 (R)-4-fluoro-N-(1-(4-fluoro-3-(pirrolidin-1-ilmetil)fenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
728 (R)-N-(1-(3-ciclobutil-4-fluorofenil)-1 -(3-ﬂ110r0-51£1 ,1,2,2-tetrafluoroetoxi)fenil)-2-
feniletil)-4-fluoro-3-(trifluorometil)benzamida
729 (R)-4-fluoro-N-(1-(4-fluoro-3-isopentilfenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-3-(trifluorometil)benzamida
730 (R)-N-(1-(3-ciclohexil-4-fluorofenil)-1-(3 -fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-
feniletil)-4-fluoro-3-(trifluorometil)benzamida
731 (R)-3-ciano-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-

tetrafluoroetoxi)fenil)-2-feniletil)benzamida
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tetrafluoroetoxi)fenil)-2-(4-hidroxifenil)etil)-3-(trifluorometil)benzamida

No. Nombre del compuesto
958 (8)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetsxi)fenil)-1 -(4-fluorofenil)-2-(4-
. metoxifenil)etil)-3-(trifluorometil)benzamida
959 (R)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-1 -(4-fluorofenil)-2-(4-
, metoxifenil)etil)-3-(trifluorometil)benzamida
960 (8)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-1-(4-fluorofenil)-2-(4-
. hidroxifenil)etil)-3-(trifluorometil)benzamida
961 (R)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-1-(4-fluorofenil)-2-(4-
‘ hidroxifenil)etil)-3-(trifluorometil)benzamida
962 4-(4-(2-(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-(1,1,2,2-
bl_ tetrafluoroetoxi)fenil)-2-(4-fluorofenil)etil)fenoxi)butanoato de (R) -metilo
963 Acido (R)-4-(4-(2-(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-(1,1,2,2-
1 tetrafluoroetoxi)fenil)-2-(4-fluorofenil)etil)fenoxi)butandico
964 Acido (S)-4-(4-(2-(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-(1,1,2,2-
' tetrafluoroetoxi)fenil)-2-(4-fluorofenil)etil)fenoxi)butandico
965 5-(4-(2~(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-(4-fluorofenil)etil)fenoxi)pentanoato de ( R) de metilo
966 Acido (R)-5-(4-(2-(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-(1,1,2,2-
. tetrafluoroetoxi)fenil)-2-(4-fluorofenil)etil)fenoxi)pfentandico
977 - (R)-etil 6-(4-(2-(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-(1,1,2,2-
‘. tetrafluoroetoxi)fenil)-2-(4-fluorofenil)etil)fenoxi)hexanoato
978 . Acido (R)-6-(4-(2-(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-(4-fluorofenil)etil)fenoxi)hexanéico
983 Acido (1r,4r)-4-((4-((R)-2-(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-
(1,1,2,2-tetrafluoroetoxi)fenil)-2-(4-fluorofenil etil) fenoxi)metil)ciclohexano
carboxilico
985 Acido (R)-7-(4-(2-(4-fluoro-3-(trifluorometil)benzamido)-2-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-(4-fluorofenil)etil)fenoxi)heptandico
1030 4-(2-(4-fluoro-3-(trifluorometil)benzamido)-2-(4-fluoro-3-isopropoxifenil )-2-(3-
fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)etil)benzoato de metilo
1031 4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-(4-(hidroximetil)fenil)etil)-3-(trifluorometil)benzamida
1032 N-(2-(4-carbamoilfenil)-1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)etil)-4-fluoro-3-(trifluorometil)benzamida
1033 N-(2-(4-carbamoilfenil)-1 ~(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)etil)-4-fluoro-3-(trifluorometil)benzamida
1034 | (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
| tetrafluoroetoxi)fenil)-2-(4-(hidroximetil)fenil)etil)-3-(trifluorometil)benzamida
1035 - (R)-N-(2-(4-bromofenil)-1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
| tetrafluoroetoxi)fenil)etil)-4-fluoro-3-(trifluorometil)benzamida
1036 { (S)-N-(2-(4-bromofenil)-1-(4-fluoro-3-isopropoxifenil)-1 -(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)etil)-4-fluoro-3-(trifluorometil)benzamida
1040 - (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-(4-(2-hidroxipropan-2-il)fenil)etil)-3-
(trifluorometil)benzamida
1041 (S)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-(4-hydroxifenil)etil)-3-(trifluorometil)benzamida y
1042 (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxifenil)-1-(3-fluoro-5-(1,1,2,2-
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estereoisomeros o formas de sal farmacéuticamente aceptables de los mismos,

