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Radicarion : Q4105799 00000983 Foligs; 579100

+ Fecha (AHD): 2884-18-21 16154:58

Tranite

: B PCT-PATENT 379 FASE MACI 411 PRESENTA

|_Depentencia: 2609 DIVISION DE MEWS CRERCIINES
FORMULARIO UNICO DE SOLICITUD DE PATENTE

PCT
ENTRADA EN FASE NACIONAL
SOLICITUD DE:
@ X Patente de Invencién. [ Patente de Modelo de Utilidad.
[ Capituio I. X1 Capltulo l.

O,

SOLICITANTE

Nombre: BOEHRINGER INGELHEIM
PHARMACEUTICALS, INC.

sociedad constituida y existente bajo las

leyes del estado de Delaware, Estados

IDENTIFICACION
c.C. O NIT ]

Estados Unidos de América

3. Thomas A. GILMORE
12 Andover Street,
Salem, Massachusetts 01970,
Estados Unidos de América.

5. Thomas M. KIRRANE
Boehringer Ingelheim Pharmaceuticals,
Inc. 900 Ridgebury Road,
P.O. Box 368, Ridgefield,
Connecticut 06877-0368,
Estados Unidos de América

7. John Robert PROUDFOOT
Boehringer Ingelheim Pharmaceuticals,
Inc. 200 Ridgebury Road, |
P.QO. Box 368, Ridgefield,

Connecticut 06877-0368,
Estados Unidos de América

9. David THOMSON
Beehringer Ingelheim Pharmaceuticals,
Ins. 900 Ridgebury Road,
P.O. Box 368, Ridgefield,
Connecticut 06877-0368,
Estados Unidos de: América

(71) Unidos de América.
Direccion: 900 Ridgebury Road, C.E. O Otro O
P.O. Box 358, Ridgefield,
Connecticut 06877-0368, Cual
Estados Urniidos de América .
Domicilio: Ridgefield, Connecticut, Numero
Estados Unidos de América
IDENTIFICACION
Nombre: EMILIO FERRERO
REPRESENTANTE | Direccion; Carrera 4° No. 72-35 C.C. NIT u
O APODERADO |Telsfono: 347 35 1 CE 0 Otro O
Fax: 2118550 o
E-mail: clientes@camvp.com. Cual
Domicilio: Bogola, Colombia. NGmerc 438.019 T.P 31.929
— 1. Younes BEKKALI 2. Raj BETAGERI
Boehringer Ingelheim Pharmaceulicals, Boehringer Ingelheim Pharmaceuticals,
Inc. 800 Ridgebury Road, Inc. 900 Ridgebury Road,
INVENTOR (ES) | p o Box 368, Ridgefield, P.O. Box 368, Ridgefieid,
(72) Connecticut 06877-0368, Connecticut 06877-0368,

Estados Unidos de América

4, Mario G. CARDOZOQ
579 Miramar Avenue,
San Francisco, California 94112,
Estados Unidos de América.

6. Daniel KUZMICH
Boehringer Ingetheim Pharmaceuticals,
Inc. 800 Ridgebury Road,
P.O. Box 368, Ridgefield,
Connecticut 06877-0368,
Estados Unidos de América

8. Hidenori TAKAHASHI
Boehringer Ingelheim Pharmaceuticals,
Inc. 900 Ridgebury Road,
P.O. Box 368, Ridgefield,
Connecticut 06877-0368,
Estados Unidos de América

40. Ji WANG
Boehringer Ingelheim Pharmaceuticals,
Inc. 900 Ridgebury Road,
P.O. Box 368, Ridgefield,
Connecticut 06877-0368,
Estados Unidos de América
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11. Renee ZINDELL 12. Christian Hanke Justus Joachim
Boehringer Ingelheim Pharmaceuticals, HARCKEN
Inc. 800 Ridgebury Road, Boehringer Ingelheim Pharmaceuticals,
INVENTOR (ES) | p o Box 368, Ridgefield, Inc. 900 Ridgebury Road,
(72) Connecticut 06877-0388, P.O. Box 368, Ridgefield,
Estados Unidos de América Connecticut 06877-0368,
Estados Unidos de América

13. Dorls RIETHER
Boehringer Ingelheirn Pharmaceuticals,
inc. 900 Ridgebury Road,
P.Q. Box 368, Ridgefield,
Connecticut 06877-0368,
Estados Unidos de América

@ PCT (86)
Solicitud Internacional No. PCT/.JS03/08901 Fecha: 21 de Marzo de 2003
Publicacién Internacional No. WO 03/082280 A1 Fecha: 9 de Octubre de 2003

Titulo (54) _
IMETICOS DE GLUCOCORTICOIDES. PROCEDIMIENTOS

PARA SU PREPARACI®ON, COMPOSICIONES FARMACEUTICAS
Y USOS DE LOS MISMOS

@ Clasificaciéon Internacional (51) AG1K 31/44

Prioridad (33) Pais de Origen (32) Fecha (31) Numero de Solicitud
siKl No[d us 26 de Marzo de 2002 60/367.758
us 9 de Diciembre de 2002 60/431.817
us 24 de Enero de 2003 60/442.404

©

Comprobante de pago No.: 04 —77.850  Fecha: 4 de Octubre de 2004

Anexos:

Comprobante de pago de la tasa de presentacion de la solicitud por $ 422.000.00.
Comprobante de pago por reivindicacion de prioridad.

Documento que acredita la existencia y representacion legal cuando el solicitante sea persona
juridica.

Poderes, si fuere el caso.

Documento de cesion del inventor al solicitante o a su causante.

Declaraciones.

Copia de la solicitud internacional. (Resumen, descripcion, reivindicaciones, dibujos)
Traduccion de la solicitud internacional al castellano. (Resumen, descripcién, reivindicaciones,
dibujos}

Copia del examen preliminar efectuado por la IPEA.

Traduccién del examen preliminar =2fectuado por la IPEA.

De ser el caso, copia del contrato de acceso.

De ser el caso, documento que acredite la licencia ¢ autorizacién de uso de conocimientos
tradicionales de las comunidades indigenas.

De ser el caso, certificado de depdsito del material biolagico.
Arte final 12x12

De ser el caso, informacidn sobre otras solicitudes de patente o titulos obtenidos en el extranjero
por el mismo titular o su causante, relacionadas parcial o totalmente con la invencién de esta
solicitud.

Otros

O OO OOMK MXOOXK KOX
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@ FIGURA CARACTERISTICA

(IA)
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@ Solicito la concesién de la patente,
NOMBRE: EMILIO EERRERO

FIRMA : S 0 e .

C.C. 438.019 de Usaquén T.P. 31.929

PRP
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k.‘(:.‘A-‘ —‘L]ER 0seq For patents, utility, models, industrial designs,
N NOG[\DOS . trademarks, commercial names, trade emblems,
- ¢ VEGFHCI S19x1 - . o - slogans,

‘::trajud Iciales. El primer representante suplente reempluzari al

© nombrados,

. F6%2.

" "CAARERA 19 N 72-35
B8CSOTA, & - COLOMBIA |

w0
LI

Para Patenta, modelos de utilidad, disefios

REPRESENTACION Y PODER

industriales, marcas de fAbrica, nombres
comerciales, ensefias, lemas comerdiales. -
REPRESENTATION AND
POWER OF ATTORNEY

I {we), the undersigned/Yo (nosotros), abajo firmado (s)
BOEHRINGER INGELHEIM PHARMACEUTICALS, INC.

of/domiciliado (3) en 300 Ridgebury- Road,

Ridgefield, Connecticut 06877, Unfted

States of America,

r el presente nombramos a GERMAN CAVELIER, tpa. 832;
JONZALO I'ERDOMO, tpa. 831; EMILIO FERRER®D, tpa,
31929; y LUZ CLEMENCIA DE PAEZ, tpa. 23555; domiziliaclos
en la Carrera 4% N 72-35, Bogoté, Colombia, en obedecimiento a
lo dispuesto en el parigrafo 1° del Articulo 543 det Cédigo de
Comercio, el primero como principal y los demés. como
suplentes, en su orden, como mis (nuestros) representantes en
togos los asuntos de propledad induatrial con faculted para
recibir notificaclones 'y nombrar -apoderados judiciales o

brincipal en caso de ausencia o impedimento temporal o

efinitivo- de' aquél. La misma regla se aplicard cuande el
‘ segundo representante suplente haya de reemplazar al primero,
o el tercero al segundo. En tales casos, el representante
principal, o el primero, o segundo suplente, en su caso, o ambos,
declararin su  Intencién de no ejercer la representacion
mediante declaracién autenticada por Notario Idblico en
Colombla, 0 por Notarlo u otro Funcionario Piblico, o Zénsul
de Colombia, en el extranjero; y si se tratare de impedimento,
con el certificado respectivo. 5i alguno de los noinbrados faltare
definitivamente, el siguiente tomard su lugar. Cuando cesare Ia
ausencia o impedimento del represeritante principal, ¢ de su
primero o segundo suplentes, en su caso; podran ejercer la
representacion, en su orden, uno u otros segtin el caso,
asumiéndola por el solo hecho de ejercerla, cesando =n ese
momento el ejercicio de la representacién por el primero,
segundo o tercer suplente en su caso.

Ademais; confiero (conferimos) paoder a los abagados arriba
ara obtener la protecclén de mi (nuestra)
prepiedad industrial y contra la competencla dealeal, & cuyo
efecto autorize lamoa{ a los dichos apederados para gque me
{nos)" representen ante cualesquiera entldades o rsonas,
ejerzan © no jurisdiccion, especialmente ante las del orden
administratlvo, contencioso~administrativo y judiclal, asf.como

s tribunales de arbitramento, en todo lo concemilente a los
siguientes asuntos: a) Obtencién de patentes de invencién,
mudelos de utilidad y disefios industriales; el registro de marcas
de fibrica, colectivas, defensivas,; de serviclo, lemas cometclales,
nombres comerciales,  ensefias, variedades vegelales
denominaciones de origen; su renovacién,“traspaso, cambio de
nombre o domiclllo, cancelacién voluntaria; y el registro de
licencias de uso de esos derechos; b} Las acciones de
competencia desleal, proteccién del consumidor, oposiciones u
observaclones, cancelaclén administrativa y judiclal, nulidad,
medidas cautelares, concesiin de licencias, la tutela, la
proteccidn de secretos industriales, y en general los juicios
civiles, penales, administrativos o contencieso-administratives
relacionados con estos derechos; acciones y procesos t‘ue
promovamos o Se nos promuevan. Y para que en todos los
asuntos arriba determinados, puedan sustituir este mandato,
tranaigir, concillar, admitir los hechoa del proceso, desistir,
cancelar, recibir, renunciar, y ratiflcar los actos de agentes
oficlosos.

POADUCTESA & 11 FSNORIE ¢ FIewue

‘the registratloniof:trademarks, -

Given and aigned thin/Dado y firmado hoy
__day of August. 1996

in due compliance with the terms of paragraph 1st. of article 543
of the Commercal Code, do here apruint GERMAN
CAVELIER, tpa. 832; GONZALO PERDOMO, tpa. 831; EMILIO
FERRERO, tpa. 31939; and LUZ CLEMENCIA DE PAEZ, tpa.
23555; domiclled at Carrera 4* N® 72-35, Bogoté, Colombia, the
first as princlpal and the others as alternates, in the order of
their appolntment, as: our representatives -for all industrial
property matters with faculty to receive notifications and to
appoint attorneys in and out ‘of Court. The first alternate shall
replace the principal in case of his absence or of temporal or
definltive impediment. The same rule will apply when the
second alternate representative {s toreplace the first one, or
when the third is to replace the first or second alternates in their
turn, or both of them, second. In such cases, the principal
representative, or the first or second alternates in their turn, or
both of them, shall state their intention not to act as
representatives througn a declaration given before a Nota

Public in Coloinbia, or before a Notary or another Public Official
or a Colombian Consul abroad; and In case of impediment, the

. appropriate certificate ghall. suffice. [f any of the apﬁilnltg;zs
All take

were to be deflnltdly absent, the following alternate s

his’ place. When the absence or impediment of thé “printlpal
representative, or of the first orisecond: alternate in- their turn
ceases, the representation can be taken agaln In their sequerce,
by the principal, the flrst or second alternate depending on casc,
and the mere fact or ita exercise will suffice. The exercise of ths-
representation by the first, second or third alternates In their
turn shall end at such time.
In addition, we grant a Power of Attormey in_favor of the
above-named attorneys-at:law..so. that. they., ma obtain the
protection ofi miya(our)zindustrial- propertyiand against the
unfair compeétitionicfor'which pitrpose I:{we) authorize the s3id

attorneys tv représent irié (i13). before'any atithSritles or persons,

with or without jurisdictfon,’ specially thoge administrative,
Y clal, as! well as befere

ad ministrativé” contenligis, ;and

Arbitratton @oﬁﬁ,ﬁinwnﬁmtl&m?w rning the following. a)~
Obtainment of, patents,. utility els and industrial designs;

ective, defénsive and service
marks, slogahs, :commercial * s, trade emblems, vegetal
varieties and{denominatiofa of: Grigifij its' renewal, assignment,
chthe of nqmrmgr..domﬁlg&tghggpv. ncellation; and the
registration of ticenses of use of the above rights; b) Actions of
unfair competition, protection to the consumer, orpoaltlons or
observations, administrative or Court cancellatlon, nullity,
Infringement, granting of licenses, the action for writ
mandatnus, the protection of trade secrets, and in genernl the

civil, penal, and administrative suits relating to those rlq\h:s;
actions and suits institued by me (us) or against me {us). And
that in all the above matters they may substitute this Power of
Attorney, compromise, conciliate, admit the facts of the ae

desist, “cancel, recelve, resign, and ratify acts done oy ,
representatives without a power of attorney.

29¢h - T T

ANA MARIA SALYETY

IRGLES - ITALIAN® - CaPARCY,
02N Mo, 158 NiUSTIEIA

infen Ridgefipld, Connpeticut TISA

, ‘M!\ (m ‘-

Signature  py  popert P. Raymond Firma
Chief Patent Counsel
© CAVELIER ABOGADOS w—>BoahFlnger Ingelheim Pharmaceuticals, Inc. . R

WI'T'OQUERE-3 (MINUTA N® 12.1.1.2.6 USA)
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CERTIFICADO NOTARIAL (INDIVIDUQ)

A loa 29 dins del mes de___ ABOSTO de19_96
anle mi, Notatio Mibllco de Connecticut, EE.UU.

comnpnrecié(eron) personalmenteDT'- Robert P. Raymond

8 quien(es) Jdoy fe de conocer y me consta que es{aon) In(n)
personnta) finmanteia) del docuiento que precede, y qulentes)
tientetn) copacldad legal para ctorgarlo.

) - l"' '

. - AL s =
. ot

.o 1

L | f ]

NOTARIAL GERTIFICATE (INDIVIGUAL) . %",
D B I
On this 29 day of ___August . ' 199€

before me, a Notary Public of erticut, 11SA

Pemonn[lynppenred Dr. Robert P. RanOhd

to me known, amd known to me to he the peraoti(s) wha-
executed that foregolng document, atxl who hasthave) legal
capacity to execute it.

-MARY-ELLEN. M. DEVLIN =
. NOTARY PUBLIC C,‘//ﬂ:{é‘<‘

CERTIFICADO NOTARIAL (SOCIEDAD}

29 L Agosto de19 J6

Huoy,

compareclé{eron) ante o

Dr. Robert P, Raymond

# quien(es) conozeo personalinente y que firma(n) este docuinen
to en representacién de la Secledad/compalfila

denominada BOEHRINGER INGELHEIM PHARMACEUTICALS

INC.

Certifico:

1. Que he visto lus sigulentes :.lucumentqs:‘

"- ESCRITURA DE LA SOCIEDAD, ESTATUTOS Y VARIOS
 RESOLUCIONES DE LA JUNTA DIRECTIVA , BIL-071
lde fecha 29 de noviembre de 1984,

[
]

2. Que dichos documentos prueban:lo llgl,l__lei‘ﬁ%-
ol WL Uy T
s COMO ROTAKN 90810 TLE I":'P-f:'_ﬂ!.o L
2.1, Que_BOEHRINGER™ INGEEHE TM. PHARMACEUTICALS
. :;s: 0814 X \':;I:ul.". A
Jesunm Socicdqi_-l’/(,:_ﬁ'g"np_éﬁ[rle' almente constitulda y existente

de acuerdo co:gihm l;yeaiqd% 10 E'J tz_ EDQ4de | Bfezi aware
Estados Uhidos deAmérica - j&

a 'F‘h:. l‘-.',"-\ I-'.- > .l.-_:. :;" ':'_:";S}_Elj: A :
2.2.Queel do:%glh&'?y ﬁiéﬁfﬁi«dlgﬁ{g%&;;
kY i PTGy o Tt
- °980 Ridgebiiry“Road: Ridgefidid, Connecticut

M GAMMIRY N FEBRES Offofdry Wiblic

len M. fewlin
‘ ty \Cémmissiqn FExpires /ci./:.quao

i LT LT S e
NOTARIAL CERTIFICATE (CORPORATION)

Onthis _29 day of
appeared before me

Augnar 19 94

Dr. Rohert P. Raymnnd

who(m) I know personally and who(m) signed thls document ns
represenlnllve(aﬁ)f the Corporatien/Company ) ;

named BOEHRINGER INGELHEIM PHARMACEUTICAL
INC.

I Certify:

1. That I have seen the following documents:*

Corporate Charter', By-Laws and various, board
reso]_utj_onsi, BIL-071 dated November 29, 1984,

2. That the above documents duly prove the followlng:

2.1. That BOEHRINGER IN M PHARMACEUTECALS

Isa Corpnlryt?o'n/Compnny legally constituted and in existence
in accordance with the laws of __the State of Delaware,

United States of America 8
2.2. That the domicile of said Corporation/Company is ' )

900 Ridgebury Road, Ridgefield, Connecticut

"~ 06877, Estadqs Un'ldoFm %ﬁaﬁﬂ'é”ca

¢« 2.3, Que el vbjeto u objeto para se olorga el presente
poder estin_ comprendidon dentro del ubjeto social de la
- mencionada Socledad /Compafiin.

_ 2,4.Que ei(los) Sr.(Sres.y DR, ROBERT P, RAYMOND

:".‘i N
' -{'entﬁ(u) autorizada(s) para otorgar el presente Poder.

A
¥ Ciudaa Ridgefield
_Esislo Connecticut, EE.UU.

23.q'§|8nl7[7h'e ]yl.nlli:vg'seedofs pEﬂ':;g;es(Etfr \&ﬂﬁﬁiﬁ@a reset Power of

Attorney is granted nre comprised within the corporation
Eurpnses set forth In the charter of the mentione:d
Zorpuration/Company.

2.4. That Mr.(Messrs.) Dr. Robert P. Raymond .

Is(are) authorized to grant the present Power of Attorney.

City ‘Ridgefield
State Connecticut, USA
This 29th day of Augustly 96

Y 7 .
Notarlo Pibllco — Notary I’ubé OMARY-.EU_.EN M. DEVLIN

« “Lus documentos deben ldewtificarse con fecha y origen,

NOTARY PUBLIC '
MY COMMISSION EXPIRES OCT. 31, 2000

* Docunents muta be identified with date and Iu'igl'n.
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Ml . STATE OF CONNECTICUT .. .5
oo SN ) OFFICE OF THE SECRETARY OF THE STATE
m'y y "I, MILES S. RAPOPORT, Secretary of the State of Connecticut,
7 and keeper of the seal thereof,
}J‘ DO HEREBY CERTIFY: that BARBARA SERFILIPPI was duly elected or
¥+ pppuinted to the office of TOWN CLERK for the town of RIDGEFIELD in

. the County of FAIRFIELD in said State, for the term of JANUARY 1,
»** 1996 to JANUARY 5, 1998

and that to his/her acts and
attestations as such, full faith and
credit are and ought to be given in and
out ef Court.

In Testimony Whexreof, I have hereunto
set my hand and affixed the Great Seal
of the State of Connecticut, at
Hartford, on Auaust 30. 1996.

Secretary 0 the State

- 7¢9/2

' [ —
X ' ":NA MARIA SALYETTI
| BUCTCRA E I5TELIBETE Crierar
HLLES - ITALIANG . r1PaROL
BEL. Mo 158 &iiJUsTioiA
-@“ Cono uc:r;::k::? T e ey S
ST L ‘:'-'".'llt%

= pg BOBOTA, HaZiy
G
J FOTOCOMA CaveIne L.,

.-"I o F. L‘lﬁ
R “= L'\ wmE o - '::Lr.llll =
_ L e
R T o0 g4 -

I ¢ o G
: STATE OF CONNECTICUT } L : a
. S&RIDGEFI"EI.D"MEL ec'r..' c I INA 5
COUNTY OF FAIRFIELD A 5

I, _Barbara Serfilippi Clerk of the Town of ____Ridgefield

in said County, do hereby certify that _Marv Ellen M. Devlin

by and before whom the foregoing (or annexed) acknowledgment was taken, was at the time of taking the same

a notary public (or other officer) residing (or authorized to act) in said County, and was authorized by the laws
of said State to take and certify acknowled;-menm in said State, and, further, that I believe that the signature to

the certificate of acknowledgment is genuine,

29th day of Auggst 1996
26%/2

IN TESTIMONY WHEREOF, I have hercunto set my hand and affixed the seal of the State and Town this

6t N

AN ANA MARIA SALVETII
- TRADUCTERA € INTELYBETE (FiCIAL
N INELES - ITALIAND - £3Psk0L  —

AD_;'-“‘ls corm 133 OES. Ho. 158 WiNJUSTICIA




LREN 535 Boylston Street 11* Floor Boston;MA 02116 Tel: (617)536-6222 Fax (617)536-9372

o

" CONSULADQ DE COLOMBIA ~

N o6

El suscrito Cénsul de Colombia en Boston, MA, Estados Unidos vistos los
documentos  presentados '

CERTIFICA:

-

Que el seiior(a) MILES S RAPOPORT quien autenticd la firma de
BARBARA SERFILIPP], secretario de la ciudad de Ridgefield,
“-Connecticut, en el documento adjunto ejercia en la fecha alli indicada las
lfum:mncs de SECRETARIO DE ESTADO DEL ESTADO DE
i CONNECTICUT, USAy su firmay sello son los que acostumbra a usar en
*.i sus actos oficiales. Que la compafiia BOEHRINGER' INGELHEIM
* FARMACEYTICALS INC., con domicilio principal en la ciudad de
RIDGEFIELD, CONNECTICUT es sociedad constituida bajo las leyes
~del estado de"DLLAWARE Estados Unidos y tienen y ejerce su objeto
-,,msocml conforme a las leyes de ese pais. Que el seiior ROBERT_ P
. RAYMOND : ¢n: su calidad de CONSEJERO JEFE DE- PATEfTES'ﬂe
...dlchwcompanxa esta debidamente autorizado pars otorgar,c_este ypodcé.a
;.nombre de estds,‘companias y, para losfinesy propositos alli: e:q:resagi\gs
La presente certificacion se explde en cumplimiento delumlculwsogl
Cédigo de  Comercio. .
g merci - o FORN- - gﬁ

-

#E] Consul nog sgsume responsabllldad por el contemdo del documento.
Esta cemﬁcacwn se expide en Boston a los 13 dias del mes de Sep_gcmbrede
Elg96= 72 :
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CERTIFICACION NOTARIAL
Y AUTENTICACION CONSULAR

1. Es necesaria ]a legalizacién con certificado
notarial. El Notario Piiblico debe certificar:

1.1.  Que la compafifa estd legalmente constitufda
y actualmente existente.

1.2, 5u domicilio.

13.  Que el propésito del poder estd inclufdo en
el objeto social de la compafifa.

14. Que el poderdante estd autorizado para dar
el poder en nombre de la compafifa.

2. Los documentos que hay que mostrarie al
Notario Piiblico para probar los puntos anteriores,
deben estar expresados en el Certificado Notarial
con fecha y origen:

2.1.  Respecto a los puntos 1.1, 1.2 y 1.3 sugerimos
referirse a los articulos de constitucién con
fecha y lugar de otorgamiento; y

22. Para el punto 1.4 sugerimos mencionar la
resolucién de la Junta Directiva o los
estatutos, segin los cuales la persona que

- otorga el poder est4 autorizada para ello.

3. Enseguida el Sefior Cénsul de Colomtia
debe autenticar la firma del Notario Publico.

-
H

NOTA PARA EL SENOR CONSUL COLOMBIANO: Se

autenticar la tiltima precedente autenticacién.

NOTARIAL CERTIFICATION AND
CONSULAR AUTENTIFICATION

1. . Notarial legalization is necessary. The
Notary Public must certify:

1.1.  That the company is legally constituted and
presently existent.

12.  Its place of business.

1.3. That the Pul;{)ose of the Power-of-Attomey is
included in the activities of the company.

14. That the tgrantor is émpowered to give the
Power of Attorney in the name of the
company he represents.

2, The documents which the Notary Public had
before him to prove the above points must be listed
by him in the Notarial Certificate with dated and

origin:

21.  In connection with points 1.1., 1.2. and 1.3 we
suggest referring to the articles of
incorporation with date and place of
execution.

22. For point 1.4 we suggest to mention the
resolution of the Board of Directors and/or
the by-laws whereby the person who grants
the Power of Attorney has been authorized
to give it.

3. Then the Colombian Consul must legalize
the signature of the Notary Public.
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TRADUCCION OFICIAL No0.96912 de un documento escrito en inglés,
el cual para su identificacidn se sella con el sello del
Traductor a2l mismo tiempo que la presente. Esta Traduccidén ha
sido preparada por Ana Maria Salvetti, Traductora Oficial
debidamente reconocida por el Ministerio de Relaciones
Exteriores y aprobada por el Ministerio de Justicia colombiano

mediante Resolucidén No.l158 d= 1991.

(Se traducen sellos Y legalizaciones que aparecen a
continuacién de un poder escrito en inglés y espafiol, otorgado
por la sociedad BOEHRINGER INGELHEIM PHARMACEUTICALS, INC., a
favor de German CAVELIER, Gonzalo PERDOMO, Emilioc FERRERQ, Yy
Luz Clemencia de PAEZ.)

Dado y firmado el 29 de agosto de 1996 en Ridgefield,
Connecticut EE.UU. (Firmado), ilegible, Robert P. Raymoﬁd,
Principal Asesor de Patentes. Boehringer Ingelheim
Pharmaceuticals, Inc.

(en inglés y espahol): CERTIFICACION NOTARIAL {(INDIVIDUOQ)
referente a la firma que antecede. (Firmado), Marry-Ellen M.

Devlin, Notario Pdbliceo. Mi comisidn §g$pﬂm£}mmﬁﬂh

COMO NIOTARIL SERTO D

: Hﬁoctubre
del 2000. Sello seco del Notario. ﬁ.?,'iot%‘..‘.'l"u’itﬁf‘u:?:’i‘n. A

CERTIFICACION NOTARIAL (SQOCIEDAD) re erqnt 1 x_’tencia Yy
ey B 0855

representacion de la sociedad ;menc1onada (Flmmado),
ﬁ

Mary-Ellen M. Devlin, Notario Pub11cd““mmr“EUhlsfbH éxﬁlra el

e BSE A e TET A

31 de octubre del 2000. Sello seco del Notario.

ESTADO DE CONNECTICUT
CONDADO DE FAIRFIELD, ss. RIDGEFIELD

Yo, Barbara Serfilippi, Escribano de la Poblacion de



Ridgefield, en dicho Condado, por medio del presente certifico
gque Mary Ellen M. Devlin, por y ante guien el anterior
reconocimiento (o adjunto) fue tomado, era al momento de
tomarle, un Notario éﬁblico (u otro funcionario) domiciliado (o
autorizado para actuar) en dicho Condado, Yy que estaba
autorizado por 1las leyes de dicho Estado para tomar ¥y
certificar reconocimientos en dicho Estado, y ademas, qué creo
que la firma que aparece en el certificado de reconocimiento es
auténtica.

En Testimonio de lo Cual, he firmado y estampado del sellc del
Esado y Poblacidén hoy, 29 de agosto de 1996. (Firmado),

Barbara Serfilippi, Escribano.

(0404/07/T/Rev.11-92)
ESTADO DE CONNECTICUT
OFICINA DEL SECRETARIO DEL ESTADO
Yo, Miles S. Rapoport, Secretario del Estado.de Connecticut, y

guardiﬁn de su Sello, POR MEDIO DEL g?RESENTE4§SE§$4Eg%p~ gue
g:“loaé‘g'l": ':::ﬁf tbolth‘\;-i“f‘ (Jtl

BARBARA SERFILIPPI fue dekidamente elegiﬂ&g;qﬂ,ﬂﬁ;a‘" 40 BaTa el

(i1 nl.-\ 1]
rerinink B iadl) Ny
cargo de ESCRIBANO DEL CONDADO para la ;pﬂla}ﬁm]‘d ‘IDGEFIELD

i
. 4‘"-'man:- R

en el Condado de FAIRFIELD en dicho Estgﬂo, para el perlodo que

"‘ JI.JAN MANL-E:. BOT"RI’.. ml:DWA
va del lo. de enero de 1996 al 5 de enero _de 199:83ARI0

G D S N
Yy gque sus actos oficiales en calidad de tal merecen completa fe
y credito dentro y fuera de la Corte. En testimonio de 1lo
cual, he firmado y estampado el Gran Sello del Estado de
Connecticut, en Hartford, el 30 de agosto de 1996. (Firma
facsimilar), Miles S. Rapoport, Secretario del Estado.

Adherido se encuentra sello de oblea del Estado de

Connecticut. Sello seco del Consulado de Colombia en Boston,



EE.UU.

{en espafiol): Certificaciéﬁ No.1156 del 13 de septiembre de

1996, de la firma que antecede por el Consulado de Colombia en

Boston. Pagados impuestoc de timbre y derechos de fondo
rotatorio. (Firmado), Luis Fernando Lemaitre, Coénsul. Sello
consular en tinta. Certificaciéon No.213241 del 24 de
septiembre de 1996 de la firma que antecede por el Ministerio

de Relaciones Exteriores. (Firmado), Jefe Legalizacicnes.
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. . » [}
~, ABOGADOS
TELEFAX  (S57)1(1) 2358850 EDIFICIO SISKI CorrEO ELECTRONICO MunDiaL : CAVE
CaaLes CAVELEYES CARRERA 419, No.72 -35 TELEFONG ({B71 111 2120100
TELEX : 485479 BOGOTA &, COLOMBIA

Sefior Jefe de la
DIVISION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio

E. 5. D.
Poderdante: BOEHRINGER. INGELHETM PHARMACEUTICALS, INC.
Poder conferido el: ?9-08-96

Yo, GERMAN CAVELIER, obrando en mi calidad de apoderado
principal del poderdante arriba mencionado, ' atentamente
manifiesto a Usted que sustituyo el poder 1;,hque.,._mf.- -ha.,, sido

Jmm..\h-u [t LK

conferido en la persona del doctor EMILIé RENRER On*Abogado con
.aFCITOCCFIl. "ﬁlﬂl'.ia:."

Tarjeta Profesional No. 31.929%, con todaj# §'facu1tades gue me

fueron conferidas. ' .a»,/’f” 19 UCT 2Lﬂ4
& i B el e

AN
&w

Bl B

Hago la anterior sustitucién confonmmuammanb1cu (9INGE del

L

' Cédigo de Procedimiento .Civil ya que™™I'ds ﬁﬁ 5isTitutos

faltan en este momento.

Sefior Jefe,

GERMAN CA;Ef

T.P.A. No. B32
C.C. No. 2.877.924 de Bogoté

EMILIO FERRERO
T.P.A. N2 31.929
C.C. No. 438.019 de Usaquén

2e-780-2

M.IL.T. 8 80 Q4 13 67 3
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GLUCOCORTICOID MIMETICS. METHODS OF MAKING THEM,
PHARMACEUTICAL, COMPOSITIONS. AND USES THEREOF

Field of the Invention

The present invention relates to glucocorticoid mimetics or ligands, methods of making such
compounds, their use in pharmaceutical compositions, and their use in modulating the
glucocorticoid receptor function, treating disease-states or conditions mediated by the

glucocorticoid receptor function in a patient in need of such treatment, and other uses.

Background of the Invention

Glucocorticoids, a class of corticosteroids, are endogenous hormones with profound effects on
the immune system and multiple organ systems. They suppress a variety of immune and
inflammatory functions by inhibition of inflammatory cytokines such as IL-1, IL-2, IL-6, and
TNF, inhibition of arachidonic acid metabolites including prostaglandins and leukotrienes,
depletion of T-lymphocytes, and reduction of the expression of adhesion molecules on
endothelial cells {(P.J. Barnes, Clin. Sci., 1998, 94, pp. 557-572; P.J. Bames et al., Trends
Pharmacol. Sci., 1993, 14, pp. 436-441). In addition to these effects, glucocorticoids stimulate
glucose production in the liver and catabolism of proteins, play a role in electrolyte and water

balance, reduce calcium absorption, and inhibit osteoblast function.

The anti-inflammatory and immune suppressive activities of endogenous glucocorticoids have
stimulated the development of synthetic glucocorticoid derivatives including dexamethasone,
prednisone, and prednisolone (L. Parente, Glucocorticgids, N.J. Goulding and R.J. Flowers
(eds.), Boston: Birkhauser, 2001, pp. 35-54). These have found wide use in the treatment of
inflammatory, immune, and allergic disorders including rheumatic diseases such as rheumatoid
arthritis, juvenile arthntis, and ankylosing spondylitis, dermatological diseases including
psoriasis and pemphigus, allergic disorders including allergic rhinitis, atopic dermatitis, and
contact dermatitis, pulmonary conditions including asthma and chronic .obstructivc pulmonary
disease (COPD), and other immune and inflammatory diseases including Crohn disease,

ulcerative colitis, systemic lupus erythematosus, autoimmune chronic active hepatitis,

osteoarthritis, tendonjtis, and bursitis (J. Toogood, Glucocorticoids, N.J. Goulding and R.J.
Flowers (eds.), Boston: Birkhauser, 2001, pp. 161-174). They have also been used to help

prevent rejection in organ transplantation.
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Unfortunately, in addition to the desired therapeutic effects of glucocorticoids, their use is
associated with a number of adverse side effects, some of which can be severe and life-
threatening. These include alterations in fluid and electrolyte balance, edema, weight gain,
hypertension, muscle weakness, development or aggravation of diabetes mellitus, and
osteoporosis. Therefore, a compound that exhibited a reduced side effect profile while
maintaining the potent anti-inflammatory effects would be particularly desirable especially

when treating a chronic disease.

The effects of glucocorticoids are mediated at the cellular level by the glucocorticoid receptor
(R.H. Ozkley and J. Cidlowski, Glucocorticoids, N.J. Goulding and R.}J. Flowers (eds.), Boston:
Birkhauser, 2001, pp. 55-80). The glucocorticoid receptor is a member of a class of structurally
related intracellular receptors that when coupled with a ligand can function as a transcription
factor that affects gene expression (R.M. Evans, Science, 1988, 240, pp. 889-895). Other
members of the family of steroid receptors include the mineralocorticoid, progesterone,
estrogen, and androgen receptors. In addition to the effects mentioned above for
glucocorticoids, hormones that act on this receptor family have a profound influence on body
homeostasis, mineral metabolism, the stress response, and development of sexual
characteristics. Glucocorticoids, N.J. Goulding and R.J. Flowers (eds.), Boston: Birkhauser,

2001, is hereby incorporated by reference in its entirety to better describe the state of the art.

A molecular mechanism which accounts for the beneficial anti-inflammatory effects and the
undesired side effects has been proposed (e.g., S. Heck et al.,, EMBO J, 1994, 17, pp. 4087-
4095; H.M. Reichardt et al., Cell, 1998, 93, pp. 531-541; F. Tronche et al., Curr. Opin. in
Genetics and Dev., 1998, 8, pp. 532-538). Many of the metabolic and cardiovascular side
effects are thought to be the result of a process called transactivation. In transactivation, the
translocation of the ligand-bound glucocorticoid receptor to the nucleus is followed by binding
to glucocorticoid response eclements (GREs) in the promoter region of side effect-associated
genes, for example, phosphoenolpyruvate carboxy kinase (PEPCK), in the case of increased
glucose production. The result is an increased transcription rate of these genes which is
believed to result, ultimately, in the observed side effects. The anti-inflammatory effects are

thought to be due to a process called transrepression. In general, transrepression is a process

ye
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independent of DNA binding tha: results from inhibition of NF-kB and AP-1-mediated
pathways, leading to down regulation of many inflarnmatory and immune mediators.
Additionally, it is believed that a number of the observed side effects may be due to the cross-
reactivity of the currently available glucocorticoids with other steroid receptors, particularly the

mineralocorticoid and progesterone receptors.

Thus, it may be possible to discover ligands for the glucocorticoid receptor that are highly
selective and, upon binding, can dissociate the transactivation and transrepression pathways,
providing therapeutic agents with a reduced side effect profile. Assay systems to determine
effects on transactivation and transrepression have been described (e.g., C.M. Bamberger and
H.M. Schulte, Eur. J. Clin. Invest., 2000, 30 (suppl. 3), pp. 6-9). Selectivity for the
glucocorticoid receptor may be determined by comparing the binding affinity for this receptor

with that of other steroid family receptors including those mentioned above.

Glucocorticoids also stimulate the production of glucose in the liver by a process called
gluconcogenesis and it is believed that this process is mediated by transactivation events.
Increased glucose production can exacerbate type II diabetes, therefore a compound that
selectivity inhibited glucocorticoid mediated glucose production may have therapeutic utility in
this indication (J.E. Freidman et al., J. Biol. Chem., 1997, 272, pp. 31475-31481).

Novel ligands for the glucocorticoid receptor have been described in the scientific and patent
literature.  For example, PCT International Publication No. WO 99/33786 discloses
triphenylpropanamide compounds with potential use in treating inflammatory diseases. PCT
International Publication No. WO 00/66522 describes non-steroidal compounds as selective
modulators of the glucocorticoid receptor potentially useful in treating metabolic and
inflammatory diseases. PCT International Publication No. WO 99/41256 describes tetracyclic
modulators of the glucocorticoid receptor potentially useful in treating immune, autoimmune,
and inflammatory diseases. U.S. Patent No. 5,688,810 describes various non-steroidal
compounds as modulators of glucocorticoid and other steroid receptors. PCT International
Publication No. WO 99/63976 describes a non-steroidal, liver-selective glucocorticoid
antagonist potentially useful in the treatment of diabetes. PCT International Publication No.

WO 00/32584 discloses non-steroidal compounds having anti-inflammatory activity with
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dissociation between anti-inflammatory and metabolic effects. PCT International Publication
No. WO 98/54159 describes non-steroidal cyclically substituted acylanilides with mixed
gestagen and androgen activity. U.S. Patent No. 4,880,839 describes acylanilides having
progestational activity and EP 253503 discloses acylanilides with antiandrogenic properties.
5 PCT International Publication No. WO 97/27852 describes amides that are inhibitors of

farnesyl-protein transferase.

A compound that is found to interact with the glucocorticoid receptor in a binding assay could
be an agonist or an antagonist. The agonist properties of the compound could be evaluated in
10  the transactivation or transrepression assays described above. Given the efficacy demonstrated
by available glucocorticoid drugs in inflammatory and immune diseases and their adverse side
effects, there remains a need for novel glucocorticoid receptor agonists with selectivity over
other members of the steroid receptor family and a dissociation of the transactivation and
transrepression activities. Alternatively, the compound may be found to have antagonist
15 activity. As mentioned above, glucocorticoids stimulate glucose production in the liver.
Increased glucose production induced by glucocorticoid excess can exacerbate existing
diabetes, or trigger latent diabetes. Thus a ligand for the glucocorticoid receptor that is found

to be an antagonist may be useful, inter alia, for treating or preventing diabetes.

20 Summary of the Invention

The instant invention is directed to compounds of Formula (IA)
3
R OH

5
41R

2
R* |, R
R CF,
(1A)
wherein:

R' is an aryl or heteroaryl group, each optionally independently substituted with one to three

25 substituent groups,

wherein each substituent group of R' is independently C,-C;s alkyl, C,-C; alkenyl, C,-Cs
alkynyl, C;-Cy cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy, C;-C;
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alkenyloxy, C;-Cs alkynyloxy, aryloxy, acyl, C,-C; alkoxycarbonyl, C,-C; alkanoyloxy,
C,-Cs alkanoyl, aroyl, aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, C,-C; alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C,-
Cs; alkanoylamino, C,-C5; alkoxycarbonylamino, C,-Cs alkylsulfonylamino,
aminosulfonyl, C,-Cs alkylaminosulfonyl, C,-Cs dialkylaminosulfonyl, halogen,
hydroxy, carboxy, cyano, trifluoromethyl, trifluoromethoxy, nitro, or amino wherein the
nitrogen atom is optionally independently mono- or di-substituted by C,-Cs alkyl or
aryl; or ureido wherein either nitrogen atom is optionally independently substituted with
C,-Cs alkyl; or C,-Cs alkylthio wherein the sulfur atom is optionally oxidized to a

sulfoxide or sulfone,

wherein each substituent group of R' is optionally independently substituted with
one to three substituent groups selected from methyl, methoxy, halogen, hydroxy,

OXD, CYano, or amino,

R? and R® are each independently hydrogen or C,-Cs alkyl, or R? and R® together with the

R4

carbon atom they are commonly attached to form a C;-C; spiro cycloalkyl ring;

is C,-Cs alkyl, C;-Cs alkenyl, or C;-Cs alkynyl, each optionally independently substituted

with one to three substituent groups,

wherein each substituent group of R* is independently C,-C; alkyl, hydroxy, halogen,

amino, or oxo; and

is a heteroaryl group optionally independently substituted with one to three substituent

groups,

wherein each substituent group of R’ is independently C;-C; alkyl, C;-Cs alkenyl, C,-Cs
alkymyl, C;-Cs cycloalkyl, heterocyclyl, aryl, hetercaryl, C,-Cs alkoxy, C,-Cs
alkenyloxy, C,-Cs alkynyloxy, aryloxy, acyl, C,-Cs alkoxycarbonyl, C,-Cs alkanoyloxy,
aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl, aminacarbonyloxy, C;-Cs

alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C,-Cs

&
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alkoxycarbonylamino, C-Cs alkylsulfonylamino, aminosulfonyl, Ci-Cs
alkylaminosulfonyl, C,-Cs dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, trifluoromethylthio, nitro, or amino wherein the
nitrogen atom is optionally independently mono- or di-substituted by C,-Cs alkyl; or
ureido wherein either nitrogen atom is optionally independently substituted with C;-Cs
alkyl; or C,-Cs alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or

sulfone,

wherein each substituent group of R? is optionally independently substituted with
one to three substituent groups selected from C,-C; alkyl, C,-C, alkoxy, halogen,

hydroxy, oxo, cyano, amizio, or trifluoromethyl,

or a tautomer, prodrug, solvate, or salt thereof.