4. Un compuesto que es (R)-N-(1-(3-ciclopropoxi-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-
tetrafluoroetoxi)fenil)-2-feniletil)-4-fluoro-3-(trifluorometil)benzamida, estereoisémeros y

formas de sal farmacéuticamente aceptables de los mismos.

5. Un compuesto de la reivindicacion 3, donde el compuesto es (R)-4-fluoro-N-(1-(4-
fluoro-3-isopropoxifenil)-1-(3-fluoro-5(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)-3-
(trifluorometil)benzamida, estereoisémeros y formas de sal farfacéuticamente aceptables de los

mismos.

i
6. 'Un compuesto de la reivindicacién 3, donde el compuesto es 2-amino-N-((R)-1-(3-
ciclopropoxi-4-fluorofenil)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroetoxi)fenil)-2-feniletil)-4,4,4-
trifluoro-3-hidroxi-3-(trifluorometil)butanamida, estereoisémeros y formas de sal

farmacéuticamente aceptables de los mismos.

7. Una composicion farmacéutica que comprende un compuesto de cualquiera de las

reivindicaciones 1 a 6 y un portador farmacéuticamente aceptable.

8. La composicion farmacéutica de conformidad con la reivindicacién 7 caracterizada
porque comprende ademds al menos un agente terapéutico .adicional., donde el otro agente
terapéuticb adicional se selecciona de un inhibidor de reductasa HMG-CoA, un inhibidor de
sintesis de colesterol, un inhibidor de absorcién de colesterol, otro inhibidor de CETP, un
inhibidor de secrecion de MTP/Apo B, un modulador PPAR, un fibrato, niacina, una resina de
intercamb?io idénico, un antioxidante, un inhibidor de ACAT, y un secuestrante de acido biliar, un
inhibidor de reabsorcién de acido biliar, un inhibidor de transportador de acido biliar ileal, un
inhibidor de ACC, un antihipertensivo, un modulador de receptor de estrogeno selectivo, un

modulador de receptor de andrdgeno selectivo, un antibidtico, un antidiabético y aspirina.

BOGMGT/BOGDMS-#1189769-V1-P2008_000210-0720.DOCX
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[0867] Itis noted that the proceeding examples, while illustrative of the present invention, are not in sequential order
and some example numbers may be missing.
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1. A compound of formula la or Ib -
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20 or stereoisomers or pharmaceutically acceptable salt forms thereof, wherein:
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No. |Compound Name

2 (R)-4-Fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyi)-1-(4-fluorophenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide B
56 (R)-4-fluoro-N-(1-(3-fluoro-5-(trifluoromethyl)phenyl)-1-(4-fluorophenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide -

57 (S)-4-fluoro-N-(1-(3-fluoro-5-(trifluoromethyl)phenyl)-1-(4-fluorophenyt)-2-phenylethyl)-3~(trifluoromethyl)benzamide

59 (S)-N=(1-(3,4-difluorophenyl)-1~(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyt)benzamide

60 (R)-N-{1-(3,4-difluorophenyl)-1~(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyi)-4-fluoro-3-(trifiuoromethyl)benzamide

61 (R)-4-fluoro-N-( 1-(4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-methylbenzamide

62 (R)-3,4-difluoro-N-(1-(4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)benzamide

63 {R)-3-fluoro-N-(1-(4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)benzamide

64 {R)-3,5-difluoro-N-(1-(4-fluoro-3-methoxyphenyl)- 1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenyiethyl)benzamide

65 (R)-N-(1-{4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide

66 (R)-4-fluoro-N~(1-(4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-{triflucromethyl)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide

68 (R)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-flucrophenyl)-2-phenylethyl)-3-(trifluoromethyf)benzamide

69 (R)-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-flucrophenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide

70 (R)-N-(1-(3-fluoro-5-{trifluoromethyi)phenyl)-1-(4-fluorophenyl)-2-phenylethyl)-3-(trifluoromethyi)benzamide

71 (S)-N-{1-(3-chloro-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetraflucroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide

72 (S)-N-(1-(2,4-difluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide

73 (R)-N-~(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(3-fluorophenyt)-2-phenylethyl)-3-(trifluoromethyi)benzamide

(74 (S)-N-(1-(3-chioro-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide 4

264 | (R)-4-fluoro-N-(1-{4-fluoro-3-hydroxyphenyl)-1-(3-fluoro-5-(1,1,2,2)-tetraftuoro ethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide

267 | N~(1-(3-cyano-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide

268 |(R)-tert-butyl 2-fluoro-5-(1-{4-fluoro-3-(trifiuoromethyljbenzamido)-1~(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)benzylcarbamate
269 | (R)-N-(1-(3-(aminomethyl)-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyi)-4-fluoro-3-(trifluoromethyl)benzamide hydrochloride
270 | (R)-N-{1-(3-(acetamidomethyl)-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenyiethyl)-4-fiuoro-3-(trifluoromethyl)benzamide
271 | (R)-4-fluoro-N-(1-(4-fluoro-3-(methylsulfonamidomethyl)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
272 | (R)-2-fluoro-5-(1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenyl- 1-(3-(trifluoromethyl)benzamido)ethyl)phenyl methylcarbamate