Another aspect of the invention includes compounds of Formula (IA), wherein:

Rl

is thienyl, phenyl, naphthyl, dihydrobenzofuranyl, benzofuranyl, chromanyl,
dihydroindolyl, indolyl, dihydrobenzothienyl, benzothienyl, benzodioxolanyl,
dihydrobenzoxazolyl, benzoxazolyl, -benzisoxazolyl, benzpyrazolyl, benzimidazolyl,
quinolinyl, pyridinyl, pyrimidinyl, or pyrazinyl, each optionally independently

substituted with one to three substituent groups,

wherein each substituent group of R' is independently C,;-C; alkyl, C,-C; alkenyl, C;-C,
alkynyl, C-C; alkoxy, C;-C, alkenyloxy, C;-C, a2lkanoyl, C,-C, alkoxycarbonyl, C,-C;
alkanoyloxy, halogen, hydl:oxy, carboxy, cyano, trifluoromethyl, trifluoromethoxy,
nitro, or C,-C, alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or

sulfone,

wherein each substituent group of R' is optionally independently substituted with a
substituent group selected from methyl, methoxy, halogen, hydroxy, oxo, ¢yano, or

amino;

S
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R? and R? are each independently hydrogen or C,-Cs alkyl, or R? and R’ together with the

carbon atom they are commonly attached to form a C;-C, spiro cycloalkyl ring;
R* is CHy; and

R® is an imidazolyl, pyridyl, indolyl, azaindolyl, diazaindolyl, benzofuranyl,
furanopyridinyl, furanopyrimidinyl, benzothienyl, thienopyridinyl, thienopyrimidinyl,
benzoxazolyl, oxazolopyridinyl, benzothiazolyl, thiazolopyridinyl, benzimidazolyl,
imidazolopyridinyl, quinolinyl, or isoquinolinyl group, each optionally independently

substituted with one to three substituent groups,

wherein each substituent group of R’ is independently C,-C; alkyl, C,-C; alkenyl,
phenyl, C;-C; alkoxy, methoxycarbonyl, aminocarbonyl, C,-C; alkylaminocarbonyl,
C,-C, dialkylaminocarbonyl, heterocyclylcarbonyl, fluoro, chlore, bromo, cyano,
trifluoromethyl, or C-C, alkylthio wherein the sulfur atom is optionally oxidized to a

sulfoxide or sulfone,
wherein each substituent group of R* is optionally independently substituted with a
substituent group selected from methyl, methoxy, flucro, chloro, bromo, oxeo, or
trifluoromethyl,
or a tautomer, prodrug, solvate, or sall thereof.

Yet another aspect of the invention includes compounds of Formula (IA), wherein:

R' is thienyl, phenyl, naphthyl, pyridyl, chromanyl, dihydrobenzofuranyl, or benzofuranyl, each

optionally independently substituted with one or two substituent groups,

wherein each substituent group of R' is independently methyl, ethyl, methoxy, ethoxy,

fluoro, chloro, bromo, hydroxy, trifluoromethyl, trifluoromethoxy, or cyano;
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R? and R® are each independently methyl, or R? and R? together with the carbon atom they are

commonly attached to form a spiro cyclopropyl ring;

R*is CH;; and

R* is a pyridyl, indolyl, azaindolyl, benzofuranyl, furanopyridinyl, thienopyridinyl,
benzoxazolyl, benzimidazolyl, quinolinyl, or isoquinolinyl group, each optionally
independently substituted with one to three substituent groups,
wherein each substituent group of R® is independently methyl, phenyl,
methoxycarbonyl, aminocarbonyl, methylaminocarbonyl, dimethylaminocarbonyl,
morpholinylcarbonyl, fluoro, chloro, bromo, cyano, or trifluoromethyl,

or a tautomner, prodrug, solvate, or sall thereof.

Yet another aspect of the invention inzludes compounds of Formula (1A), wherein:

R' is phenyl, dihydrobenzofuranyl, or benzofuranyl, each optionally independently

substituted with one to three substituent groups,
wherein each substituent group of R' is independently C,-C; alkyl, C,-C; alkenyl, C,-C;
alkynyl, C,-C; alkoxy, C;-C; alkenyloxy, C,-C, alkanoyl, C;-C, alkoxycarbonyl, C,-C;
alkanoyloxy, halogen, hydroxy, carboxy, cyano, trifluoromethyl, nitro, or C,-GC;
alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone; and
R? and R’ are each independently hydrogen or C,-C; alkyl,

or a tautomer, prodrug, solvate, or salt thereof.

In yet other aspects of the invention, one to three substituent groups of R in the compounds of

Formula (IA) is independently C,-C; alkylamino or C,-C; dialkylamino.
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The following are representative compounds of Formula (IA) according to the invention:

Compound Name ~ Compound Structure

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-2-(4,6-dimethylpyridin-2-
ylmethyl)-4-methylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-2-(pyridin-2-ylmethyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(6-
methylpyridin-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(4-
methylpyridin-2-ylmethyl)pentan-2-ol

4-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-pyridin-2-ylmethylbutyl)phenol
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2-(4,5-Dimethylthiazol-2-ylmethyl)-1,1,1- o CFy s’\é‘
‘| trifluoro-4-(5-fluoro-2-methoxyphenyl)-4- O SN

methylpentan-2-ol

2-(4,5-Dimethyloxazol-2-yimethyl)-,1,1- A CFs o»ﬁ\

trifluoro-4-(5-fluoro-2-methoxyphenyl)-4- on =N

methylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(3-
methylpyridin-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-{5-fluoro-2-
methoxyphenyl)-4-methyl-2-(5-
methylpyridin-2-ylmethyl)pentan-2-ol

2-Benzothiazol-2-ylmethyl-1,1,1-triflucro-4-
(5-fluoro-2-methoxyphenyl)-4-methylpentan-
2-0l

10
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1,1,1-Trifluoro-4 - 5-fluoro-2-
methoxyphenyl)-4-methyl-2-(5-
phenylbenzoxazol-2-ylmethyl)pentan-2-ol

2-Benzofuran-2-ylmethyl-1,1,1-trifluoro-4-
(5-fluoro-2-methoxyphenyl)-4-methylpentan-
2-al

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(3-
methylbenzofuran-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-thiophern-2-
ylmethylpentan-2-ol

5-(5-Fluoro-2-methoxyphenyl)-5-methyl-2-
pyridin-2-yl-3-trifluoromethylhexan-3-ol

5-(5-Fluoro-2-methoxyphenyl)-5-methyl-2-
pyridin-2-yl-3-trifluoromethylhexan-3-ol

1t
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1,1,1-Trifluoro-4-(5-flucro-2-
methoxyphenyl)-4-methyi-2-(5-
methylbenzooxazol-2-ylmethyl)pentan-2-ol

/
o
Q
u'ﬂ
o

OH

a7

1,1,1-Trifluoro-4-(5-fluorp-2-
methoxypheny!)-<4-methyl-2-(5-

/
O
Q)
Pl
/U)

OH

methylbenzothiazol-2-ylmethyl)pentan-2-ol

F
4-Fluoro-2-[4,4 4-trifluoro-3-hydroxv-1,1- oH ¢F 9 C

-

dimethyl-3-(5-methylbenzoaxazol-2- o N
ylmethyl)butyl]phenol

F

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-(5-methylbenzothiazol-2-
ylmethyl)butyl]phenol

1,1,1-Trifluoro-4-methyl-4-phenyl-2-pyridin-
2-yimethylpentan-2-ol

2-(4,6-Dimethylpyridin-2-ylmethyl)-1,1,1-
trifluoro-4-methyl-4-phenylpentan-2-ul

H P
\N
CF,

12
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1,1,1-Trifluoro-4-{5-fluoro-2-
methoxyphenyl)-4-methyl-2-pyrimidin-4-
yimethylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(4-
methylquinolin-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1-phenyl-14-
pyrazol-3-ylmethyl)pentan-2-ol

GF, =
.
OH

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1-methyi-1H-
imidazol-2-ylmethyl)pentan-2-ol

5-[4-(5-Fiuoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-3-
phenylisoxazole-4-carboxylic acid

methylamide

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-pyrazin-2-
ylmethylpentan-2-ol

13
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4-(2-Allyloxy-5-fluorophenyl)-1,1,1-
trifluoro-4-methyl-2-pyridin-2-
ylmethylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-2-(1H-indol-2-ylmethyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(3-methyl-1-
indol-2-ylmethyl)pentan-2-0l

2-Benzooxazol-2-ylmethyl-1,1,1-trifluoro-4-
(5-fluoro-2-methoxyphenyl)-4-methylpentan-
2-0l

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-pyridazin-3-
ylmethylpentan-2-ol

14
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1,1,1-Trifluoro-4-(5-fluorc-2-
methoxyphenyl)-4-methyl-2-pyridin-3-
ylmethylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluore-2-
methoxyphenyl)-4-methyl-2-(5-
methylpyridin-3-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1-methyl-1H-
indol-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-quinolin-2-
ylmethylpentan-2-ol

4-(4-Chlorophenyl)-1,1,1-trifluoro4-methyl-
2-pyridin-2-ylmethylpentan-2-ol

OH

Ci

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-2-(6-fluoropyridin-2-
ylmethyl)-4-methylpentan-2-ol

15
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6-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methy]-2-

trifluoromethylpentyllnicotinonitrile

2-(1H-Indol-2-ylmethyl)-1,1,1-trifluoro-4-(4-
fluorophenyl)-4-methylpentan-2-ol

2-(6-Chloro-4-trifluoromethylpyridin-2-
ylmethyl)-1,1,1-trifluoro-4-(5-fluore-2-
methoxyphenyl)-4-methylpentan-2-ol

2-(5-Chloro-7-fluoro-1H-indol-2-ylmethyl)-
1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methylpentan-2-ol

4-(3,4-Dichlorophenyl)-1,1,1-trifluoro-2-(1 H-
indol-2-ylmethyl)-4-methylpentan-2-ol

2-(2,6-Dichloropyridin-4-ylmethyl)-1,1,1-
trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol

16
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1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-2-isoquinolin-1-ylmethyl-4-
methylpentan-2-ol |

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-
2-(1 H-indol-2-ylmethyl)-4-methylpertan-2-ol

Cl
2-[3-(2,6-Dichloropyridin-4-ylmethyl)-4,4,4- OH CF, =~ IN
trifluoro-3-hydroxy-1,1-dimethylbutyl]4- X

OH
fluorophenol
F
OH CF, N

4-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-3-
isoquinolin-1-ylmethyi-1,1-
dimethylbutyl)phenol

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-
1,1,1-trifluoro-2-(1H-indol-2-ylmethy1)-4-
methylpentan-2-ol

1,1,1-Trifluoro-2-(1H-indol-2-ylmethyl)-4-
methyl-4-pyridin-2-ylpentan-2-0l

17
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1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(6-methyl-14-
indol-2-ylmethyl)pentan-2-ol

2-(1H-Benzimidazol-2-ylmethyl}-1,1, -
trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-2-(6-fluoro-1 H-indol-2-
ylmethyl}-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-4-(3-flucrophenyl)-2-( 1 H-
indol-2-ylmethyl)-4-methylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(quinolin4-
ylmethyl)pentan-2-ol

4-(2,3-dihydro-5-cyanobenzofuran-7-yl)-
1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-

methylpentan-2-ol

18
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1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(2-
chloropyridin-4-ylmethyl)pentan-2-ol

~o CF, (@ N

OH

4-(3,4-Diftuorophenyl)-1,1,1-trifluoro-2-(1H-
indol-2-ylmethyl)-4-methylpentan-2-ol

H CF, N
1,1,1-Trifluoro-4-(5-flucro-2- L |
hydroxyphenyl)-4-methyl-2-(2-chloropyridin- OH cl
4-ylmethyl)pentan-2-ol

F
1,1,1-Tri 9 % [0 ?
.1,1-Trifluoro-4-(5-fluoro-2- SN
methoxyphenyl)-4-methyl-2-(2- OH
chloropyridin-5-ylmethyl)pentan-2-ol

F

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(2-
chloroquinolin-4-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1-oxypytidin-4-
ylmethyl)pentan-2-ol

19
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1,1,1-Trifluaro<4-(5-fluoro-2-
hydroxyphenyl)-4-methyl-2-(2-
chloroquinolin-4-ylmethyl)pentan-2-cl

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(4-
methoxyphenyl)-4-methylpentan-2-ol

4-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-
ylmethyl)-1,1-dimethylbutyl]phencl

1,1,1-Trifluoro-2-(5-fluoro-1 H-indol-2-
yimethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-2-(5-methyl-1H-indol-2-
ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-
ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-cl

20
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4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-
trifluoro-2-(1H4-indol-2-ylmethyl)-4-
methylpentan-2-ol

2-Benzimidazol-1-ylmethyl-1,1,1-trifluoro-4-
{5-fluoro-2-methoxyphenyli)-4-methylpentan-
2-0]

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1-oxypyridin-2-
ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(4-fluoro-2-methylpkenyl)-
2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(6-

chlorobenzimidazol-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(2-fluoropyridin-
4-ylmethyl)pentan-2-ol

21
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1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-<4-methyl-2-(2-
bromopyridin-4-ylmethyl)pentan-2-ol

CF,

OH

Z "N

Br

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(7-methyl-1H-
indol-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(4-methyl-1 H-
indol-2-ylmethyl)pentan-2-ol

1,1,1-Triflucro-4-methyl-4-quinolin4-yl-2-
quinolin-4-ylmethylpentan-2-ol

1,1,1-Trifluoro-4-(5-flucro-2-
methoxyphenyl)-4-methyl-2-(5-
trifluoromethyl-1H-indol-2-ylmethyl)pentan-
2-0l

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(7-
triflucromethyl-1 H-indol-2-ylmethyl)pentan-
2-0l

22
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1,1,1-Trifluoro4-(5-fluoro-2-
methoxyphenyi)-4-methyl-2-(7-methyi-14-

benzoimidazol-2-ylmethyl)pentan-2-oi

1,1,1-Trifluoro-4-(5-flucro-2-
methoxyphenyl)-4-methyl-2-(6-
trifluoromethyl-1H-indol-2-ylmethyl)pentan-
2-ol

1,1,1-Trifluoro-2-quinolin-4-ylmethyl-3-[1-
(2-
trifluoromethoxyphenyl)cyclopropyljpropan-
2-0l

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)4-methyl-2-(6-
trifluoromethyl-1 A-benzoimidazol-2-

ylmethyl)pentan-2-ol

2-(5-Chloro-6-fluoro-1 H-benzoimidazol-2-
ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl}-4-methylpentan-2-ol

Cl

1,1,1-Trifluoro-3-[1-(5-fluoro-2-
methoxyphenyl)cyclopropyl}-2-(1H-indol-2-
ylmethyl)propan-2-ol

23
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4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-
dimethyi-3-(4-methyl-1#-indol-2-
ylmethyl)butyl]phenol

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluorc-1H-
indol-2-ylmethyl)-3-hydrexy-1,1-
dimethylbutyl]phenol

1,1,1-Trifluoro-2-(6-fluoro-1H-
benzoimidazol-2-ylmethyl)-4-(5-fluorn-2-
methoxyphenyl)-4-methylpentan-2-ol

2-(6,7-Difluoro-1H-benzoimidazol-2-
ylmethyl)-1,1,1-trifluoro4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-
trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-
1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol

24
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4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro-
4-methyl-2-quinolin-4-ylmethylpentan-2-ol

3-[1-(2,5-Difluorophenyl)cyclopropyl]-1,1,1-
triflnoro-2-(1 H-indol-2-ylmethyl)propan-2-ol

1,1,1-Trifluoro-3-[1-{(4-
fluorophenyl)cyclopropyl]-2-(1A-indcl-2-
ylmethyl)propan-2-ol

2-Ethyl-6-(4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-quinolin-4-ylmethylbutyl)phenol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-2-(6-fluoro-4-methyl-14-
indol-2-ylmethyl)-4-methylpentan-2-ol

2-(4,6-Dimethyl-1 H-indol-2-ylmethyl}-1,1,1-
trifluoro-4-(5-fluore-2-methoxyphenyi)-4-
methylpentan-2-ol

4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluorc-
2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol

25
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2-Ethyl-6-[4,4,4-trifluoro-3-hydroxy-3-(1H-
indol-2-ylmethyl)-1,1dimethylbutyl]phenol

2-[3-{6,7-Difluoro-1H-benzoimidazol-2-
ylmethyl)-4,4 4-trifluoro-3-hydroxy-1,1-
dimethylbuty!]-4-fluorophenol

F
CF,

2-(7-Chloro-5-trifluoromethyl-1H- Pr o N

o F
benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4- o
(5-fluoro-2-methoxyphenyl)-4-methylpentan- OH N}_’ Cl
2-ol

F
2-(5,7-Dimethyl-1H-benzoimidazol-2- o~ CF, |\,|
ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2- N

!
methoxyphenyl)-4-methylpentan-2-ol OH H
F

1,1,1-Trifluore-2-(7-fluoro-1H-indol-2 -
ylmethyl)-4-(5-fluoro-2-methylphenyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-2-(7-fluore-1 H-indol-z-
ylmethyl}-4-(4-fluorophenyl)-4-
methylpentan-2-ol

26
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1,1,1-Trifluore-2-(7-fluoro-1H-indol-2-
ylmethyl)-4-(3-fluorophenyl)-4-
methylpentan-2-o]

2-[3~(5,7-Dimethyl-1H-benzoimidazol-2-
ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol

OH CF, N

1,1,1-Trifluoro-4-(3-methoxyphenyl)-1-
methyl-2-quinolin-4-ylmethylpentan-2-ol

1,1,1-Trifluoro-2-{1 H-indol-2-ylmethy1)-4-(3-
methoxyphenyl)-4-methylpentan-2-ol

1,1,1-Trifluorc-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1 H-pymrolof2,3-
c]pyridin-2-ylmethyl)pentan-2-o!