6d 899 ¥56 | d3
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(continued)
No. |Compound Name B
273 |{R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5(1,1,2,2-tetrafluoro ethoxy)phenyl)-2-phenyiethyl)-3-(trifluoromethyl)benzamide
274 | {R)-N-(1-(3-(1-amino-2-methyi-1-oxopropan-2-yloxy)-4-fluorophenyl)-1-(3-fluoro-5-(trifluoromethy!)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
275 |(R)-N-(1-(3-(2-cyanopropan-2-yloxy)-4-fluorophenyl)-1~(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
305 | (R)-N-(1-(3-cyclopropoxy-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
306 | (R)-N-(1-(3-tert-butoxy-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
309 | (R)-N-(1-(3-cyclopropyl-4-flucrophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
310 | (R)-4-fluoro-N-(1-(4-fluoro-3-isobutylphenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-(trifiuoromethyl)benzamide
316 | (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,2,2-trifluorovinyloxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
337 | 2-amino-N-((R)-1-(3-cyclopropoxy-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl-2-phenylethyl)-4,4,4-trifluoro-3-hydroxy-3-(trifluoromethyl)
butanamide
338 | (R)-N-(1-(3-cyciopentyl-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
339 | (R)-methyl 2-(2-fluoro-5-(1-(3-fluoro-5-(trifluoromethyl)phenyi)-2-phenyl-1-(3-(trifluoromethyl)benzamido)ethyl)phenoxy)-2-methylpropanoate
340 | (R)-N-{1-(3-(benzylamino)-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2.2-tetrafluoroethoxy)phenyl}-2-phenylethyt)-4-fluoro-3-(trifluoromethyl)benzamide
341 |(R,E)-methyl 3-(2-fluoro-5-(1-{(4-fluoro-3-(trifluoromethyl)benzamido}-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)phenyl)acrylate
344 | ((R)-4-fluoro-N-(1-(4-fluoro-3-(hydrazinecarbonyl)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
345 | (R)-4-fluoro-N-(1-(4-fluoro-3-(5-methyl-1,3,4-oxadiazol-2-yl)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
348 | (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyi)-2-(4-(hydroxymethyl)phenyljethyl)-3-(trifluoromethyl)benzamide
349A | (R)-N-(1-(3-cyclopropoky-4-fluorophenyl)-1~(3-fluoro-5-(1,1 \2,2-tetrafluoroethoxy)phenyl)-2-pherylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
572 | 4-fluoro-N-(1-(4-fluoro-3-methylphenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
579 | {R)-4-fluoro-N-(1-{4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
580 | 4-fluoro-N-(1~(3-fluoro-4-methoxyphenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
586 | (R)-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)- 1-(4-fluorophenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
587 | (R)-methyl 5-(2-filuoro-5-(1-(4-fluoro-3-(trifluoromethyl)benzamido)-1-(3-fluoro-5-(1,1,2, 2-tetrafluoroethoxy)phenyl)-2-phenylethyl)phenoxy)pentanoate
588 | (R)-4-fluoro-N-(1-(4-fluoro-3-(2-hydroxyethoxy)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
589 | (R)-5-(2-fluoro-5-(1-(4-fluoro-3-(triflucromethyt)benzamido)-1-(3-fluoro-5+(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)phenoxy)pentanoic acid
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(continued)
No. |Compound Name
590 | (R)-ethyl 2,2-difluoro-2-(2-fluoro-5-(1-(4-fluoro-3-(trifluoromethyl)benzamido)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)phenoxy)acetate
592  |(R)-N-(1-(3-fluorc-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-fluorophenyl)-2-phenylethyl)-4-methoxy-3-(trifluoromethyl)benzamide
593 [(R)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-fluorophenyl)-2-phenylethyl)-3-methoxybenzamide
607 | (S)-N-(1-(3-bromo-4-fluorophenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyi)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
610 | (R)-N-(1-(3-ethoxy-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
617 | (S)-N-(1-(3-bromo-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
621 (R)-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluorosthoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
622 | (R)-N-(1-(4-fluoro-3-isopropoxypheny!)-1-(3-fluoro-5-(trifluoromethyl)pheny!)-2-phenylethyl)-3-(trifluoromethyl)benzamide
624 | {R)-N-(1-(3-(cyclopentyloxy)-4-fluorophenyt)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fiuoro-3-(trifuoromethyl)benzamide
626 | (R)-N-(1-(3-(cyclohexylmethoxy)-4-fluorophenyi)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
627 | (R)-4-fluoro-N-(1-(4-fluoro-3-isobutoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
628 | (R)-2-fluoro-5-(1-(4-fluoro-3-(trifluoromethyl)benzamido)-1~(3-fluoro-5-(1,1,2 2-tetrafluoroethoxy)phenyl)-2-phenylethyl)phenyl propionate
629 | (R)-4-fluoro-N-(1-(4-fluoro-3-(2,2,2-trifluoroethoxy)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyi)benzamide
630 [ (R)-N-(1-(3-(cyclopropylmethoxy)-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluorosthoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide
631 | (R)-N-(1-(4-fluoro-3-methoxyphenyl)-1-(3-fluora-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
632 | (R)-2-fluoro-5-(1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenyl-1-(3-(triftuoromethyl)benzamido)ethyl)phenyl dimethylcarbamate
633 | (R)-4-fluoro-N-(1-(3-fluoro4-methoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
636 | (R)-4-fluoro-N-(1 -(4-ﬂuoro—3-(3—hydroxy-2,2-d|methylpropoxy)phenyl)~ »(3—ﬂuoro—5—(1,1,2.2-tetraﬂuoroethoxy)phenyl)-2-phenylethyl)-s-(tnﬂuoromethyl)benzamide
637 | (R)-4-fluoro-N-(1-(4-fluoro-3-propoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
838 | (R)-N-(1-(3-(cyanomethoxy)-4-fluorophenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
839 | (R)-ethyl 2-(2-fluoro-5-(1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenyl-1-(3-(triftuoromethyl)benzamido)ethyl)phenoxy)-2-methylpropanoate
640 | (R)-2-fluoro-5-(1~(3-fluoro-5-{trifluoromethyl)phenyl)-2-phenyl-1-(3-(trifuoromethyl)benzamido)ethyl)phenyl isopropyicarbamate
641 | (R)-2-fluoro-5-(1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenyl-1-(3-(trifluoromethy!)benzamido)ethyl)phenyl ethylcarbamate
642 | N~((1R)-1-(3-(1-cyanoethoxy)-4-fluorophenyl)-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
643 | (R)-3-cyano-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-fluorophenyl)-2-phenylethyl)benzamide
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(continued)
No. |Compound Name
644  [{R)-N-(1-(3-ethoxy-4-fluorophenyl)-1-{3-flroro-5-( 1,1,2,2-tetrafiuoroethoxy)phenyl)-2-phenytethyl)-3-trifluoromethyl)benzamide
645 | (R)-2-(2-fluoro-5-(1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenyl-1-(3~(trifluoromethyl)benzamido)ethyl)phenoxy)-2-methylpropanoic acid
646 | methyl 2-(2-fluoro-5-((R)-1-(3-fluoro-5-(trifltuoromethyl)phenyl)-2-phenyl-1-(3-(trifluoromethyl)benzamido)ethyl)phenoxy)propancate
647 | (R)-4,4,4-trifluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)pheny!)-2-phenylethyl)butanamide
648 | (R)-4-fluoro-N-(1-(4-fluoro-3-isobutylphenyi)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
649 | (R)-2-cyano-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)pheny!)-1-(4-fluorophenyl)-2-phenylethyl)benzamide
652 | (R)-N-{(1-{4-fluoro-3-(1-hydroxy-2-methyipropan-2-yloxy)pheny})-1-(3-fluoro-5-(trifluoromethyl)phenyl)-2-phenylethyl)-3-(trifluioromethyl)benzamide
653 | (S)-4-fluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyt)-2-phenylethyl)-3-(trifluoromethyl)benzamide
654 | (S)-4-fluoro-N-(1-(4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
655 | (S)-4-fluoro-N-(1-(4-fluoro-3-hydroxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
656 | (R)-3-fluoro-N-(1-(4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl}benzamide
657 | (R)-N-(1-{4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyt)-2-phenylethyl)-3-(trifluoromethoxy)benzamide
658 | (R)-3,4-difluoro-N-(1-(4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl}benzamide
659 | (R)-3-fiuoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetraftuorosthoxy)phenyl)-2-phenylethyl)benzamide
660 | (R)-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyi)-3-(trifluoromethoxy)benzamide
661 (R)-3,4-difluoro-N-(1-(4-fluoro-3-isopropoxyphenyi)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)benzamide
652 | (R)-3-fluoro-N-(1-(4-fluoro-3-isopropoxyphenyi)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-5-(trifluoromethyl)benzamide
663 -(1 -(3-cya‘r:10-4-ﬂuorophenyl)-1-(3-ﬂuoro-5-(1 N .2.2—(etraﬂuoroethoxy)phenyl)-z-pherf'ylethyl)—4-ﬂuoro-3-(triﬂuoromethyl)benzamide
676 | (R)-methyl 2-fluoro-5-(1-(4-fluoro-3-(trifluoromethyt)benzamido)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyf)benzylcarbamate
677 | (R)-N-(1-(3-cyclobutoxy-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethy!)-4-fluoro-3-(trifluoromethyl)benzamide
678 | N-((1R)-1-(3-((2,2-difluorocyclopropyl)methoxy)-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyt)-4-fluoro-3-(trifluoromethyl)
benzamide
680 | methyl 2-fluoro-5-(1-(4-fluoro-3-(trifluoromethyl)benzamido)-1-(3-fluoro-5-(1,1,2 2-tetrafluorosthoxy)phenyl)-2-phenylethyl)benzoate
681 |(R)-4-fluoro-N-{1-(4-fluoro-3-neopentylphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluorosthoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
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{continued)