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-
4-methyl-2-(4-methyl-1H-indol-2-
ylmethyl)pentan-2-ol

27



Case 97240 PCT

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-
2-(4-methyl-1f-indol-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-
2-(4-methyl-1H-indol-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-methyl-2-quinolin-4-
ylmethyl-4-(3-trifluoromethylphenyl)pentan-
20l

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl}-
4-methyl-2-(5-trifluoromethyl-1 H:indol-2-
ylmethyl)pentan-2-o]

1,1,1-Trifluoro-4-(4-fluorophenyi)-4-methyl-
2-(5-trifluoromethyl-1H-indol-2-
ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-
2-(5-trifluoromethyl-14-indol-2-
ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-
4-methyl-2-(7-methyl-1 H-benzoimidazol-2-
ylmethyl)pentan-2-ol

28
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Case 9/240 PCT

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-triflucromethylpentyl}-3H-

.| benzoimidazole-5-carbonitrile

1,1,1-Trifluoro-4-(4-fluoro-2-
methoxyphenyl)-2-(1H-indol-2-yimethyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-(3-trifluoromethylphenyl)pzntan-2-

ol

1,1,1-Trifluoro-4-{4-fluoro-2-
methoxyphenyl)-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol

5-Fluore-2-(4,4,4-trifluore-3-hydroxay-1,1-
dimethyl-3-quinolin-4-ylmethylbutyl)phenol

4-Fluoro-2-{4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-(5-trifluoromethyl-1H-indol-2-
ylmethyl)butyl]phenol

4-(5-Bromo-4-fluoro-2-methoxyphznyl)-
1,1, 1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol

29
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Case 9/240 PCT

2-(6-Chloro-4-methyl-1H-indol-2-ylmethyl)-
1,1,1-trifluoro-4-(5-fluora-2-methoxyphenyl)-
4-methylpentan-2-ol

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-4-rnethyl-
1H-indole-6-carbenitrile

2-(2-Phenyl-4-methylimidazol-1-ylmethyl)-
1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methylpentan-2-ol

1,1,1-Trifluoro4-(5-fluoro-2,3-
dihydrobenzofuran-7-yl)-4-methyl-2-
quinolin-4-ylmethyipentan-2-ol

2-(2-Phenylimidazol-1-ylmethyl)-1,1,1-
trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2,3-
dihydrobenzofuran-7-yl)-2-(1 H-indol-2-
ylmethyl)-4-methylpentan-2-pl

30
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Case 9/240 PCT

1,1,1-Trifluoro-4-methyl-4-(5-methyl-2 3-
dihydrobenzofuran-7-yl)-2-quinolin-4-
ylmethylpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-phenylpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-(5-methyl-2,3-dihydrobenzofiiran-
7-yl)pentan-2-ol

1,1,1-Trifluoro-4-(5-flucro-2-
methoxyphenyl)-2-(7-fluoro-4-methyl-1H-
indol-2-ylmethyl)-4-methylpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-m-tolylpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-naphthalen-2-ylpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-o-tolylpentan-2-ol
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Case 9/240 PCT

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-p-tolylpentan-2-ol

4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-
trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol

4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-
1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol

4-(2,3-Dihydrobenzofuran-5-yl)-1,1.1-
trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-cl

1,1,1-Trifluoro-4-(1-methoxynaphthalen-2-
yl)-4-methyi-2-quinolin-4-ylmethylpentan-2-

ol

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-
quinolin-4-ylmethylbutyl)naphthalen-1-ol

1,1,1-Trifluoro-4-methyl-4-naphthalen-2-yl-
2-quinolin-4-ylmethylpentan-2-ol
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Case 9/240 PCT

1,1,1-Trifluoro4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-
c]pyridin-2-ylmethyl)pentan-2-ol

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1H-indole-

S-carbonitrile

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1.H-indole-

7-carbonitrile

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl}-4-(1-
methoxynaphthalen-2-yl)-4-methylpentan-2-

ol

2-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-
ylmethy!)-1,1-dimethylbutyl]naphthalen-1-ol

1,1,1-Trifluoro-4-methyl-2-quinolin-4-
ylmethyl-4-p-tolylpentan-2-ol

CF, =

OH

4-Chroman-8-yl-1,1,1-trifluoro-4-methyl-2-
quinolin-4-ylmethylpentan-2-ol

o
O
I
A\

5
acifas

CF

W,
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Case 9/240 PCT

1,1,1-Trifluoro-4-methyl-4-phenyl-2-
quinolin-4-ylmethylpentan-2-ol

4-Fluoro-2-[4,4 4-trifluoro-3-hydroxy-1,1-
dimethyl-3-(1 H-pyrrolo[2,3-¢]pyridin-2-
ylmethyl)butyl]phenol

4-(6-Bromochroman-8-yl)-1,1,1-trifluoro-4-
methyl-2-quinolin4-ylmethylpentan-2-ol

4-Fluoro-2-[4,4,4-triflucro-3-hydroxy-1,1-
dimethyl-3-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol

1,1,1-Trifluoro-4-(5-fluoro-2-

methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-

blpyridin-2-ylmethyl)pentan-2-ol

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-(1 H-pyrrolo[3,2-b]pyridin-2-
ylmethyl)butyl]phenol
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Case 9/240 PCT

1,1,1-Trifluoro<4-{5-fluoro-2-
methoxyphenyl)-4-methyl-2-(1H-pyrrolo[2,3-
b)pyridin-2-ylmethyl)pentan-2-o}

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-(1H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)butyl]phenol

1,1, l-Triﬂuoro-4-(3-ﬂuor0pheny1j-4--mcthyl-
2-(1H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-
2-(1H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-cl

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-
trifluoro-4-methyl-2-(1 H-pyrrolo[2,3-
c]pyridin-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-methyl-4-phenyl-2-
quinolin-4-ylmethylpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-
methoxyphenyl)-2-(7-fluoroquinolin-4-
ylincthy])-4-methy1pcntan-2-ol
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Case 9/240 PCT

1,1,1-Trifluoro-4-{4-fluorophenyl}-2-(7-
fluoroquinolin-4-ylmethyl)-4-methylpentan-
2-ol

1,1,1-Trifluoro-4-(4-fluorophenyl)-z-(5-
fluoroquinolin-4-ylmethyl)-4-methylpentan-
2-ol

1,1,1-Trifluoro-2-{7-fluoro-4-methylquinolin-
8-yl)-4-(4-fluorophenyl)-4-methylpentan-2-ol

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1/4-indole-

3-carbonitrile

2-[4-(2,3-Dihydrobenzofuran-7-yl})-2-
hydroxy-4-methyl-2-triflucromethylpentyl)-

1H-indole-3-carbonitrile

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-
methyl-2-triflucromethylpentyl]-4-methyl-

1 H-indole-6-carbonitrile

1,1,1-Trifluoro-4-(2-methoxyphenyl)-4-
methyl-2-quinolin-4-ylmethylpentan-2-ol
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Case 9/240 PCT

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-
methoxyphenyl}-4-methylpentan-2-ol

2-[4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-
2-hydroxy-4-methyl-2- '
trifluoromethylpentyl]-1 H-indole-3-

carbonitrile

4-(5-Bromo-2-methoxyphenyl)-1,1,1-
trifluorc-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol

4-(5-Bromo-2-methoxyphenyl)-1,1,1-
trifluoro-2-(1H-indol-2-ylmethyl)4-
methylpentan-2-ol

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-
quinolin-4-ylmethylbutyl)phenol

1,1,1-Triflucro-4-methyl-4-phenyl-2-(1H-
pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol
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Case 9/240 PCT

2-[4-(5-Bromo-2,3-dihydrebenzofuran-7-yl}-
2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1F#-indole-3-

carbonitrile

4-Bromo-2-(4,4,4-trifluoro-3-hydroxy-1,1-
dimethyi-3-quinolin-4-ylmethylbuty()phenol

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1 H-indole-

3-carbonitrile

2-(2-Hydroxy-4-methyl-4-phenyl-2-
trifluoromethylpentyl)-4-methyl-1 H-indole-6-

carbonitrile

2-[4-(3-Fluoropheny!)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-4-methyl-1H- indole-6-

carbonitrile

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl}-4-methyl-1 H-indole-6-

carbonitrile
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Case 9/240 PCT

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]-
4-methyl-1 H-indole-6-carbonitrile

1,1,1-Trifluoro-4-(4-fluoro-2-
methoxyphenyl)-4-methyl-2-(1H-pyrrolo[2,3-
¢]pyridin-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-
pyrrolo[3,2¢]pyridin-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(4-flucrophenyl)--methyl-
2-{1H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-
trifluoro-4-methyl-2-(1 H-pyrrolo[3,2-
c]pyridin-2-ylmethyl)pentan-2-ol

2-(2-Hydroxy-4-methyl-4-phenyl-2-
trifluoromethylpentyl)-1H-indole-5-

carbonitrile

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-

1H-indole-3-carbonitrile
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Case 9/240 PCT

2-{4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-14-indole-3-

carbonitrile

1,1,1-Trifluoro-4-(4-fluoro-2-
methoxyphenyl)-4-methyl-2-(5,6,7,8-
tetrahydroquinolin4-ylmethyl)pentan-2-ol

1-[4-(5-Fluoro-2-methoxyphenyl)-2 -hydroxy-
4-methyl-2-triflucromethylpentyl]-1H-indole-

3-carbonitrile

1,1,1-Trifluoro4-{4-fluoro-2-

methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-

c]pyridin-2-ylmethyl)pentan-2-ol

2-(2-Hydroxy-4-methyl-4-phenyl-2-
triftuoromethylpentyl)-1H-indole-3-

carbonitrile

5-Fluoro-2-[4,4,4-triflucro-3-hydroxy-1,1-
dimethyl-3-{1H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyl]phenol

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1H-indole-

5-carbonitrile
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Case 9/240 PCT

2-{4-(2,3-Dihydrobenzofuran-7-yl)-2-
hydroxy-4-methyl-2-trifluoromethylpentyl]-

1H-indole-5-carbonitrile

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1H-indole-5-

carbonitrile

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1H-indole-5-

carbonitrile

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-
methyl-2-triflucromethylpentyl]-1 H-indole-5-

carbonitrile

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-
trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)4-
methylpentan-2-ol

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-
ylmethyl)-4-(4-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol
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Case 9/240 PCT

1,1,1-Trifluoro-2-{7-fluoro-1 H-indol-2-
ylmethyl)-4-methyl-4-phenylpentan-2-al

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]- 1 H-indole-

5-carboxylic acid methyl ester

1-[4-(2,3-Dihydrobenzofuran-7-yl)-z-
hydroxy-4-methyl-2-trifluoromethylpentyl]-
1H-indole-3-carbonitrile

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-
4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-cl

1,1,1-Triflucro-4-(5-fluocro-2-
methoxyphenyl)-4-methyl-2-(3-methyl-1H-
pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(4-flucro-2-
methoxyphenyl)-4-methyl-2-(5-
trifluoremethyl-1£-indol-2-ylmethyl}pentan-
2-ol
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Case 9/240 PCT

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-
trifluoro-4-methyl-2-(5-trifluoromethyl-1H-
indol-2-ylmethyl)pentan-2-ol

1,1,1-Trifluoro-4-(3-methoxyphenyl)4-
methyl-2-(5-trifluoromethyl-14-indol-2-
ylmethyl)pentan-2-ol

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-
methyl-2-trifluoromethylpentyl}-1H-indole-5-

carbonitrile

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-
indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-4-methyl-

1 H-indole-6-carbonitrile

4-Fluorc-2-[4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-(3-methyl-1 F-pyrrolo[2,3-
c]pyridin-2-ylmethyl)butyl]phenol
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Case 9/240 PCT

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methyl-4-thiophen-3-ylpentan-2-ol

1,1,1-Trifluoro-4-methyl-2-quinolin4-
ylmethyl-4-thiophen-3-ylpentan-2-ol

CF, N

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-(1H-pyrrolo[3,2-¢]pyridin-2-
ylmethyl)butyl]phenol

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-
2-(1H-pyrrolo[3,2-c]pyridin-2-
yimethy!)pentan-2-ol

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-4-methyl-
1 H-indole-6-carbonitrile

3-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-
quinolin-4-ylmethylbutyl)phenol

1,1,1-Trifluoro4-(5-fluoro-2-
methoxyphenyl)-4-methyl-2-(4-
trifluoromethyl-1H4-indol-2-ylmethyl)pentan-
2-0l




Case 9240 PCT

4-(5-Bromo-2-methoxyphenyl)-1,1,1-
trifluoro-4-methyl-2-(5-trifluorometayl-14-
indol-2-ylmethyl)pentan-2-ol

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1.4-indole-

S-carbonitrile

2-{4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1 H-indole-

S-carboxylic acid methyl ester

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1A-indole-

5-carboxylic acid methyl ester

4-(2,6-Dimethylphenyl)-1,1,1-triflucro-4-
methyl-2-quinolin4-ylmethylpentan-2-ol

3-[4,4,4-Trifluoro-3-hydroxy-3-(1H-indol-2-
ylmethyl)-1,1-dimethylbutyl]phenol
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- Case 9/240 PCT

1,1,1-Trifluoro-4-(5-fluoro-2,3-
dihydrobenzofuran-7-yl)-4-methyl-2-(1H-
pyrrolof2,3-c]pyridin-2-ylmethyl)pentan-2-ol

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1H-indole-

3-carboxylic acid methyl ester

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-
dimethyl-3-(1H-pyrrolo[2,3-c]-[2-
trifluoromethylpyridin]-2-
ylmethyl)butyl]phenol

4-Fluoro-2-[4,4,4-tni t]uoro-3 -hydroxy-1,1-
dimethyl-3-(1 H-pyrrolo[2,3-c]-[3-
methylpyridin]-2-ylmethyl)butyl]phenol

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxyv-1,1-
dimethyl-3-(1 H-pyrrolo[2,3-c]-{2-
fluoropyridin}-2-ylmethyl)butyl]phenol
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Case 9/240 PCT

2-{2-Hydroxy-4-(3-methoxyphenyl)-4-
methyl-2-trifluoromethylpentyl)-4-methyl-
1 H-indole-6-carbonitrile

2-[4~(5-Bromo-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-4-methyl-
1H-indole-6-carbonitrile

2-[4-(4-Fluoro-2-hydroxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1.4-indole-

S-carbonitrile

5-carboxylic acid dimethylamide

2
N\

. 0 CF, Q
1,1,1-Trifluoro-4-(5-flucro-2- J/ N
methoxyphenyl}-4-methyl-2-(5-nitro-1H- O OH \ O 0

!
indol-2-ylmethyl}pentan-2-ol H
F
o CF, 0
2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy- Va
4-methyl-2-trifluoromethylpentyl]-1H-indole- O OH PI O NH,
5-carboxylic acid amide H
F
~o CF, 0
2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy- Vi _
4-methyl-2-trifluoromethylpentyl]-1 H-indole- O oH N O »
) H
F
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Case 9/240 PCT

{2-[4-(5-Fluoro-2-methoxyphenyl)-2-

7
hydroxy-4-methyl-2-trifluoromethylpentyl]- OH N O /\
/ N

1H-indol-5-yl}morpholin-4-ylmethznone

2-[4-(5-Fluoro-2-methoxypheny!)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1 H-indole-

6-carboxylic acid methyl ester

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1:7-indole-

6-carboxylic acid methyl ester

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-
4-methyl-2-triflucromethylpentyl]-1H-indole-

6-carboxylic acid

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-
4-methyl-2-trifluoromethylpentyl]-1F-indole-

6-carboxylic acid

or a tautomer, prodrug, solvate, or salt thereof.

Preferred compounds of Formula (IA) include the following:

1,1,1-Trifluoro-4-(5-fluore-2-methoxyphenyl)-2-(pyridin-2-ylmethyl)-4-methylpentan-2-ol;
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Case 9/240 PCT

1,1,1-Trifluoro-4-(5-fluoro-2-methoxypheny!)-4-methyl-2-(5-phenylbenzoxazol-2-

ylmethyl)pentan-2-ol;

2-Benzofuran-2-ylmethyl-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(3-methylbenzofuran-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl}-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 -methyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

6-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]nicotinonitrile;

2-(1H-Indol-2-ylmethyl)-1,1,1-trifluoro-4-(4-fluorophenyl)-4-methylpentan-2-ol;

2-(6-Chloro-4-trifluoromethylpyridin-2-ylmethyl})-1,1,1 trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

2-(5-Chloro-7-fluoro-1H-indol-2-ylmethyl)-1,1,1-trifluoro-4-{5-fluoro-2-methox yphenyl)-4-
methylpentan-2-ol;

4-(3,4-Dichlorophenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

2-(2,6-Dichloropyridin-4-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;
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Case 9/240 PCT

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

2-[3-(2,6-Dichloropyridin-4-ylmethy1)-4,4,4-trifluoro-3-hydroxy-1,1-dimethylbutyl]-4-

fluorophenol;

4-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-3-isoquinolin-1-ylmethyl-1,1-dimethylbutyl)phenol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-( 1 H-indol-2-ylmethyl) 4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl -4-pyridin-2-ylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-methyl- 1 H-indol-2-
ylmethyl)pentan-2-ol;

2-(1 H-Benzimidazol-2-ylmethyl)-1,1.1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-2-(6-fluoro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro4-(3-fluorophenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(quinolin4-ylmethyl)pentan-2-ol;

4-(2,3dihydro-5-cyanobenzofiran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)4-
methylpentan-2-ol;

1,1,1-Trifluoro-4~(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloropyridin-4-ylmethyl)pentan-
2-0l;

4-(3,4-Difluorophenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)}-4-methylpentan-2-ol;
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Case 9/240 PCT
1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyl)-4-methyl-2-(2-chloropyridin-4-ylmethyl)pentan-
2-al;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloroquinolin-4-
ylmethyl)pentan-2-ol;

1,1,1-Triflucro-4-(5-fluoro-2-hydrosyphenyl)-4-methyl-2-(2-chlorequinolin-4-
ylmethyl)pentan-2-ol; '

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(4-methoxyphenyl)-4-methylpentan-2-ol;
4-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(5-fluoro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-{5-methyl-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

2-Benzimidazol-1-ylmethyl-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-

ol;
1,1,1-Triflucro-4-(4-fluoro-2-methylphenyl)-2-(1 A-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-chlorobenzimidazol-2-
ylmethyl)pentan-2-ol;
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Case 9/240 PCT

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-fluoropyridin-4-ylmethyl)pentan-
2-al;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-bromopyridin-4-ylmethyl)pentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-methyl-1 H-indol -2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(4-methyl-1H4-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl}-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-methyl-1 H-benzoimidazol -2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methox yphenyl)-4-methyl-2-(6-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-trifluoromethyl-1H-
benzoimidazol-2-ylmethyl)pentan-2-ol;

2-(5-Chloro-6-fluoro-1H-benzoimidazol-2-yimethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl}-4-methylpentan-2-ol;
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1,1,1-Trifluoro-3-[ 1-(5-fluoro-2-methoxyphenyl)cyclopropyl]-2-(1 H-indol-2-ylmethyl)propan-
2-0l;

4-Fluoro-2-{4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(4-methyl-1H-indol-2-
ylmethyl)butyl]phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(6-fluoro-1H-benzoimidazol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

2-(6,7-Difluoro-1H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-oi;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyi-2-quinolin-4-
ylmethylpentan-2-ol;

4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-3-[1-(4-fluorophenyl)cyclopropyl]-2-(1 H-indol-2-ylmethyl)propan-2-ol;

2-Ethyl-6-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(6-fluoro-4-methyl-14-indol-2-ylmethyl)-4-
methylpentan-2-ol;

2-(4,6-Dimethyl-1 H-indol-2-ylmethyl)-1,1,1-trifluoro-4-{5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;
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Case 9/240 PCT
4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro-2-(1H-indol-2-yimethyl)-4-methylpentan-2-ol;
2-Ethyl-6-[4.4 4-trifluoro-3-hydroxv-3-(1 H-indol-2-ylmethyl)-1, 1 -dimethylbutyl]phenol;

2-[3-(6,7-Difluoro-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

2-(7-Chloro-5-trifluoromethyl- 1 H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

2-(5,7-Dimethyl-1 H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methyipentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethy!)-4-(5-fluoro-2-methylphenyl)-4-

methylpentan-2-ol;
1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ylmethyl)-4-(4-fluorophenyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-(3-fluorophenyl}-4-methylpentan-2-ol;

2-[3+(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol,

1,1,1-Triflucro-4-(3-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl}-4-(3-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol; -

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(4-methyl-1 H-indol-2-
ylmethyl)pentan-2-o0l;
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1,1,1-Trifluoro-4-(4-fluorophenyl)-i-methyl-2-(4-methyl- 1 H-indol-2-ylmethyl)pentan-2-ol;
1,1,1-Triflucro-4-(3-fluorophenyl)-+-methyl-2-{4-methyl-1 H-indol-2-ylmethyl)pentan-2-ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-(3-triflucromethylphenyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(5-trifluoromethyl- 1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-ylmethyl)pentan-
2-o0l;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-ylmethyl)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluocro-2-methylphenyl)-4-methyl-2-(7-methyl- 1 -benzoimidazol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-3H-

benzoimidazole-5-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(1 A-indol-2-ylmethyl}-4-methylpentan-2-ol;
1,1,1-Trifluoro-2-( 1 H-indol-2-ylmethyl)-4-methyl-4-(3-trifluoromethylphenyl)pentan-2-ol;
1,1,1-Trifluoro4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(5-trifluoromethyl-1 A-indol-2-
ylmethyl)butyl]phenol,;
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4-(5-Bromo-4-fluoro-2-methoxyphenyl)-1,1, 1 -trifluoro-4-methyl-2-quinolin-4-yimethylpentan-
2-0};

2-(6-Chloro-4-methyl-1H-indol-2-ylmethyl)-1,1,1-triflucro4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2 -hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 A-

indole-6-carbonitrile;

2-(2-Phenyl-4-methylimidazol- 1 -ylmethyl)-1,1,1-triflucro4-(5-fluoro-2-methoxypheny!)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

2-(2-Phenylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluorg-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-o0l;

1,1,1-Trifluoro-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-yl)-2-quinolin4-
ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-
yl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methox yphenyl)-2-(7-fluoro-4-methyl- | H-indol-2-ylmethyl)-4-
methylpentan-2-ol;
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1,1,1-Trifluoro-2-(1 H-indol-2-yimethyl)-4-methyl-4-m-tolylpentan-2-ol;

1,1,1-Trifluorg-2-(1 H-indol-2-ylmethyl)-4-methyl-4-naphthalen-2-ylpentan-2-ol,;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmerhyl)-4-methyl-4-o-tolylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indo!-2-ylmethyl)-4-methyl-4-p-tolylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-y1)-1,1,1-triflucro-4-methyl-2 -quinolin-4-ylmethylpentan-2-ol;

4-(7-Bromo-2,3-dihydrobenzofuran-5-y1)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-trifluoro-2-(1 H-indol-2-yimethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(1-methoxynaphthalen-2-yl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)naphthalen-1 -ol;

1,1,1-Trifluoro-4-methyl-4-naphthalen-2-yl-2-quinolin-4-ylmethylpentan-2-al;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indole-5-

carbonitrile;

2-[4-(5-Fluoro-2-methoxyphenyl}-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-indole-7-

carbonitrile;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(1-methoxynaphthalen-2-yl)-4-methylpentan-2-ol;
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2-[4,4,4-Trifluoro-3-hydroxy-3-(1H-indol-2-ylmethyl)-1,1-dimethylbutyljnaphthalen-1-ol;
1,1,1-Triflucro-4-methyl-2-quinolin-4-ylmethyl-4-p-tolylpentan-2-ol;
4-Chroman-8-yl-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-4-methyl-4-phenyl-2 -quinolin-4-ylmethylpentan-2-ol;

4-Fluaro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo{2,3-c]pyridin-2-
ylmethyl)butyl]phenol;

4-(6-Bromochroman-8-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethyipentan-2-ol;

4-Fluoro-2-[4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[ 3,2-b]pyridin-2-
yimethyl)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[3,2-b]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-( 1 H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)pentan-2-ol;