No. | Compound Name .
684 | (R)-N-(1-(3-((dimethylamino)methyl)-4-fluorophenyl)-1-(3-fluoro-5-(1,1 ,2.2-tetraﬂuoroethoxy)phenyI)-Z,-phenylethyi)-4-ﬂuoro-?:-(trifll}oromethyl)benzamide
687 | 2-fluoro-5-(1-(4-fluoro-3-(trifluoromethyl)benzamido)-1-(3-fluoro-5-(1,1 ,Z.Z-Tetraﬂuoroethoxy)phenyl)-Z—pheny|emyl)-N-methylbenzamide
1688 | 2-fluoro-5-(1-(4-fluoro-3-(trifluoromethyl)benzamido)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy) phenyl)-2-phenyiethyi)-N,N-dimethylibenzamide
690 | methyl 2-fluoro-5-(1-(4-fluoro-3-(trifluoromethyl)benzamido)-1-(3-fluoro-5-(1,1.2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)benzoate
694 | (R)-2,4-difluoro-N-(1-(4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl) benzamide
695 | (R)-4-fluoro-N-(1-{4-fluoro-3-methoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)benzamide
696 | (R)-4-fluoro-N-(1-{4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyi)-2-phenylethyl)benzamide
697 | (R)-2,4-difluoro-N-(1-{4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5~(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)benzamide
700  |(S)-4-fluoro-N-(1-(4-fluoro-3-(trifluoromethoxy)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
701 (R)-4-fluoro-N-{ 1-(4-fluoro-3-(trifluoromethoxy)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
708 | 2-(2-fluoro-5-((R)-1-{4-fluoro-3-(trifluoromethyl)benzamido)-1-(3-fluoro-5-(1,1.2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)phenoxy)propanoic acid
709 | 4-fluoro-N-({1R)-1-(4-fluoro-3-(1-hydroxypropan-2-yloxy)phenyl)-1-(3-fluoro-5-(1,1.2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
710 |{R)-4-fluoro-N-(1-(4-fluoro-3-(vinyloxy)phenyl)-1~(3-flucro-5-(1,1,2.2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
711 |(R)-4-fluoro-N-(1-(4-fluoro-3-(prop-1-en-2-yloxy)phenyi)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
714 | (R)-4-fluoro-N-(1-(4-fluoro-3-{(isopropylamino)methyt)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyi)- 3-(trifluoromethyl)benzamide
715 | (R)-N-(1-(3-((cyclopropylamino)methyl)-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenyiethyl)-4-fluoro-3-(trifluoromethyl)benzamide
716 | (R)-N-(1-(3-((butylamino)methyl)-4-fluorophenyl)-1-(3-fluoro-5-(1,1 ,2.2-tetrafluoroethoxy)phenyl)-z-pheny|ethyl)-4—ﬂu‘om-3-(triﬂuoromethyl)benzamide
77 (R)-4—fluoro—N»(1-(4—ﬂuoro—3—((isobutylamin‘_o)methyl)phenyl)—1-(3-ﬂuoro-5-(1 .1,2,2-tetrafluoroethoxy)phenyl)-2-phenyiethyl)-3-(trifluoromethyl)benzamide
718 | (R)-4-filuoro-N-(1-(4-fluoro-3~(morpholinomethyl)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
719 | N=(1-(3-carbamoyl-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyt)-4-fluoro-3-(trifluoromethyl)benzamide
720 | {R)-4-fluoro-N-(1-(4-fluoro-3-((2-methoxyethylaminoc)methyl)phenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy) phenyl)-2-phenylethyl)-3-trifluoromethyl)benzamide
726 | (R)-4-fluoro-N-{1-(4-fluoro-3-(pyrrolidin-1-ylmethyl)phenyl)-1-(3-fluoro-5-(1,1,2.2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide
728 | (R)-N-(1-(3-cyclobutyl-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenytethyl)-4-fluoro-3-(trifluoromethyl)benzamide
729 | (R)-4-fluoro-N-(1-(4-fluoro-3-isopentylphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(triftuoromethyl)benzamide
730 | (R)-N-{1-(3-cyclohexyl-4-fluorophenyl)-1~(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)benzamide

64 899 v46 L d3

ca



€09

w
S

56

05
Sk
or
s¢

(continued)

74
0z
S
0t

S

No. |Compound Name

731 | (R)-3-cyano-4-fluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)benzamide

958 | (S)~4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-fluorophenyl)-2-(4-methoxyphenyl)ethyl)-3-(trifluoromethyl)benzamide

959 | (R)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-fluorophenyl)-2-(4-methoxyphenyl)ethyl)-3-(trifluoromethyl)benzamide

960 | (S)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-fluoropheny!)-2-(4-hydroxyphenyl)ethyl)-3-(trifluoromethyl)benzamide

961 | (R)-4-fluoro-N-(1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-1-(4-fluorophenyl}-2-(4-hydroxyphenyl)ethyl)-3-(trifluoromethyl)benzamide

962 |(R)-methyl 4-(4-(2-(4-fiuoro-3-(trifluoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-fluorophenyl)ethyi)phenoxy)butanoate

963 | (R)-4-(4-(2-(4-fluoro-3-(trifluoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafluorosthoxy)phenyl)-2-(4-flucrophenyl)ethyl)phenoxy)butanoic acid

964 | (S)-4-(4-(2-(4-fluoro-3-(triftuoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-fluorophenyl)ethyl)phenoxy)butanoic acid

965 | (R)-methyl5-(4-(2-(4-fluoro-3-(trifluoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-fluorophenyl)ethyl)phenoxy)pentanoate

966 | (R)-5-(4-(2-(4-fluoro-3-(trifluoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-fluorophenyl)ethyl)phenoxy)pentanoic acid

977 | {R)-ethyl 6-(4-(2-(4-fluoro-3-(trifluoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafiuoroethoxy)pheny!)-2-(4-fluorophenyl)ethyl)phenoxy)hexanoate

978 | {R)-6-(4-(2-(4-fluoro-3-(trifluoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-fluorophenyl)ethyl)phenoxy)hexanoic acid

983 | (1r,4r)-4-((4~((R)-2~(4-fluoro-3-(trifluoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-fluorophenyl)ethyl)phenoxy)methyl)
cyclohexanecarboxylic acid

985 | (R)-7-(4-(2-(4-fluoro-3-(trifluoromethyl)benzamido)-2-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-fluorophenyljethyl)phenoxy)heptanoic acid

1030 | methyl4-(2-(4-fluoro-3-(trifluoromethyl)benzamido)-2-(4-fluoro-3-isopropoxyphenyl)-2-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)ethyl)benzoate

1031 | 4-fluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-(hydroxymethyl)phenyl)ethyl)-3-(trifluoromethyl)benzamide

1032 | K-(2-(4-carbamoylphenyl)-1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-( f{1,2,2-tetrafluoroethoxy)phenyl)ethyl)-4-fluoro-3-(trifluoromethyl)benzamide

1033 | N-(2-(4-carbamoylphenyl)-1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)ethyl)-4-fluoro-3-(trifluoromethyl)benzamide

1034 | (R)-4-fluoro-N-(1~(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5~(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-(hydroxymethyl)phenyl)ethyl)-3-(trifuoromethyl)benzamide

1035 | (R)-N-(2-(4-bromophenyl)-1-(4-fluoro-3-isopropoxyphenyl)-1~(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)ethyl)-4-fluoro-3-(trifluoromethyl)benzamide

1036 |(S)-N-(2-(4-bromophenyl)-1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1.2,2-tetrafluoroethoxy)phenyljethyl)-4-fluoro-3-(trifluoromethyl)benzamide

1040 |(R)-4-fiuoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2.2-tetrafluoroethoxy)phenyl)-2~(4-(2-hydroxypropan-2-yl)phenyl)ethyl)-3-(trifluoromethyl)
benzamide

1041 | (S)-4-fluoro-N-(1-(4-fiuoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-hydroxyphenyl)ethyl)-3-(trifluoromethyl)benzamide and

1042 | (R)-4-fluoro-N-(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-(4-hydroxyphenyl)ethyl)-3-(triftuoromethyl)benzamide,
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stereoisomers or pharmaceutically acceptable salt forms thereof.

4. A compound of claim 3 that is (R)-N-(1-(3-cyclopropoxy-4-fluorophenyl)-1-(3-fluoro-5-(1,1,2,2-tetrafluoro-
ethoxy)phenyl)-2-phenylethyl)-4-fluoro-3-(trifluoromethyl)-benzamide, sterecisomers and pharmacettically accept-
able salt forms thereof.