4-Fluoro-2-{4,4,4-trifluoro-3-hydroxy-1, ! -dimethyl-3-(1 H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[2,3-¢]pyridin-2-ylmethyl)pentan-2-

ol;
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Case 9/240 PCT

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(1H-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-

ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-

-methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-4-(4-flucrophenyl)-2-(5-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;
1,1,1-Trifluoro-4-(2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxyphenyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-14-

indole-3-carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
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4-(5-Bromo-2-methoxyphenyl)-1,1, | -trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;
2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
1,1,1-Trifluoro-4-methyl-4-phenyl-z-(1 H-pyrrolo{2,3-c]pyridin-2-ylmethyl)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihydrobenzofuran-7-y1)-2-hyd1;oxy-4-methyl -2-trifluoromethylpentyl]-1H-

indole-3<carbonitrile;
4-Bromo-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-
pentyl]-1H-indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2-triflucromethylpentyl)-4-methyt-1 H-indole-6-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-methyl- 1 H-indole-6-

carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-imethyl-2-trifluoromethylpentyl]-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-z-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;

1,1,1-Trifluoro-4-{4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-0l;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-pyrrolo[3,2-¢]pyridin-2-ylmethyl)pentan-2-ol;

60



10

15

20

25

30

Case 9/240 PCT

1,1,1-Trifluoro-4-(4-flucrophenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-

ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-triflucro-4-methyl-2-(1H-pyrrolo[3,2-c}pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-

1H-indole-3-carbonitrile;
2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(5,6,7,8-tetrahydroquinolin-4-
ylmethyl)pentan-2-ol;

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1H-indole-3-carbonitrile;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-¢]pyridin-2-
ylmethyl)butyl]phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1 H-indole-5-

carbonitrile;

2-{4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;
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2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-carbonitrile;
2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-indole-5-carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl}-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(7-fluoro-1 H-indoi-2-ylmethyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-flucro-1H-indol-2-ylmethyl)-4-(4-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl}-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-indole-5-

carboxylic acid methyl ester;

1-[4-(2,3-Dihydrobenzofuran-7-yl)-z-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl-1 H-pyrrolo[2,3-c]pyridin-
2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(5-trifluoromethyl-1H-indol-2-
ylmethyl)pentan-2-ol;
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4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-(5-triflugromethyl-1H-indol-2-
ylmethyl)pentan-2-ol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl}j-1H-indole-5-

carbonitrile;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-ﬁ-carboni;rilc;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(3-methyl-1 H-pyrrolo{ 2,3-c]pyridin-2-
ylmethyl)butyl}phenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmetkyl)-4-methyl-4-thiophen-3-ylpentan-2-ol;

1,1,1-Trifluoro-4-methy!-2-quinolin-4-ylmethyl-4-thiophen-3-ylpentan-2-ol;

5-Fiuoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[ 3,2-c]pyridin-2-ylmethyl)pentan-2-

ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;

3-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metho:typhenyl)-4-methyl-2-(4-trifluoromethyl-1H-indol-2-

ylmethyl)pentan-2-ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-triflucro-4-methyl-2-(5-trifluoromethyl-1H-indol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-indole-5-

carbonitrile;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-indole-5-

carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1H-indole-5-

carboxylic acid methyl ester;

4-(2,6-Dimethylphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

3-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-(1 H-pyrrolo[2,3-
c]pyridin-2-ylmethyl}pentan-2-ol; and

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carboxylic acid methyl ester,

or a tautomer, prodrug, solvate, or salt thereof.

More preferred compounds of Formula (IA) include the following:

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;
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2-(2,6-Dichloropyridin-4-ylmethyl)-1,1,1-triflucro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-methylphenyl)-2-(1 4-indol-2-ylmethyl)-4-methylpentan-2-ol;

2-[3-(2,6-Dichloropyridin4-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-dimethylbutyl ] 4-

fluorophenol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1, 1 -trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

2-(1H-Benzimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(quinolin-4-ylmethyl)pentan-2-ol;

4-(2,3-dihydro-5-cyanobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloropyridin-4-ylmethyl)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyt)-4-methyl-2-(2-chloropyridin-4-ylmethyl)pentan-
2-al;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyvphenyl)-4-methyl-2-(2-chloroquinolin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyl)-4-methyl-2-{2chloroquinolin-4-
ylmethyl)pentan-2-ol;
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1,1,1 -Triﬂubro-Z-( 1H-indol-2-ylmethyl)-4-(4-methoxyphenyl)-4-methylpentan-2-ol;
4-{4,4 4-Trifluoro-3-hydroxy-3-(1H-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;

1,1,1-Trifluoro-2-{5-fluoro-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl}-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-flucro-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluorc-2-(1 A-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Triflucro-4-(5-fluoro-2-methoxvphenyl)-4-methyl-2-(2-bromopyridin-4-ylmethyl)pentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-methyl-1 H-benzoimidazol-2-
ylmethyl)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(4-methyl-1H-indol-2-
ylmethyl)butyl]phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-yimethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(6-flucro-1 H-benzoiznidazol-2-ylmethyl)-4-( 5-fluoro-2-methoxyphenyl)-4- -

methylpentan-2-ol;

2-(6,7-Difluoro-1 H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
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4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1 -trifluoro-4-methyl-2-quinolin-4-

ylmethylpentan-2-o};

4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

2-Ethyl-6-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

2-Ethyl-6-[4,4,4-trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;

2-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2 -methoxyphenyl)-
4-methylpentan-2-ol;

2-[3-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(3-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro4-(5-flucro-2-methoxyphenyl)-4-methyl-2-( 1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(4-methyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-flucrophenyl)-4-methyl-2-(4-methyl-1 H-indol-2-ylmethyl)pentan-2-o!;

1,1,1-Trifluoro-4-(3-flucrophenyl}-4-methyl-2-(4-methyl-1 H-indol-2-ylmethyl}pentan-2-ol;

1,1,1-Trifluoro4-methyl-2-quinolin-4-yimethyl-4-(3-trifluoromethyipheny!)pentan-2-of;
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1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(7-methyl-1H-benzoimidazol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyt)-4-methylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(3-triflucromethylphenyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-(5-Bromo-4-fluoro-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin4-ylmethylpentan-

2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-tiydroxy-4-methyl-2-trifluoromethylpentyl)-4-methyl-1H-

indole-6-carbonitrile;

2-(2-Phenyl-4-methylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2 -quinolin-4-
ylmethylpentan-2-ol;

2-(2-Phenylimidazol-1-ylmethyl)-1,1, 1 -trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-(1 H-indol-2-yimethyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-yl)-2-quinolin-4-
ylmethylpentan-2-ol;
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1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

1,1,1-Trifluoro-2<1H-indol-2-ylmethyl)-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-
yl)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-m-tolylpentan-2-cl;
1,1,1-Trifluoro-2-(i H—indo1—2-ylmethyl)4—methyl4-na1;hthalen-2-ylpentan-Z-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-o-talylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-p-tolylpentan-2-ol;
4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-triflucro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
yimethylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-yl)-1,1, 1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro4-(1-methoxynaphthalen-2-yl)-4-methyl-2 -quinolin-4-ylmethylpentan-2-o};
2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin4-ylmethylbutyl)naphthalen-1-ol;
1,1,1-Trifluoro-4-methyl-4-naphthalen-2-yl-2-quinolin-4-ylmethylpentan-2-cl;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[ 3,2-c}pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1 H-indole-5-

carbonitriie;
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1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(1-methoxynaphthalen-2-yl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-p-tolylpentan-2-o);
4-Chroman-8-yl-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-4-methyi-4-phenyl-2-quinolin-4-ylmethylpentan-2-ol;
4-{6-Bromochroman-8-yl)-1,1,1-triflcoro4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methox /phenyl}-4-methyl-2-(1 H-pyrrolo[3,2-b]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxvphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(1H4-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-

ol;
1,1,1-Trifluoro-4-methyl-4-phenyl-2-cuinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-flucroquinolin-4-ylmethyl)-4-

methylpentan-2-ol;
1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(3-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-indole-3-

carbonitrile;
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2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-indole-3-

carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;

1,1,1-Trifluoro4-(2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxyphenyl)-4-methytpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-3-carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-yimethylbutyl)phenol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-( 1 H-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihydrobenzofurar-7-yi)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-3-carbonitrile;

4-Bromo-2-(4,4,4-trifluoro-3-hydroxy-1,1 -dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-ylmethyl)pentan-2-

ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 #-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;
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2-[4-(4-Fiuoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-
pentyl]-1H-indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-4-methyl-1 H-indole-6-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl ]-4-methyl-14-

indole-6-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1H-pyrrolo[ 3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-triflucromethylpentyl)-1 H-indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-
1 H-indole-3-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(5,6,7,8-tetrahydroquinolin-4-
ylmethyl)}pentan-2-ol;
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1-[4-(5-Fluoro-2-methoxyphenyl}-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-indole-3-

carbonitrile;

1,1,1-Trifluoro-4-(4-flucro-2-methox yphenyl)-4-methyl-2-(1 H-pyrrolo[ 3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-3-carbonitrile;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-c]pyridin-2-
yimethyl}butyl]phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-indole-5-

carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-msthyl-2-trifluoromethylpentyl]-1 A-indole-S-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-mathyl-2-trifluoromethylpentyl]-1H-indole-5-carbonitrile;

2-[4-(5-Flucro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(7-fluoro-1H4-indol-2-ylmethyl)-4-
methylpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy- [, 1 -dimethyl-3-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyljphenol,

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

73



10

15

20

25

30

Case 9/240 PCT

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyll-1 H-indole-5-

carboxylic acid methyl ester;

1-[4-(2,3-Dihydrobenzofuran-7-yt)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(1 Z-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl- 1 H-pyrrolo[2,3-c]pyridin-
2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-triflucromethylpentyl]-1/-indole-5-

carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy- 1,1-dimethyl-3-(! H-pyrrolo[2,3-c]pyridin-2-
ylmethyl}butyl]phenol;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1A-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-14-

indole-G-carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1 -dimethyl-3-(3-methyl- 1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyl}phenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyi)-4-methyl-4-thiophen-3-ylpentan-2-ol;
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1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-thiophen-3-ylpentan-2-ol;

S-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1 <dimethyl-3-{1 H-pyrrolo[ 3,2-c]pyridin-2-
ylmethyl)butyl}phenol;

1,1,1-Trifluoro-4-(3-fluorophenyl}-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-

ol; -
3-(4,4,4-Trifluoro-3-hydroxy-1, 1 -dimethyl-3-quinolin4-yimethylbutyl)phenol,

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 #-indole-5-

carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carboxylic acid methyl ester;
4-(2,6-Dimethylphenyl)-1,1,1-trifluoro-4-methyl-2 -quinolin-4-ylmethylpentan-2-ol;
3-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethy!butyl]phenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-(1 H-pyrrolo{2,3-
¢]pyridin-2-ylmethyl)pentan-2-ol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyt]-4-methyl-1H-

indole-6-carbonitrile;

2-[4-(4-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;
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1,1,1-Trifluoro-4-(5-fluoro-2-methox:/phenyl)-4-methyl-2-(5-nitro-1 H-indol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 Z-indole-5-

carboxylic acid amide;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carboxylic acid dimethylamide;

{2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1H-indol-5-
yl}morpholin-4-ylmethanone;

2-f4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-6-

carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hvdroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-6-

carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-indole-6-

carboxylic acid; and

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-6-

carboxylic acid,
or a tautomer, prodrug, solvate, or salt thereof.

The invention also provides a method of making a compound of Formula (1A)

F&

R’
RV{ R*
' CF,

R

(I1A)
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where R', R%, R®, R, and R® are as defined above, the method comprising;

(a) reacting an ester of Formula (II) with a suitable reducing agent in a suitable solvent to form

a diol of Formula (III)
3 3
R\ HO_ CF, . reduction R\ HO_ CF,
2 OR — 2 OH
R = R
o R

5 I Il

(b) reacting the diol of Formula (III) under suitable oxidative cleavage conditions to form a

ketone of Formula (IV}

3 3 O
R\ HO_ CF, oxidative R
R? OH —_— R?
R' cleavage R CF,
Il v ; and

10 (c) reacting the ketone of Formula ([V) with a suitable organometallic reagent R°R*M where

M is Li or MgX and X is Cl, Br, or [, in 2 suitable solvent to form the compound of

Formula (IA)
U RSR‘M S\HO){E
R? o CF, —_— R o R4'R5
v 1A ;or

(2") reacting the trifluoroacetamide of Formula (X) with a vinyl magnesium bromide bearing R?

15 and R’ in a suitable solvent to provide the trifluoromethylenone of Formula (XT)

R3
0 R? )\/Mgar

R ©
Ao A
Fac lTl CHa -_— RZ CF3
CH,
X Xl
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(b’) reacting the trifluoromethylenone of Formula (XI} with a suitable organocopper reagent
generated from an organometallic reagent R*R*M where M is Li or MgX and a copper salt
CuX, where X is Cl, Br, or I, in a suitable solvent to form the ketone of Formula (IV)

e NI
2/'\)1\ R’ CF
R CF, CuX
Xl v

3

and performing step (c) as set forth above.

The instant invention is also directed 10 compounds of Formula (IB)
3
R OH
5
2 ’\/\\ 4’R
(IB)

R' isan aryl or heteroaryl group, each optionally independently substituted with one to three

wherein:

substituent groups,

wherein each substituent group of R! is independently C;-Cs alkyl, C2-Cs alkenyl, C;-Cs
alkymyl, C,-C; cycloalkyl, heterocyclyl, aryl, heteroaryl, C;-Cs alkoxy, Ci-Cs
alkenyloxy, C;-Cs alkynyloxy, aryloxy, acyl, C,-Cs alkoxycarbonyl, C,-Cs alkanoyloxy,
C,-Cs alkanoyl, aroyl, aminocarbonyl, C,-Cs; alkylaminocarbonyl, C;-C;s
dialkylaminocarbonyl, amirocarbonyloxy, C;-Cs alkylaminocarbonyloxy, C,-Cs
dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C,-Cs alkoxycarbonylamino, C;-Cs
alkylsulfonylamino, aminosulfonyl, C-Cs alkylaminosulfonyl, Ci-Cs
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl,
trifluoromethoxy, nitro, or amino wherein the nitrogen atom is optionaily independently
mono- or di-substituted by C,-Cs alkyl or aryl; or ureido wherein either nitrogen atom is
optionally independently substituted with C,-Cs alkyl; or C,-Cs alkylthio wherein the

sulfur atom is optionally oxidized to a sulfoxide or sulfone,
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wherein each substituent group of R! is optionally independently substituted with
one to three substituent groups selected from methyl, methoxy, halogen, hydroxy,

0X0, Cyano, Or amino,

R? and R? are each independently C,-Cs alkyl;

R‘

is C,-C; alkyl, C;-C; alkenyl, or C;-C; alkynyl, each opticnally independently substituted

with one to three substituent groups,

wherein each substituent group of R* is independently C,-C; alkyl, hydroxy, halogen, or

0XO0;

is a heteroaryl group optionally independently substituted with one to three substituent
groups,

wherein each substituent group of R’ is independently C,-Cs alkyl, C;-Cs alkenyl, C;-Cs
alkynyl, C;-Cy cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy, C,-C;s
alkenyloxy, C,-Cs alkynyloxy, aryloxy, acyl, C,-Cs alkoxycarbonyl, C,-Cs alkanoyloxy,
aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C,-Cs
alkoxycarbonylamino, C,-C; alkylsulfonylamino, C,-Cs alkylaminosulfonyl, C,-Cs
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl,
triflucromethoxy, trifluoromethylthio, nitro, or amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C,-Cs alkyl; or ureido wherein
either nitrogen atomn is optionally independently substituted with C,-Cs alkyl; or C,-Cs

alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,
wherein each substituent group of R’ is optionally independently substituted with

one to three substituent groups selected from C,-C; alkyl, C,-C; alkoxy, halogen,

hydroxy, oxo, cyano, amino, or trifluoromethyl; and
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RG

is C;-C, alkyl, C,-C; alkenyl, C,-Cs alkynyl, carbocycle, heterocyclyl, aryl, heteroaryl,
carbocycle-C,-C, alkyl, aryl-C,-C; alkyl, aryl-C,-C; haloalkyl, heterocyclyl-C,-C, alkyl,
heteroaryl-C,-Cy alkyl, carbocycle-C;-C, alkenyl, aryl-C;-Cy alkenyl, heterocyclyl-C,-Cy
alkenyl, or heteroaryl-C,-Cy alkenyl, each optionally independently substituted with one
ta three substituent groups,

wherein each substituent group of R® is independently C,-Cs alkyl, C,-Cs alkenyl, C»-Cs
alkynyl, Cs-Cs cycloalkyl, phenyl, C,-Cs alkoxy, phenoxy, C,-Cs alkanoyl, aroyl, C,-Cs
alkoxycarbonyl, C,-Cs alkanayloxy, aminocarbonyloxy, C,-Cs alkylaminocarbonyloxy,
C,-C; dialkylaminocarbonyloxy, aminocarbonyl, C,-Cs alkylaminocarbonyl, C,-Cs
dialkylaminocarbonyl, C;-C; alkanoylamino, C;-C; alkoxycarbonylamino, C,-Cs
alkylsulfonylamino, C,-Cs alkylaminosulfonyl, C,-Cs dialkylaminosulfonyl, halogen,
hydroxy, carboxy, cyano, oxo, trifluoromethyl, nitro, amino wherein the nitrogen atom
is optionally independently mono- or di-substituted by C,-Cs alkyl; or ureido wherein
either nitrogen atom is optionally independently substituted with C;-Cs alky!; or C,-Cs

alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,

wherein R® cannot be trifluoromethyl,

or a tautomer, prodrug, solvate, or salt thereof.

Another aspect of the invention includes compounds of Formula (IB), wherein:

Rl

is thienyl, phenyl, naphtkyl, dihydrobenzofuranyl, benzofuranyl, chromanyl,
dihydroindolyl, indolyl, dihydrobenzothienyl, benzothienyl, benzodioxolanyl,
benzoxazolyl, benzisoxazolyl, benzpyrazolyl, benzimidazolyl, quinolinyl, pyridinyl,
pyrimidinyl, or pyrazinyl, each optionally independently substituted with one to three

substituent groups,

wherein each substituent group of R' is independently C;-C; alkyl, C,-C; alkenyl, C,-Cs
alkynyl, C-C; alkoxy, C;-C; alkenyloxy, C,-C; alkanoyl, C,-C, alkoxycarbonyl, C,-C;
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alkanoyloxy, halogen, hydroxy, carboxy, cyano, triflucromethyl, nitro, or C;-C;

alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,

wherein each substituent group of R' is optionally independently substituted with a
substituent group selected from methyl, methoxy, halogen, hydroxy, oxo, cyano, or

amino;

R? and R? are each independently C,C, alkyl;

R*is CHy;

RS

Rﬁ

is an imidazolyl, pyridyl, indolyl, azaindolyl, diazaindolyl, benzofuranyl,
furanopyridinyl, furanopyrimidinyl, benzothienyl, thienopyridinyl, thienopyrimidinyi,
benzoxazolyl, oxazolopyridinyl, benzothiazolyl, thiazolopyridinyl, benzimidazolyl,
imidazolopyridinyl, quinolinyl, or isoquinolinyl group, each optionally independently

substituted with one to three substituent groups,

wherein each substituent group of R® is independently C,-C; alkyl, C,-C, alkenyl,
phenyl, C,-C; alkoxy, methoxycarbonyl, aminocarbonyl, C,-C; alkylaminocarbonyl,
C,-C; dialkylaminocarbonyl, heterocyclylcarbonyl, fluoro, chloroe, bromo, cyano,
trifluoromethyl, or C;-C; alkylthio wherein the sulfur atom is optionally oxidized to a

sulfoxide or sulfone,

wherein each substituent group of R’ is optionally independently substituted with a
substituent group selected from methyl, methoxy, fluoro, chloro, bromo, ar

trifluoromethy!; and

is C;-Cs alkyl, C;-Cs alkenyl, C3-Cs cycloalkyl, phenyl, Cs-C¢ cycloalkyl-C,-Cs alkyl,
phenyl-C;-C; alkyl, phenyl-C,-C, haloalkyl, C;-Cy cycloalkyl-C,-Cs alkenyl, phenyl-C,-
C, alkenyl, each optionally independently substituted with one to three substituent
groups,
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wherein each substituent group of Réis independently C,-C, alkyl, C;-C; alkenyl, C;-C,
alkynyl, C,-C; alkoxy, aminocarbonyl, C,-C; alkylaminocarbonyl, C,-C;

dialkylaminocarbonyl, halogen, hydroxy, carboxy, cyano, trifluioromethyl, nitro, or C,-

C; alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,
or a tautomer, prodrug, solvate, or salt thereof.
Yet another aspect of the invention includes compounds of Formula (IB), wherein:

R' is thienyl, phenyl, naphthyl, pyridyl, chromany}, dihydrobenzofuranyl, or benzofuranyl, each

optionally independently substituted with one or two substituent groups,

wherein each substituent group of R' is independently methyl, ethyl, methoxy, ethoxy,

fluoro, chlore, bromo, hydroxy, trifluoromethyl, or cyano;
R? and R? are each methyl:
R*is CH;;
R* is a pyrdyl, indolyl, azaindolyl, benzofuranyl, furanopyridinyl, thienopyridinyl,

benzoxazolyl, benzimidazolyl, quinolinyl, or isoquinclinyl group, each optionally

independently substituted with one to three substituent groups,

wherein each substituent group of R* is independently methyl, phenyl,
methoxycarbonyl, aminocarbonyl, methylaminocarbonyl,
dimethylaminoaminocarbonyl, morpholinylcarbonyl, fluoro, chloro, bromo, cyano, or

trifluoromethyl; and

R® is C,-Cs alkyl, C;-Cs cycloalkyl, C;-Cs cycloalkyl-methyl-, or benzyl, each optionally

independently substituted with one to three substituent groups,
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wherein each substituent group of R® is independently methyl, methoxy, fluoro, chloro,

bromo, cyano, triflucromethyl, or hydroxy,
or a tautomer, prodrug, solvate, or sali thereof.
Yet another aspect of the invention includes compounds of Formula (IB), wherein:

R' is phenyl, dihydrobenzofuranyl, or benzofuranyl, each optionally independently

substituted with one to three substituent groups,
wherein each substituent group of R' is independently C,-C; alkyl, C,-C, alkenyl, C;-C;
alkynyl, C,-C; alkoxy, C;-C; alkenyloxy, C,-C, alkanoyl, C,-C, alkoxycarbonyl, C,-C;
alkanoyloxy, halogen, hydroxy, carboxy, cyano, trifluoromethyl, nitro, or C,-C,
alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone; and
R? and R? are each independently C,-C; alkyl,

or a tautomer, prodrug, solvate, or salt thereof.

In yet other aspects of the invention, one to three substituent groups of R! in the compounds of
y P group p

Formula (IB) is independently C,-C; elkylamino or C,-C; dialkylamino.

The following are representative compounds of Formula (IB) according to the invention:

Compound Name Compound Structure

2-Cyclopropyl-4-(5-fluoro-2-
methoxyphenyl)-1-(1 H-indol-2-yl)4-
methylpentan-2-ol
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5-(5-Fluoro-2-methoxyphenyl)-3-(1H-indol-
2-ylmethyl)-2,5-dimethylhexan-3-ol

5-(5-Fluoro-2-methoxyphenyl)-3-(1H-indol-
2-ylmethyl)-5-methylhexan-3-o0l

2-Cyclohexylmethyl-1-(4,6-
dimethylpyridin-2-y1)-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol

2-Cyclohexylmethyl-4-(5-fluoro-2-
methoxyphenyl)-1-(1 H-indo)-2-yl)-4-
methylpentan-2-ol

7-(5-Fluoro-2-methoxyphenyl}-5-(1 H-indol-
2-ylmethyl)-7-

methyloctan-5-ol
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2-(Benzimidazol-2-ylmethyl)-4-methyl-4-
(pyrrol-1-yi)pentan-2-ol

i-(1H-Benzoimidazol-2-yl)-2-
cyclohexylmethyl-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol

5-5-Fluoro-2-methoxyphenyl)-3-
(benzimidazol-2-ylmethyl)-2,2,5-
trimethylhexan-3-ol

4-(5-Fluoro-2-methoxyphenyl)-2-
fluoromethyl-1-(1 H-indol-2-yl)-4-

methylpentan-2-ol

2-Cyclopropyl-4-(2,3-dihydrobenzofuran-7-
yh-1-(1H-indol-2-yl)<4-methylpentan-2-ol

2-Cyclopropyl-4-(2,3-dihydrobenzofuran-7-
yl}-1-(quinolin-4-yl)-4-methylpentan-2-ol
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2-Cyclopropyl-4-(5-fluoro-2-
methoxyphenyl)-1-(6-cyano-4-methylindol-
2-yl)-4-methylpentan-2-ol

2-Cyclopropyl-4-(5-fluoro-2-
methoxyphenyl)-4-methyl-1-(14-
pyrrolof2,3-c]pyridin-2-yl)pentan-2-ol

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-
cyclopropyl-4-methyl-1-(1H-pyrrolo[2,3-
c]pyridin-2-yl)pentan-2-ol

or a tautomer, prodrug, solvate, or salt thereof,

Preferred compounds of Formula (IB) include the following;

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-1-(1H-indol-2-yl)-4-methylpentan-2-ol;

5-(5-Fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl)-2,5-dimethythexan-3-ol;

5-(5-Fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl)-5-methylhexan-3-ol;

1-Cyclohexyl-4-(5-fluoro-2-methoxyphenyl)-2-(indol-2-ylmethyl)-4-methylpentan-2-ol;

5-(5-Fluoro-2-methoxyphenyl)-3-(benzimidazol-2-ylmethyl)-2,2,5-trimethylhexan-3-ol;

4-(5-Fluoro-2-methoxyphenyl)-2-fluoromethyl-1-(1 H-indol-2-yl)-4-methylpentan-2-ol;
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2-Cyclopropyl-4-(2,3-dihydrobenzofuran-7-yl)-1-(1 H-indol-2-yl)-4-methylpentan-2-ol;
2-Cyclopropyl-4-(2,3-dihydrobenzofuran-7-yl)-1-(quinolin4-yl)-4-methylpentan-2-ol;

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-1-(6-cyano-4-methylindol-2-yl)-4-methylpentan-
2-o0l;

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-4-methyl-1-(1 H-pyrrolo[2,3-c]pyridin-2-
yl)pentan-2-ol; and

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-cyclopropyl-4-methyl-1-(1 H-pyrrolo[2,3-c]pyridin-
2-yl)pentan-2-ol,

or a tautomer, prodrug, solvate, or salt thereof.
More preferred compounds of Formulz (IB) include:
2-Cyclopropyl-4-(2,3-dihydrobenzofuran-7-yl)-1-(1 H-indol-2-yl)-4-methylpentan-2-ol; and

2-Cyclopropyl-4<(5-fluoro-2-methoxyphenyl)-4-methyl-1-(1 H-pyrrolo(2,3-c]pyridin-2-
yl)pentan-2-ol;

or a tautomer, prodrug, solvate, or salt thereof.

The invention further provides methods of making a compound of Formula (IB). One method

of making a compound of Formula (IB)

R’

OH
R°
Rz)ﬂ e R*
R R (IB)
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where R! is an optionally substituted 2-methoxyphenyl group and R?, R?, R*, R®, and R® are as

defined above, the method comprising:

(a) reacting an optionally substituted phenol of Formula (XXII) with an acryloyl chloride of

5 Formula (XIII) in the presence of a suitable base, followed by cyclization of the
intermediate ester by treatment with a suitable Lewis acid to form a lactone of Formula
(XIV)
o)
OH o o
R — N Cl)l Base R:
J T, T ey
Xl Xl XV

10 (b) reacting the lactone of Formula (XIV) with a suitable amine HNR'R", followed by
treatment of the intermediate phenol with methyl iodide in the presence of a suitable base

to form an amide of Formula (XV)
O
O OMe R’
R2
1 1 HNR'R“
R' R 3 m
2. Mel R
Base

15 (c) reacting the amide of Formula (3{V) with a suitable orginometallic reagent R°M, where
M is Li or MgX and X is Cl, Br, or I, in a suitable solvent to form a ketone of Formula
(XVD
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OMe R OMe R
N’ R" RGM
|
RIII
XV XVI

(d) reacting the ketone of Formula (XVI) with a suitable organometallic reagent R°R'M
where M is Li or MgX and X is Cl, Br, or I, in a suitable solvent to form the compound
of Formula (IB)

IB,R'=

RI

A second method for making a compound of Formula (IB) comprises:
(') reacting an amide of Formula (XVII) with a vinyl magnesium bromide bearing R* and R’

of Formula (XVIII) in a suitable solvent to provide an enone of Formula (XIX)

10 .
(b") reacting the enone of Formula (XIX) with a snitable organocopper reagent generated

from an organometallic reagent R'M, where M is Li or MgX, and a copper salt CuX,

where X is Cl, Br, or |, in a suitable solvent to form a ketone of Formula (XX)
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3 2 30
U R R><R./U\
N B —_— 1 6
R R R R
CuX
XIX XX - and

(¢’) reacting the ketone of Formula (XX) with a suitable organometallic reagent R°R*M,

where M is Li or MgX, and X is Cl, Br, or I, in a suitable solvent to form the compound

of Formula (IB)
2 - R —_ R2 - - RS
XX IB

In another aspect of the invention, the compounds according to the invention are formulated
into pharmaceutical compositions comprising an effective amount, preferably a
pharmaceutically effective amount, of a compound according to the invention or a tautomer,

prodrug, solvate, or salt thereof, and a pharmaceutically acceptable excipient or carrier.

The invention also provides a method of modulating the glucocorticoid receptor function in a
patient, the method comprising administering to the patient an effective amount of a compound

according to the invention or a tautomer, prodrug, solvate, or salt thereof.

The invention further provides a metlod of treating a disease-state or condition mediated by the
glucocorticoid receptor function in a patient in need of such treatment, the method comprising
administering to the patient an effective amount of a pharmaceutically acceptable compound

according to the invention or a tautomer, prodrug, solvate, or salt thereof.

In addition, the invention also provides a method of treating a disease-state or condition
selected from: type II diabetes, obesity, cardiovascular diseases, hypertension, arteriosclerosis,
neurological diseases, adrenal and pituitary tumers, and glaucoma, in a patient in need of such

treatment, the method comprising administering to the patient an effective amount of a
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pharmaceutically acceptable compound according to the invention or a tautomer, prodrug,

solvate, or salt thereof,

The invention provides a method of treating a disease characterized by inflammatory, allergic,
or proliferative processes, in a patient in need of such treatment, the method comprising
administering to the patient an effective amount of a pharmaceutically acceptable compound
according to the invention or a tautomer, prodrug, solvate, or salt thereof. In a preferred
embodiment of the invention, the disease characterized by inflammatory, allergic, or
proliferative processes is selected from: (i) lung diseases; (ii) rheumatic diseases or
autoimmune diseases or joint diseasss; (iii) allergic diseases; (iv) vasculitis diseases; (v)
dermatological diseases; (vi) renal diseases; (vii) hepatic diseases; (viii) gastrointestinal
diseases; (ix) proctological diseases; (x) eye diseases; (xi) diseases of the ear, nose, and throat
(ENT) area; (xii) neurological diseases; (xiii) blood diseases; (xiv) tumor diseases; (xv)
endocrine diseases; (xvi) organ and tissue transplantations and graft-versus-host diseases; (xvii)
severe states of shock; (xviii) substitution therapy; and (xix) pain of inflammatory genesis. In
another preferred embodiment of the invention, the disease characterized by inflammatory,
allergic, or proliferative processes is selected from: type I diabetes, osteoarthritis, Guillain-
Barre syndrome, restenosis following percutaneous transluminal coronary angioplasty,
Alzheimer disease, acute and chronic pain, atherosclerosis, reperfusion injury, bone resorption
diseases, congestive heart failure, myocardial infarction, thermal injury, multiple organ injury
secondary to trauma, acute purulent meningitis, necrotizing enterocolitis, and syndromes

associated with hemodialysis, leukopheresis, and granulocyte transfusion.

The invention further provides methods of treating the disease-states or conditions mentioned
above, in a patient in need of such treatment, the methods comprising sequentially or
simultaneously administering to the patient: (a) an effective amount of a pharmaceutically
acceptable compound according to the :nvention or a tautomer, prodrug, solvate, or salt thereof;

and (b) a pharmaceutically acceptable glucocorticoid.

The invention further provides a method of assaying the glucocorticoid receptor function in a
sample, comprising: (a) contacting the sample with a selected amount of a compound according

to the invention or a tautomer, prodrug, solvate, or salt thereof;, and (b} detecting the amount of
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the compound according to the invention or a tautomer, prodrug, solvate, or salt thereof bound
to glucocorticoid receptors in the sample. In a preferred embodiment of the invention, the
compound according to the invention or a tautomer, prodrug, solvate, or salt thereof is labeled
with a detectable marker selected from: a radiolabel, fluorescent tag, a chemiluminescent tag, a

chromophore, and a spin label.

The invention also provides a method of imaging the glucocorticoid receptor distribution in a
sample or patient, the method comprising: {a) contacting the sample or administering to a
patient a compound according to the invention or a tautomer, prodrug, solvate, or sait thereof
having a detectable marker; (b) detecting the spatial distribution and amount of the compound
according to the invention or a tautomer, prodrug, solvate, or salt thereof having a detectable
marker bound to glucocorticoid receptors in the sample or patient using an imaging means to
obtain an image; and (c) displaying an image of the spatial distribution and amount of the
compound according to the invention or a tautomer, prodrug, solvate, or salt thereof having a
detectable marker bound to glucocorticoid receptors in the sample. In a preferred embodiment
of the invention, the imaging means is selected from: radioscintigraphy, nuclear magnetic
resonance imaging (MRI), computed tomography (CT scan), or positron emission tomography
(PET).

The invention also provides a kit for the in vitro diagnostic determination of the glucocorticoid
receptor function in a2 sample, compfising: (a) a diapnostically effective amount of a compound
according to the invention or a tautomer, prodrug, solvate, or salt thereof} and (b) instructions

for use of the diagnostic kit.

Detailed Description of the Invention

Definition of Terms and Conventions Used

Terms not specifically defined hercin should be given the meanings that would be given to
them by one of skill in the art in light of the disclosure and the context. As used in the
specification and appended claims, however, unless specified to the contrary, the following

terms have the meaning indicated and the following conventions are adhered to.

A. Chemical Nomenclature, Terms, and Conventions
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In the groups, radicals, or moieties defined below, the number of carbon atoms is often
specified preceding the group, for example, C,-Cyp alkyl means an alkyl group or radical having
1 to 10 carbon atoms. The term “lower” applied to any carbon-containing group means a group
containing from 1 to 8 carbon atoms, as appropriate to the group (i.e., a cyclic group must have
at least 3 atoms to constitute a ring). In general, for groups comprising two or more subgroups,
the last named group is the radical attachment point, for example, “alkylaryl” means a
monovalent radical of the formula Alk-Ar-, while “arylalkyl” means a monovalent radical of
the formula Ar-Alk- (where Alk is an alkyl group and Ar is an aryl group). Furthermore, the
use of a termn designating a monovalent radical where a divalent radical is appropriate shall be
construed to designate the respective divalent radical and vice versa. Unless otherwise
specified, conventional definitions of terms control and conventional stable atomn valences are

presumed and achieved in all formulas and groups.

The terms “alkyl” or “alkyl group” mean a branched or straight-chain saturated aliphatic
hydrocarbon monovalent radical. This term is exemplified by groups such as methyl, ethyl, n-
propyl, 1-methylethyl (isopropyl), a-butyl, n-pentyl, 1,1-dimethylethyl (teri-butyl), and the like.
It may be abbreviated “Alk”.

The terms “alkenyl” or “alkenyl group” mean a branched or straight-chain aliphatic
hydrocarbon monovalent radical coataining at least one carbon-carbon double bond. This term
is exemplified by groups such as ethenyl, propenyl, »-butenyl, isobutenyl, 3-methylbut-2-enyl,
n-pentenyl, heptenyl, octenyl, decenyl, and the like.

The terms “alkynyl” or “alkynyl group” mean a branched or straight-chain aliphatic
hydrocarbon menovalent radical containing at least one carbon-carbon triple bond. This term is
exemplified by groups such as ethynyl, propynyl, n-butynyl, 2-butynyl, 3-methylbutynyl, »-
pentynyl, heptynyl, octynyl, decynyl, and the like.

The terms “alkylene” or “alkylene group™ mean a branched or straight-chain saturated aliphatic
hydrocarbon divalent radical having the specified number of carbon atoms. This term is
exemnplified by groups such as methylene, ethylene, propylene, n-butylene, and the like, and

may altemnatively and equivalently be denoted herein as -(alkyl)-.
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The terms “alkenylene™ or “alkenylene group” mean a branched or straight-chain aliphatic
hydrocarbon divalent radical having the specified number of carbon atoms and at least one
carbon-carbon double bond. This term is exemplified by groups such as ethenylene,
propenylene, n-butenylene, and the like, and may alternatively and equivalently be denoted

herein as ~(alkylenyl)-.

The terms “alkynylene” or “alkynylene group™ mean a branched or straight-chain aliphatic
hydrocarbon divalent radical containing at least one carbon-carbon triple bond. This term is
exemplified by groups such as ethynylene, propynylene, n-butynylene, 2-butynylene, 3-
methylbutynylene, n-pentynylene, heptynylene, octynylene, decynylene, and the like, and may
alternatively and equivalently be denoted herein as -(alkynyl)-.

The terms *“alkoxy” or “alkoxy group” mean a monovalent radical of the formula AlkO-, where
Alk is an alkyl group. This term is exemplified by groups such as methoxy, ethoxy, propoxy,

isopropoxy, butoxy, sec-butoxy, fert-butoxy, pentoxy, and the like.

L2 I

The terms “aryloxy”, “aryloxy group”, mean a monovalent radical of the formula ArO-, where
Ar is aryl. This term is exemplified by groups such as phenoxy, naphthoxy, and the like.

The terms “alkylcarbonyl”, “alkylcarbonyl group”, “alkanoyl”, or “alkanoyl group” mean a
monovalent radical of the formula AlkC(O)-, where Alk is alkyl or hydrogen.

The terms “arylcarbonyl”, “arylcarbonyl group”, “aroyl” or “aroyl group” mean a monovalent
radical of the formula ArC(Q)-, where Ar is aryl.

The terms “acyl” or “acyl group” mean a monovalent radical of the formula RC(Q)-, where R is
a substituent selected from hydrogen or an organic substituent. Exemplary substituents include
alkyl, aryl, arylalkyl, cycloalkyl, heterocyclyl, heteroaryl, heteroarylalkyl, and the like. As

such, the terms comprise alkylcarbonyl groups and arylcarbonyl groups.
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The terms “acylamino™ or “acylamino group” mean a monovalent radical of the formula

RC(O)N(R)-, where each R is a substituent selected from hydrogen or a substituent group.

The terms *‘alkoxycarbonyl” or “alkoxycarbonyl group” mean a monovalent radical of the
formula AIKO-C(O)-, where Alk is alkyl. Exemplary alkoxycarbonyl groups include
methoxycarbonyl, ethoxycarbonyl, rert-butyloxycarbonyl, and the like.

The terms “alkylaminocarbonyloxy™ or “alkylaminocarbonyloxy group” mean a monovalent

radical of the formula R;NC(O)O-, where each R is independently hydrogen or lower alkyl.

The term “‘alkoxycarbonylamine” o “alkoxycarbonylamine group™ mean 2 monovalent radical
of the formula ROC(O)NH-, where R is lower alkyl.

The terms “alkylcarbonylamino” or “alkylcarbonylamino group” or “alkanoylamino™ or
“alkanoylamino groups” mean a monovalent radical of the formula AlkC(O)NH-, where Alk is

alkyl. Exemplary alkylcarbonylamino groups include acetamido (CH;C(O)NH-).

The terms “alkylaminocarbonyloxy” or “alkylaminocarbonyloxy group” mean a monovalent
radical of the formula AIKNHC(O)O-, where Alk is alkyl.

The terms “amino” or “amino group” mean an -NH; group.

The terms “alkylamino™ or “alkylamino group” mean a monovalent radical of the formula
(AIK)NH-, where Alk is alkyl. Exemplary alkylamino groups include methylamino,

ethylamino, propylamino, butylamino, fer¢t-butylamino, and the like.

The terms “dialkylamino™ or “dialkylamino group” mean a monovalent radical of the formula
(AIK)(AIK)N-, where each Alk is independently alkyl. Exemplary dialkylamino groups include
dimethylamino, methylethylamino, diethylamino, dipropylamino, ethylpropylamino, and the
like.
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The terms “substituted amino” or “substituted amino group™” mean a monovalent radical of the
formula -NR;, where each R is independently a substituent selected from hydrogen or the
specified substituents (but where both Rs cannot be hydrogen). Exemplary substituents include
alkyl, alkanoyl, aryl, arylalkyl, cycloalkyl, heterocyclyl, heteroaryl, heteroarylalkyl, and the
like.

The terms *“alkoxycarbonylamino™ or “alkoxycarbonylamino group™ mean a monovalent
radical of the formula AIkOC(O)NH-, where Alk is alkyl,

The terms “ureido™ or “ureido group™ mean a monovalent radical of the formula R,NC(O)NH-,

where each R is independently hydrogen or alkyl.

The terms “halogen” or “halogen group™ mean a fluoro, chloro, bromo, or iodo group.

The terrn *halo” means one or more hydrogen atoms of the group are replaced by halogen

groups.

The terms “haloalkyl” or “haloalkyl group” mean a branched or straight-chain saturated
aliphatic hydrocarbon monovalent radical, wherein one or more hydrogen atoms thereof are
each independently replaced with halogen atoms. This term is exemplified by groups such as
chloromethyl, 1,2-dibromoethyl, 1,1,1-trifluoropropyl, 2-iodobutyl, 1-chloro-2-bromo-3-
fluoropentyl, and the like.

The terms “sulfanyl”, “sulfanyl group”, “thioether”, or “thicether group™ mean a divalent

radical of the formula -S-.
The terms *“alkylthio” or “alkylthio group” mean a monovalent radical of the formula AlkS-,
where Alk is alkyl  Exemplary groups include methylthio, ethylthio, n-propylthio,

isopropylthio, n-butylthio, and the like.