5. A compound of claim 3, wherein the compound is (R)-4-fluoro-N~(1-(4-fluoro-3-isopropoxyphenyl)-1-(3-fluoro-
5-(1,1,2,2-tetrafluoroethoxy)phenyl)-2-phenylethyl)-3-(trifluoromethyl)benzamide, sterecisomers and pharmaceuti-
cally acceptable salt forms thereof.

6. A compound of claim 3, wherein the compound is 2-amino-N-((R)-1-(3-cyclopropoxy-4-fluorophenyl)-1-(3-fluoro-
5-(1,1,2,2-tetrafluoro-ethoxy)phenyl)-2-phenylethy!)-4,4,4-triftuoro-3-hydroxy-3-(triflucromethyl)butanamide, stere-
.oisomers and pharmaceutically acceptable salt forms thereof.

7. A pharmaceutical composition comprising a compound of any one of claims 1 to 6.

8. The pharmaceutical composition of claim 6 further comprising a pharmaceutically acceptable carrier.

9. The pharmaceutical composition of claim 7 further comprising at least one additional therapeutic agent.

10. A compound of any one of claims 1 to 6 for use in a method of inhibiting the cholesteryl ester transfer protein.

11. A compound of any one of claims 1 to 6 for use in a method for treating, preventing or slowing the progression of
Alzheimer’s, atherosclerosis, venous thrombosis, peripherat vascular disease, dyslipidemia, hyperbetalipoproteine-
mja, hypoalphalipoproteinemia, hypercholesterolemia, hypertriglyceridemia, familial-hypercholesterolemia, cardio-
vascular disorders, angina, ischemia, cardiac ischemia, stroke, myocardial infarction, reperfusion injury, angioplastic
restenosis, hypertension, vascular complications of diabetes, obesity or endotoxemia in a mammal.

12. A compound of any one of claims 1 to 6 for use in a method for treating, preventing or slowing the progression of
a disease requiring cholesteryl ester transfer protein inhibitor therapy.

13. A compound of any one of claims 1 to 6 for use in a method for inhibiting remnant lipoprotein production.

14. A compound of any one of claims 1 to 6 for use in a method of raising HDL cholestero! in a mammal.
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Preface

Most non-chemists would probably be horrified if they were to learn how many
attempted syntheses fail, and how inefficient research chemists are, The ratio of suc-
cessful to unsuccessful chemical experiments in a normal research laboratory is far
below unity, and synthetic research chemists, in the same way as most scientists,
spend most of their time working out what went wrong, and why,

Despite the many pitfalls lurking in organic synthesis, most organic chemistry
textbooks and research articles do give the impression that organic reactions just
proceed smoothly and that the total synthesis of complex natural products, for
instance, is maybe a labor-intensive but otherwise undemanding task. In fact, most
syntheses of structurally complex natural products are the result of several years of
hard work by a team of chemists, with almost every step requiring careful optimiza-
tion. The final synthesis usually looks quite different from that originally planned,
because of unexpected difficulties encountered in the initially chosen synthetic
sequence. Only the seasoned practitioner who has experienced for himself the many
failures and frustrations which the development (sometimes even the repetition) of
a synthesis usually implies will be able to appraise such work.

This book attempts to highlight the competing processes and limitations of some
of the most common and important reactions used in organic synthesis. Awareness
of these limitations and problem areas is important for the design of syntheses, and

- might also aid elucidation of the structure of unexpected products. Two chapters of

this book cover the structure-reactivity relationship of organic compounds, and
should also aid the design of better syntheses.

Chemists tend not to publish negative results, because these are, as opposed to
positive results, never definite (and far too copious). Nevertheless, 1 have ventured
to describe some reactions as difficult or impossible. A talented chemist might, how-
ever, succeed in performing such reactions anyway, for what | congratulate him in
advance. The aim of this book is not fo stop the reader from doing bold experiments,
but to help him recognize his experiment as bold, to draw his attention to potential
problems, and to inspire, challenge, and motivate.
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