The terms “sulfonyl” or “sulfonyl group™” mean a divalent radical of the formula -SO;-.
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The terms “sulfonylamino™ or “sulfonylamino group™ mean a divalent radical of the formula

-SO;NR-, where R is a hydrogen or a substituent group.

The terms “aminosulfonyl” or “aminosulfonyl group™ mean a monovalent radical of the

formula NR;S0,-, where R is each independently a hydrogen or a substituent group.

The terms *carbocycle” or “carbocyclic group” mean a stable aliphatic 3- to 15-membered
monocyclic or polycyclic monovalent or divalent radical consisting solely of carbon and
hydrogen atoms which may comprise one or more fused or bridged ring(s), preferably a 5- to 7-
membered monocyclic or 7- to 10-membered bicyclic ring. Unless otherwise specified, the
carbocycle may be attached at any carbon atom which results in a stable structure and, if
substituted, may be substituted at any suitable carbon atom which results in a stable structure.
The term comprises cycloalkyl (including spiro cycloalkyl), cycloalkylene, cycloalkenyl,
cycloalkenylene, cycloalkynyl, and cycloalkynylene, and the like.

The terms “cycloalkyl” or “cycloalkyl group” mean a stable aliphatic saturated 3- to 15-
membered monocyclic or polycyclic monovalent radical consisting solely of carbon and
hydrogen atoms which may comprise cne or more fused or bridged ring(s), preferably a 5- to 7-
membered monocyclic or 7- to 10-membered bicyclic ring. Unless otherwise specified, the
cycloalkyl ring may be attached at anv carbon atom which results in a stable structure and, if
substituted, may be substituted at any suitable carbon atom which results in a stable structure.
Exemplary cycloalkyl groups include cyclopropyl, cyclobutyl, cyclopentyl, cyclohexyl,
cycloheptyl, cyclooctyl, ¢yclononyl, cyclodecyl, norbornanyl, adamantyl, tetrahydronaphthyl
(tetralin), 1-decalinyl, bicyclo[2.2.2]octanyl, 1-methylcyclopropyl, 2-methylcyclopentyl, 2-
methylcyclooctyl, and the like.

The terms “cycloalkenyl” or “cycloalkenyl group” mean a stable aliphatic 3- to 15-membered
monocyclic or polycyclic monovalent radical having at least one carbon-carbon double bond
and consisting solely of carbon and hydrogen atoms which may comprise one or more fused or
bridged ring(s), preferably a 5- to 7-membered monocyclic or 7- to 10-membered bicyclic rning.
Unless otherwise specified, the cycloalkenyl ring may be attached at any carbon atom which

results in a stable structure and, if substituted, may be substituted at any suitable carbon atom
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which results in a stable structure. Exemplary cycloalkenyl groups include cyclopentenyl,
cyclohexenyl, cycloheptenyl, cyclooctenyl, cyclononenyl, cyclodecenyl, norbomenyl, 2-

methylcyclopentenyl, 2-methylcyclocctenyl, and the like.

The terms “cycloalkynyl” or “cycloalkynyl group” mean a stable aliphatic 8- to 15-membered
monocyclic or polycyclic monovaleni radical having at least one carbon-carbon triple bond and
consisting solely of carbon and hydrogen atoms which may comprise one or more fused or
bridged ring(s), preferably a 8- to 10-membered monocyclic or 12- to 15-membered bicyclic
ring. Unless otherwise specified, the cycloalkynyl ring may be attached at any carbon atom
which results in a stable structure ang, if substituted, may be substituted at any suitable carbon
atom which results in a stable structure. Exemplary cycloalkynyl groups include, cyclooctynyl,
cyclononynyl, cyclodecynyl, 2-methylcyclooctynyl, and the like.

The terms “cycloalkylene” or “cycloalkylene group” mean a stable saturated aliphatic 3- to 15-
membered monocyclic or polycyclic divalent radical consisting solely of carbon and hydrogen
atoms which may comprise one or more fused or bridged ring(s), preferably a 5- to 7-
membered monocyclic or 7- to 10-membered bicyclic ring. Unless otherwise specified, the
cycloalky] ring may be attached at any carbon atom which results in a stable structure and, if
substituted, may be substituted at any suitable carbon atom which results in a stable structure.

Exemplary cycloalkylene groups include cyclopentylene, and the like.

The terms “cycloalkenylene” or “cycloalkenylene group” mean a stable aliphatic 5- to 15-
membered monocyclic or polycyclic divalent radical having at least one carbon-carbon double
bond and consisting solely of carbon and hydrogen atoms which may comprise one or more
fused or bridged ring(s), preferably a 5- to 7-membered monocyclic or 7- to 10-membered
bicyclic ring. Unless otherwise specified, the cycloalkenylene ring may be attached at any
carbon atom which results in a stable structure and, if substituted, may be substituted at a.‘['l_;/
suitable carbon atom which results in a stable structure. Exemplary cycloalkenylene groups
include cyclopentenylene, cyclohexenylene, cycloheptenylent;, cyclooctenylene,
cyclononenylene, cyclodecenylene, norbornenylene, 2-methylcyclopentenylene, 2-

methylcyclooctenylene, and the like.
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The terms “cycloalkynylene™ or “cycloalkynylene group” mean a stable aliphatic 8- to 15-
membered menocyclic or polycyclic divalent radical having at least one carbon-carbon triple
bond and consisting solely of carbon and hydrogen atoms which may comprise one or more
fused or bridged ring(s), preferably a 8- to 10-membered monocyclic or 12- to 15-membered
bicyclic ring. Unless otherwise specified, the cycloalkynylene ring may be attached at any
carbon atom which results in a stable structure and, if substituted, may be substituted at any
suitable carbon atom which results in a stable structure. Exemplary cycloalkynylene groups
include cyclooctynylene, cyclononynylene, cyclodecynylene, 2-methylcyclooctynylene, and the
like.

The terms “aryl” or “aryl group” mean an aromatic carbocyclic monovalent or divalent radical
of from 6 to 14 carbon atoms having a single ring (e.g., phenyl or phenylene) or multiple
condensed rings (e.g., naphthyl or anthranyl). Unless otherwise specified, the aryl ring may be
attached at any suitable carbon atom which results in a stable structure and, if substituted, may
be substituted at any suitable carbon atom which results in a stable structure. Exemplary aryl
groups include phenyl, naphthyl, anthryl, phenanthryl, indanyl, indenyl, biphenyl, and the like,
It may be abbreviated “Ar”.

The terms “heteroaryl” or “hetercaryl group” mean a stable aromatic 5- to 14-membered,
monocyclic or polycyclic monovalent or divalent radical Which may comprise one or more
fused or bridged ring(s), preferably a 5- to 7-membered monocyclic or 7- to 10-membered
bicyclic radical, having from one to four heteroatoms in the ring(s) independently selected from
nitrogen, oxygen, and sulfur, wherein any sulfur heteroatoms may optionally be oxidized and
any nitrogen heteroatom may optionally be oxidized or be quaternized. Unless otherwise
specified, the heteroaryl ring may be attached at any suitable heteroatom or carbon atom which
results in a stable structure and, if substituted, may be substituted at any suitable heteroatom or
carbon atom which results in a stable structure. Exemplary and preferred heteroaryls include
furanyl, thienyl, pyrrolyl, oxazolyl, thiazolyl, imidazolyl, pyrazolyl, isoxazolyl, isothiazolyl,
oxadiazolyl, triazolyl, tetrazolyl, thiadiazolyl, pyridinyl, pyridazinyl, pyrimidinyl, pyrazinyl,
triazinyl, indolizinyl, azaindolizinyl, indolyl, azaindolyl, diazaindolyl, dihydroindolyl,
dihydroazaindoyl, isoindolyl, azaisoindolyl, benzofuranyl, furanopyridinyl, furanopyrimidinyl,

furanopyrazinyl, furanopyridazinyl, dihydrobenzofuranyl, dihydrofuranopyridinyl,
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dihydrofuranopyrimidinyl, benzodioxolanyl, benzothienyl, thienopyridinyl, thienopyrimidinyl,
thienopyrazinyl, thienopyridazinyl, dihydrobenzothienyl, dihydrothienopyridinyl,
dihydrothienopyrimidinyl, indazolyl, azaindazolyl, diazaindazolyl, benzimidazolyl,
imidazopyridinyl, benzthiazolyl, thiazolopyridinyl, thiazolopyrimidinyl, benzoxazolyl,
oxazolopyridinyl, oxazolopyrimidinyl, benzisoxazolyl, purinyl, chromanyl, azachromanyl,
quinolizinyl, quinolinyl,  dihydroquinolinyl, tetrahydroquinolinyl, isoquinolinyl,
dihydroisoquinolinyl, tetrahydroisoquinolinyl, cinnolinyl, azacinnolinyl, phthalazinyl,
azaphthalazinyl, quinazolinyl, azaquinazolinyl, quinoxalinyl, azaquinoxalinyl, naphthyridinyl,
dihydronaphthyridinyl, tetrahydronaphthyridinyl, pteridinyl, carbazolyl, acridinyl, phenazinyl,
phenothiazinyl, and phenoxazinyl, and the like.

The terms “heterocycle”, “heterocycle group”, “heterocyclyl”, or “heterocyclyl group” mean a
stable non-aromatic 5- to 14-membered monocyclic or polycyclic, monovalent or divalent, ring
which may comprise one or more fused or bridged ring(s), preferably a 5- to 7-membered
monocyclic or 7- to 10-membered bicyclic ring, having from one to three heteroatoms in the
ring(s) independently selected from nitrogen, oxygen, and sulfur, wherein any sulfur
heteroatoms may optionally be oxidized and any nitrogen heteroatom may optionally be
oxidized or be quaternized. Unless otherwise specified, the heterocyclyl ring may be attached
at any suitable heteroatom or carbon atom which results in a stable structure and, if substituted,
may be substituted at any suitable heteroatom or carbon atom which results in a stable
structure. Exemplary and preferred heterocycles include pyrrolinyl, pyrrolidinyl, pyrazolinyl,
pyrazolidinyl, piperidinyl, morpholinyl, thiomorpholinyl, piperazinyl, tetrahydropyranyl,
tetrahydrothiopyranyl, tetrahydrofuranyl, hexahydropyrimidinyl, hexahydropyridazinyl, and the
like.

The term “compounds of Formula (I)” and equivalent expressions are mean to embrace either

or both of compounds of Formula (IA) and compounds of Formula (IB) as the context permits.

The term “compounds of the invertion™ and equivalent expressions are meant to embrace
compounds of Formula (I) as herein described, including the tautomers, the prodrugs, the salts,
particularly the pharmaceutically acceptable salts, and the solvates and hydrates thereof, where

the context so permits. In general and preferably, the compounds of the invention and the
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formulas designating the compounds of the invention are understood to only include the stable
compounds thereof and exclude unstable compounds, even if an unstable compound might be
considered to be literally embraced by the compound formula. Similarly, reference to
intermediates, whether or not they themselves are claimed, is meant to embrace their salts and
solvates, where the context so permits. For the sake of clarity, particular instances when the
context so permits are sometimes indicated in the text, but these instances are purely illustrative

and it is not intended to exclude other instances when the context so permits.

The terms “optional” or “opticnally” mean that the subsequently described event or
circumstances may or may not occur, and that the description includes instances where the
event Or circumstance occurs a;nd instances in which it does not. For example, “optionally
substituted aryl” means that the aryl radical may or may not be substituted and that the

description includes both substituted aryl radicals and aryl radicals having no substitution.

The terms “stable compound” or “stable structure” mean a compound that is sufficiently robust
to survive isolation to a useful degree of purity from a reaction mixture, and formulation into an
efficacious therapeutic or diagnostic agent. For example, 2 compound which would have a

“dangling valency” or is a carbanion is not a compound contemplated by the invention.

The term “substituted” means that any one or more hydrogens on an atom of a group or moiety,
whether specifically designated or not, is replaced with a selection from the indicated group of
substituents, provided that the atom’s normal valency is not exceeded and that the substitution
results in a stable compound. If a bond to a substituent is shown to cross the bond connecting
two atoms in a ring, then such substituent may be bonded to any atom on the ring. When a
substituent is listed without indicating the atom via which such substituent is bonded to the rest
of the compound, then such substituent may be bonded via any atom in such substituent. For
example, when the substituent is piperazinyl, piperidinyl, or tetrazolyl, unless specified
otherwise, such piperazinyl, piperidinyl, or tetrazolyl group may be bonded to the rest of the
compound of the invention via any atom in such piperazinyl, piperidinyl, or tetrazolyl group.
Generally, when any substituent or group occurs more than one time in any constituent or
compound, its definition on each occurrence is independent of its definition at every other

occurrence. Thus, for example, if a group is shown to be substituted with 0 to 2 R?, then such
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group is optionally substituted with up to two R® groups and R® at each occurrence is selected
independently from the defined list of possible R°, Such combinations of substituents and/or

variables, however, are permissible only if such combinations result in stable compounds.

In a specific embodiment, the terrn “about” or “approximately” means within 20%, preferably

within 10%, and more preferably within 5% of a given value or range.

The yield of each of the reactions described herein is expressed as a percentage of the
theoretical yield.

B. S8alt, Prodrug, Derivative, and Solvate Terms and Conventions

The terms “prodrug” or “prodrug derivative” mean a covalently-bonded derivative or carrier of
the parent compound or active drug substance which undergoes at least some biotransformation
prior to exhibiting its pharmacological effect(s). In general, such prodrugs have metabolically
cleavable groups and are rapidly transformed in vivo to yield the parent compound, for
example, by hydrolysis in blood, and generally include esters and amide analogs of the parent
compounds. The prodrug is formulated with the objectives of improved chemical stability,
improved patient acceptance and compliance, improved bioavailability, prolonged duration of
action, improved organ selectiviiy, improved formulation (e.g., increased hydrosolubility),
and/or decreased side effects (e.g., toxicity). In general, prodrugs themselves have weak or no
biological activity and are stable under ordinary conditions. Prodrugs can be readily prepared
from the parent compounds using methods known in the art, such as those described in A
Textbook of Drus Design and Development, Krogsgaard-Larsen and H. Bundgaard (eds.),
Gordon & Breach, 1991, particularly Chapter 5: “Design and Applications of Prodrugs”;

Desien of Prodrugs, H. Bundgaard (ed.), Elsevier, 1985; Prodrugs: Topical and Ocular Drug
Delivery. K.B. Sloan (ed.), Marcel Dekker, 1998; Methods in Enzymologv. K. Widder et al.

(eds.), Vol. 42, Academic Press, 1985, particularly pp. 309-396; Burger's Medicinal Chemistry
and Drug Discoverv, S5th Ed., M. Wolff (ed.), John Wiley & Sons, 1995, particularly Vol. 1 and
pp. 172-178 and pp. 949-982; Pro-Drugs as Novel Deliverv Systems, T. Higuchi and V. Stella
(eds.), Am. Chem. Soc., 1975; Bioreversible Carriers in Drug Design, E.B. Roche (ed.),

Elsevier, 1987, each of which is incorporated herein by reference in their entireties.
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The term “pharmaceutically acceptable prodrug” as used herein means a prodrug of a
compound of the invention which is, within the scope of sound medical judgment, suitable for
use in contact with the tissues of humans and lower animals without undue toxicity, irritation,
allergic response, and the like, commensurate with a reasonable benefit/risk ratio, and effective

for their intended use, as well as the zwitterionic forms, where possible.

The term “salt” means an ionic form of the parent compound or the product of the reaction
between the parent compound with a suitable acid or base to make the acid salt or base salt of
the parent compound. Salts of the compounds of the present invention can be synthesized from
the parent compounds which contain a basic or acidic moiety by conventional chemical
methods. Generally, the salts are prepared by reacting the free base or acid parent compound
with stoichiometric amounts or with an excess of the desired salt-forming inorganic or organic

acid or base in a suitable solvent or various combinations of solvents.

The term “pharmaceutically acceptable salt” means a salt of a compound of the invention which
is, within the scope of sound medical judgment, suitable for use in contact with the tissues of
humans and lower animals without undue toxicity, irritation, allergic response, and the like,
commensurate with a reasonable bsnefit/risk ratio, generally water or oil-soluble or dispersible,
and effective for their intended use. The term includes pharmaceutically-acceptable acid
addition salts and pharmaceutically-acceptable base addition salts. As the compounds of the
present invention are useful in both free base and salt form, in practice, the use of the salt form
amounts to use of the base form. Lists of suitable salts are found in, e.g., S.M. Birge et al., J.

L =4 ]

Pharm. Sci., 1977, 66, pp. 1-19, which is hereby incorporated by reference in its entirety.

The term “pharmaceutically-acceplable acid addition salt” means those salts which retain the
biological effectiveness and properties of the free bases and which are not biologically or
otherwise undesirable, formed with inorganic acids such as hydrochloric acid, hydrobromic
acid, hydroiodic acid, sulfuric acid, sulfamic acid, nitric acid, phosphoric acid, and the like, and
organic acids such as acetic acid, trichloroacetic acid, trifluoroacetic acid, adipic acid, alginic
acid, ascorbic acid, aspartic acid, benzenesulfonic acid, benzoic acid, 2-acetoxybenzoic acid,
butyric acid, camphoric acid, camphorsulfonic acid, cinnamic acid, citric acid, digluconic acid,

ethanesulfonic acid, glutamic acid, glycolic acid, glycerophosphoric acid, hemisulfic acid,
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heptanoic acid, hexanoic acid, formic acid, fumaric acid, 2-hydroxyethanesulfonic acid
(isethionic acid), lactic acid, maleic acid, hydroxymaleic acid, malic acid, malonic acid,
mandelic acid, mesitylenesulfonic acid, methanesulfonic acid, naphthalenesulfonic acid,
nicotinic acid, 2-naphthalenesulfonic acid, oxalic acid, pamoic acid, pectinic acid, phenylacetic
acid, 3-phenylpropionic acid, picric acid, pivalic acid, propionic acid, pyruvic acid, pyruvic
acid, salicylic acid, stearic acid, succinic acid, sulfanilic acid, tartaric acid, p-toluenesulfonic

acid, undecanoic acid, and the like.

The term “pharmaceutically-acceptable base addition salt” means those salts which retain the
biological effectiveness and properties of the free acids and which are not biologically or
otherwise undesirable, formed with inorganic bases such as ammonia or hydroxide, carbonate,
or bicarbonate of ammonium or a metal cation such as sodium, potassium, lithium, calcium,
magnesium, iron, zinc, copper, manganese, aluminum, and the like. Particularly preferred are
the ammonium, potassium, sodium, calcium, and magnesium salts. Salts derived from
pharmaceutically-acceptable organic nontoxic bases include salts of primary, secondary, and
tertiary amines, quaternary amine compounds, substituted amines including naturally occurring
substituted amines, cyclic amines and basic ion-exchange resins, such as methylamine,
dimethylamine, trimethylamine, ethylamine, diethylamine, triethylamine, isopropylamine,
tripropylamine, tributylamine, ethanolamine, diethanolamine, 2-dimethylaminoethanol, 2-
diethylaminoethanol, dicyclohexylamine, lysine, arginine, histidine, caffeine, hydrabamine,
choline, betaine, ethylenediamine, glucosamine, methylglucamine, theobromine, purines,
piperazine, piperidine, N-<¢thylpiperidine, tetramethylammonium compounds,
tetracthylammonium compounds, pyridine, N, N-dimethylaniline, N-methylpiperidine, N-
methylmorpholine, dicyclohexylamine, dibenzylamine, N,N-dibenzylphenethylamine, 1-
ephenamine, N,N’-dibenzylethylenediamine, polyamine resins, and the like. Particularly
preferred organic nontoxic bases are isopropylamine, diethylamine, ethanolamine,

trimethylamine, dicyclohexylamine, choline, and caffeine.

The term “solvate” means a physical association of a compound with one or more solvent
molecules or a complex of variable stoichiometry formed by a solute {for example, a compound
of Formula (I)) and a solvent, for example, water, ethanol, or acetic acid. This physical

association may involve varying degrees of ionic and covalent bonding, including hydrogen
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bonding. In certain instances, the solvate will be capable of isolation, for example, when one or
more solvent molecules are incorporated in the crystal lattice of the crystalline solid. In
general, the solvents selected do not interfere with the biological activity of the solute. Solvates
encompasses both solution-phase and isolatable solvates. Representative solvates include

hydrates, ethanolates, methanolates, and the like.

The term “hydrate” means a solvate wherein the solvent molecule(s) is/are H;O.

The compounds of the present invention as discussed below include the free base or acid
thereof, their salts, solvates, and prodrugs and may include oxidized sulfur atoms or
quaternized nitrogen atoms in their structure, although not explicitly stated or shown,
particularly the pharmaceutically acceptable forms thereof. Such forms, particularly the

pharmaceutically acceptable forms, are intended to be embraced by the appended claims.

C. Isomer Terms and Conventions
The term “isomers” means compcunds having the same number and kind of atoms, and hence
the same molecular weight, but differing with respect to the arrangement or configuration of the

atoms in space. The term includes sterecisomers and geometric isomers.

The terms “sterecisomer™ or “aptical isomer” mean a stable isomer that has at least one chiral
atom or restricted rotation giving rise to perpendicular dissymmetric planes (e.g., certain
biphenyls, allenes, and spiro compounds) and can rotate plane-polarized light. Because
asymmetric centers and other chernical structure exist in the compounds of the invention which
may give rise to stereoisomerisrn, the invention contemplates stereoisomers and mixtures
thereof. The compounds of the invention and their salts include asymmetric carbon atoms and
may therefore exist as single stereoisomers, racemates, and as mixtures of enantiomers and
diastereomers. Typically, such compounds will be prepared as a racemic mixture. If desired,
however, such compounds can be prepared or isolated as pure stereoisomers, i.e., as individual
enantiomers or diastercomers, or as stereoisomer-enriched mixtures. As discussed in more
detail below, individual sterecisomers of compounds are prepared by synthesis from optically
active starting materials containing the desired chiral centers or by preparation of mixtures of

enantiomeric products followed by separation or resolution, such as conversion to a mixture of

105



10

15

20

25

30

Case 9/240 PCT

diastereomers followed by separation or recrystallization, chromatographic techniques, use of
chiral resolving agents, or direct separation of the enantiomers on chiral chromatographic
columns. Starting compounds of particular stereochemistry are either commercially available

or are made by the methods described below and resolved by techniques well-known in the art.

The term “enantiomers” means a pair of stereoisomers that are non-superimposable mirror

irnages of each other.

The terms “diastereoisomers” or “diastereomers” mean optical isomers which are not mirror

images of each other.

The terms “racemic mixture” or “racemate” mean a mixture containing equal parts of

individual enantiomers.

The term “non-racemic mixture” means a mixture containing unequal parts of individual

enantiormers.

The term “geometrical isomer” means a stable isomer which results from restricted freedom of
rotation about double bonds (e.g., cis-2-butene and frans-2-butene) or in a cyclic structure (e.g.,
cis-1,3-dichlorocyclobutane and trans-1,3-dichlorocyclobutane).  Because carbon-carbon
double (olefinic) bonds, C=N double bonds, cyclic structures, and the like may be present in the
compounds of the invention, the invention contemplates each of the various stable geometric
isomers and mixtures thereof resulting from the arrangement of substituents around these
double bonds and in these cyclic structures. The substituents and the isomers are designated
using the cis/trans convention or using the E or Z system, wherein the term “E™ means higher
order substituents on opposite sides of the double bond, and the term “Z2" means higher order
substituents on the same side of the double bond. A thorough discussion of £ and Z isomerism
is provided in J. March, Advanced. Qrganic Chemistry: Reactions. Mechanisms, and Structure,
4th ed., John Wiley & Sons, 1992, which is hereby incorporated by reference in its entirety.
Several of the following examples represent single E isomers, single Z isomers, and mixtures of
EfZ isomers. Determination of the £ and Z isomers can be done by analytical methods such as
x-ray crystallography, 'H NMR, and '*C NMR.
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Some of the compounds of the invention can exist in more than one tautomeric form. As

mentioned above, the compounds of the invention include all such tautomers.

It is well-known in the art that the biological and pharmacological activity of a compound is
sensitive to the stereochemistry of the compound. Thus, for example, enantiomers often exhibit
strikingly different biological activity including differences in pharmacokinetic properties,
including metabolism, protein binding, and the like, and pharmacological properties, including
the type of activity displayed, the degree of activity, toxicity, and the like. Thus, one skilled in
the art will appreciate that one enantiomer may be more active or may exhibit beneficial effects
when enriched relative to the other enantiomer or when separated from the other enantiomer.
Additionally, one skilled in the art would know how to separate, enrich, or selectively prepare
the enantiomers of the compounds of the invention from this disclosure and the knowledge of

the prior art.

Thus, although the racemic form of drug may be used, it is often less effective than
administering an equal amount of enantiomerically pure drug; indeed, in some cases, one
enantiomer may be pharmacologically inactive and would merely serve as a simple diluent.
For example, although ibuprofen had been previously administered as a racemate, it has been
shown that only the S-isomer of ibuprofen is effective as an anti-inflammatory agent (in the
case of ibuprofen, however, although the R-isomer is inactive, it is converted in vivo to the S-
isomer, thus, the rapidity of action of the racemic form of the drug is less than that of the pure
S-isomer). Furthermore, the pharmacological activities of enantiomers may have distinct
biological activity. For example, S-penicillamine is a therapeutic agent for chronic arthritis,
while R-penicillamine is toxic. Indeed, some purified enantiomers have advantages over the
racemates, as it has been reported that purified individual isomers have faster transdermal
penetration rates compared to the racemic mixture. See U.S. Pat. Nos. 5,114,946 and
4,818,541.

Thus, if one enantiomer is pharmacologically more active, less toxic, or has a preferred
disposition in the body than the other enantiomer, it would be therapeutically more beneficial to

administer that enantiomer preferentially. In this way, the patient undergoing treatment would
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be exposed to a lower total dosez of the drug and to a lower dose of an enantiomer that is

possibly toxic or an inhibitor of the other enantiomer.

Preparation of pure enantiomers or mixtures of desired enantiomeric excess (ee) or
enantiomeric purity are accomplished by one or more of the many methods of (a) separation or
resolution of enantiomers, or (b) enantioselective synthesis known to those of skill in the art, or
a combination thereof. These rzsolution methods generally rely on chiral recognition and
include, for example, chromatography using chiral stationary phases, enantioselective host-
guest complexation, resolution or synthesis using chiral auxiliaries, enantioselective synthesis,
enzymatic and nonenzymatic kinetic resolution, or spontaneous enantioselective crystallization.
Such methods are disclosed generally in Chiral Separation Technigues: A Practical Approach
(2nd Ed.), G. Subramanian (ed.), Wiley-VCH, 2000; T.E. Beesley and R.P.W, Scott, Chiral
Chromatopraphy, John Wiley & Sons, 1999; and Satinder Ahuja, Chiral Separations by

Chromatography, Am. Chem. Soc., 2000. Furthermore, there are equally well-known methods
for the quantitation of enantiomeric excess or purity, for example, GC, HPLC, CE, or NMR,
and assignment of absolute configuration and conformation, for example, CD ORD, X-ray

crystallography, or NMR.

In general, all tautomeric forms and isomeric forms and mixtures, whether individual geometric
isomers or stereoisomers Or racemic of non-racemic mixtures, of a chemical structure or
compound is intended, unless the specific stereochemistry or isomeric form is specifically

indicated in the compound name or structure.

D. Pharmaceutical Administration and Diagnostic and Treatment Terms and
Conventions

The term “patient” includes both human and non-human mammals.

The term “effective amount” means an amount of a compound according to the invention
which, in the context of which it is administered or used, is sufficient to achieve the desired
effect or result. Depending on the context, the term effective amount may include or be

synonymous with a pharmaceutically effective amount or a diagnostically effective amount.
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The terms “pharmaceutically effective amount™ or “therapeutically effective amount” means an
amount of a compound according to the invention which, when administered to a patient in
need thereof, is sufficient to effact treatment for disease-states, conditions, or disorders for
which the compounds have utility, Such an amount would be sufficient to elicit the biological
or medical response of a tissue, system, or patient that is sought by a researcher or clinician.
The amount of a compound of according to the invention which constitutes a therapeutically
effective amount will vary depending on such factors as the compound and its biological
activity, the composition used for administration, the time of administration, the route of
administration, the rate of excretion of the compound, the duration of treatment, the type of
disease-state or disorder being treated and its severity, drugs used in combination with or
coincidentally with the compounds of the invention, and the age, body weight, general health,
sex, and diet of the patient. Such a therapeutically effective amount can be determined
routinely by one of ordinary skill in the art having regard to their own knowledge, the prior art,

and this disclosure.

The term “diagnostically effective amount” means an amount of a compound according to the
invention which, when used in a diagnostic method, apparatus, or assay, is sufficient to achieve
the desired diagnostic effect or the desired biological activity necessary for the diagnostic
method, apparatus, or assay. Such an amount would be sufficient to elicit the biological or
medical response in a diagnostic method, apparatus, or assay, which may include a biological
or medical response in a patient or in a in vitro or in vivo tissue or system, that is sought by a
researcher or clinician. The amount of a compound according to the invention which
constitutes a diagnostically effective amount will vary depending on such factors as the
compound and its biological activity, the diagnostic method, apparatus, or assay used, the
composition used for administration, the time of administration, the route of administration, the
rate of excretion of the compound, the duration of administration, drugs and other compounds
used in combination with or coincidentally with the compounds of the invention, and, if a
patient is the subject of the diagnostic administration, the age, body weight, general health, sex,
and diet of the patient. Such a diagnostically effective amount can be determined routinely by
one of ordinary skill in the art having regard to their own knowledge, the prior art, and this

disclosure.
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The term “modulate” means the ability of a compound to alter the function of the
glucocorticoid receptor by, for example, binding to and stimulating or inhibiting the

glucocorticoid receptor functional responses.

The term “modulator” in the context of describing compounds according to the invention
means a compound that modulates the glucocorticoid receptor function. As such, modulators

include, but are not limited to, agonists, partial agonists, antagonists, and partial antagonists.

The term **agonist” in the context of describing compounds according to the invention means a
compound that, when bound to the glucocorticoid receptor, enhances or increases the

glucocorticoid receptor function. As such, agonists include partial agonists and full agonists.

The term *“full agonist” in the context of describing compounds according to the invention
means a compound that evokes the maximal stimulatory response from the glucocorticoid

receptor, even when there are spare (unoccupied) glucocorticoid receptors present.

The term “partial agonist” in the context of describing compounds according to the invention
means a compound that is unable to evoke the maximal stimulatory response from the
glucocorticoid receptor, even at concentrations sufficient to saturate the glucocorticoid

receptors present.

The term “antagonist” in the context of describing compounds according to the invention
means a compound that directly or indirectly inhibits or suppresses the glucocorticoid receptor

function. As such, antagonists include partial antagonists and full antagonists.
The term “full antagonist” in the context of describing compounds according to the invention
means a compound that evokes the maximal inhibitory response from the glucocorticoid

receptor, even when there are spare (unoccupied) glucocorticoid receptors present.

The term ‘“‘partial antagonist” in the context of describing compounds according to the

invention means a compound that is unable to evoke the maximal inhibitory response from the
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glucocorticoid receptor, even at concentrations sufficient to saturate the glucocorticoid

receptors present.

The terms *“treating” or “treatment” mean the treatment of a disease-state in a patient, and
include:

(i) preventing the disease-state from occurring in a-patient, in particular, when such patient
is genetically or otherwise predisposed to the disease-state but has not yet been
diagnosed as having it;

(ii) inhibiting or ameliorating the disease-state in a patient, i.e., arresting or slowing its
development; or

(iii) relieving the discase-state in a patient, i.e., causing regression or cure of the disease-

state,

General Svnthetic Methods for Making Compounds of Formula (IA) and Formula (IB)

The invention also provides processes for making compounds of Formula (1A) and Formula

(IB). In all schemes, unless specified otherwise, R! to R’ in the formulas below shall have the
meaning of R! to R® in the Formula (IA) of the invention described hereinabove; and where
appropriate, R! to R in the formulas below shall have the meaning of R' to R in the Formula
(IB) of the invention described hereinabove. Intermediates used in the preparation of
compounds of the invention are either commercially available or readily prepared by methods

known to those skilled in the art.

Optimum reaction conditions and reaction times may vary depending on the particular reactants
used. Unless otherwise specified, solvents, temperatures, pressures, and other reaction
conditions may be readily selected by one of ordinary skill in the art. Specific procedures are
provided in the Experimental Examples section. Typically, reaction progress may be
monitored by thin layer chromatography (TLC), if desired, and intermediates and products may
be purified by chromatography on silica gel and/or by recrystallization.

Compounds of Formula (I) may be prepared by the method outlined in Scheme L.
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i
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RSR*M

R RA—RS

R1

Scheme 1

As illustrated in Scheme I, an ester intermediate of Formula (II) where R’ is Me or Et, is

reduced with a suitable reducing agent, such as lithium aluminum hydride, in a suitable solvent,

5  such as THF or diethyl ether, to produce the 1,2-diol of Formula (ilf). Oxidative cleavage of

1,2-diols is well-known in the art and may be achieved with periodic acid or lead tetraacetate,

for example, in a suitable solvent, such as methanol, to provide the ketone (IV). Reaction of

ketone (IV) with a suitable organometallic reagent R*R*M, such as a Grignard reagent (M is

MgBr or MgCl) or an organolithium reagent (M is Li), in a suitable solvent such as THF or

10  diethyl ether provides the desired compound of Formula (I). Such organolithium reagents and

alkylmagnesium halides or Grignard reagents are well-known in the art, for example, Grignard

reagents are easily prepared by reacting the corresponding alkyl halide with magnesium metal

in a suitable solvent, such as ether or THF, under anhydrous conditions.

15  Scheme II outlines another approach that may be used to obtain compounds of Formula (I).
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In Scheme II, the hydroxyl function on intermediate (II) is protected to provide ester (V).
Hydroxyl protecting groups are well-known in the art, an example of a suitable protecting

5  group is a methoxymethyl ether. Reduction of the ester (V) with a suitable reducing agent such
as lithium aluminum hydride provides alcohol (VI). Oxidation of alcohol (VI) with an
oxidizing agent such as pyridinium chlorochromate (PCC) provides aldehyde (VII). Treatment
of aldehyde (VII) with a suitable organometallic reagent R°M where M is Li or MgX, and X is
Cl, Br, or I, that is, an organolithium reagent or Grignard reagent or alkylmagnesium halide

10  bearing R® provides alcohol (VIII). Deprotection by standard methods, which would depend
on the protecting group used, gives the desired compound of Formula (I) where R* is
-CH(OH)-. Oxidation of alcohol ("/IIT} to (IX) with an oxidizing agent such as PCC or 1,1,1-
triacetoxy-1,1-dihydro-1,2-benziodoxol-3(1H)-one, followed by deprotection provides the
desired compound of Formula (I) where R* is -C(O)-.

15
Compounds of Formula (I) may also be prepared by the method outlined in Scheme IIL
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In this approach, trifluoroacetic anhydride and N,0-dimethylhydroxylamine hydrochloride are
coupled under basic conditions to afford triflucroacetamide (X) (Weinreb amide). The
5  Weinreb amide (X) is reacted with a vinyl magnesium bromide bearing R? and R? to afford the
trifluoromethylenone intermediate (XI). The trifluoromethylenone intermediate (XT) is treated
with an organocopper reagent, derived from a Grignard or organolithium reagent by treating
with a copper salt, to afford the 1,4-addition product (IV). This trifluoro ketone intermediate
(IV) is reacted with an organometallic reagent R*R*M (as described in Scheme T) to afford the

10  desired compound of Formula (I).

Compounds of Formula (I) in which R*R® is an optionally substituted benzimidazel-2-

ylmethyl group may also be preparsd by the procedure outlined in Scheme IV,

RA R (o] 1. Base RR. R OH
X)L EtOAc M/
———

CF,
2. hydrolysis

v Xl
Rl
rRR RPH 9 g Cycizaton R R OH '\;’@
R N R N
CFy | NM, CF, H
I
Xl N
(where R&R* is R'—E:I \>—CH2)
N
H
15 Scheme IV
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As illustrated in Scheme IV, trifluoromethyl ketone (IV) is reacted with ethyl acetate in the
presence of a strong base such as lithium diisopropylamide (LDA) in a suitable solvent such as
THF. The intermediate ester is hydrolyzed, for example, by treatment with aqueous base, to
provide carboxylic acid intermediate (XII). This carboxylic acid intermediate (XII) is then
coupled with an optionally substituted o-phenylenediamine under standard coupling conditions
known in the art, for example, by treatment with 1-(3-<dimethylaminopropyl)-3-
ethylcarbodiimide (EDC) in the presence of 1-hydroxybenzotriazole in a suitable solvent such
as DMF, to provide compound (XIII). Ring closure by methods known in the art, for example,
acid catalyzed ring closure by treatment with polyphosphoric acid, provides the desired

compound of Formula (I).

Compounds of Formula (IB) may be prepared by the procedure illustrated in Scheme V.

(9]
OH 0
P 1w
), J
R R R
XV

X X
OoMe R* ©
HNR"R"™ R REM
. R R: 'lq —
Mal R“l
XVI
oMe R O OMe Riyo R
R®  RSR'M RS
R R3 — Rl Ra R R
. M
xvii B,R1= ¢
R
Scheme V

In Scheme V, substituted phenol (XIV) is reacted with an acryloyl chloride bearing R? and R’
(XV) in the presence of a suitable base, such as triethylamine, to provide an intermediate ester
which is cyclized by treatment with a Lewis acid, such as aluminum trichloride, in a suitable

solvent, such as carbon disulfide, to provide lactone {XVI). The lactone (XVI) is treated with a
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suitable amine HNR’’R’"’, such as morpholine, such that in the resulting amide (XVII),
-NR’R’”’ will function as a leaving group in the subsequent reaction. The intermediate phenol
that forms is protected, for exainple, by reaction with methyl iodide in the presence of a
suitable base such as potassium hydroxide to form the protected phenol (XVII), in this case
having a methoxy group. The amide is then reacted with an organometallic reagent (R°M),
such as a Grignard reagent (M is MgBr or MgCl) or an organolithium reagent (M is Li), in a
suitable solvent, such as THF or diethyl ether, to provide the ketone (XVIII). Reaction of the
ketone (XVIII) with R’R*M as described in the last step in Scheme I provides the desired

compound of Formula (IB) where R' is an optionally substituted methoxyphenyl group.

In a more general procedure, suitable for a variety of R', one may use a method analogous to
that described in Scheme III. As illustrated in Scheme VI, using a Weinreb amide bearing R®
one may employ the method described in Scheme III to prepare the desired compound of
Formula (IB).

R* ~0” "R ) J
HCI CH,
R o 2 10 3 HO 6
R e Rz )\)LRG er——— R1 Rl — RZ g R“Rs
CuX R
1B
Scheme VI

An alternative method to prepare intermediate (IV), used in the methods illustrated in Schemes
I-1V, is illustrated in Scheme VIL.
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Scheme VII

In Scheme VII, a ketone bearing R’ and R? (XIX) is reacted with a cyanoacetic acid ester, such
as the methyl ester (XX) under coadensation conditions known in the art to provide the olefin
(XXI). Reaction of olefin (XXI) with R’Li in the presence of a copper salt such as Cul
provides compound (XXII). Hydrolysis and decarboxylation of compound (XXII) results in
nitrile (XXIII). Reduction of nitrile (XXIII), for example, by treatment with
diisobutylaluminum hydride (DIBAL), provides aldehyde (XXIV). Treatment of aldehyde
(XXIV) with trimethyl(trifluoromethyl)silane in the presence of an ammonium salt such as
tetrabutylammonium fluoride provides alcohol (XXV). Oxidation of aleohol (XXV) by
methods known in the art, such as by treatment with the Dess-Martin periodinane, provides

compound (IV).

In order that this invention be more fully understood, the following examples are set forth.
These examples are for the purpose of illustrating embodiments of this invention, and are not to
be construed as limiting the scope of the invention in any way since, as recognized by one
skilled in the art, particular reagents or conditions could be modified as needed for individual
compounds, Starting materials used are either commercially available or easily prepared from

commercially available materials by those skilled in the art.
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Experimental Examples
Example 1: Synthesis of 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-

MeQ
HO  CF, \©\F
o D0k )\)g(oa .

THF I AICI,

HO CF, HO CF, NalO
Q)A’)(T Ether “MaoH

e i@@ oy, 5 o4

—

N

phenylbenzoxazol-2-ylmethyl)pentan-2-ol

CF, OH

|

.DA
F F 1

To a mixture of 8.5 g (49.9 mmol) of ethyl trifluoromethylpyruvate, 6.6 g (120 mmol} of
manganese, and 0.65 g (4.8 mmol) of zinc chloride in 40 mL of THF warmed to reflux was
added 200 pL (2 mmol) of 1-bromn-2-methylpropene. After 30 minutes, 9.13 mL (90.5 mmol)
of 1-bromo-2-methylpropene in 30 mL of THF was added dropwise over a 1 hour period. The
mixture was refluxed for 1 hour afier the addition and was then ccoled to 0°C and diluted with
150 mL of saturated aqueous ammonium chloride and 100 mL of EtOAc. The organic phase
was separated and the aqueous layer extracted with three 100 mL portions of EtOAc. The
combined organic layers were washed with two 50 mL portions of saturated aqueous
ammonium chloride, followed by two 50 mL portions of brine, dried over magnesium sulfate
(MgSOQ,), filtered, and concentrated in vacuo. The crude residue was purified by silica gel
chromatography eluting with EtOAc-hexanes (5:95) to afford 5.9 g (52%) of 2-hydroxy-4-
methyl-2-trifluoromethylpent-4-enoic acid ethyl ester.

To a mixture of 5.9 g (26.1 mmol) of the above 2-hydroxy-4-methyl-2-trifluoromethylpent-4-
enoic acid ethyl ester in 30 mL of 4-fluoroanisole was added in several portions 5.2 g (39.4

mmol) of aluminum chloride. The mixture became exothermic and turned black with the first
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addition and was cooled with an ice-water bath. The mixture was stirred for 3 days and was
then poured into 200 mL of ice-cold 1 N aqueous HCl and extracted with three 150 mL
portions of EtQOAc. The combinzd organic layers were washed with 50 mL of 1 N aqueous
hydrochloric acid, three 50 mL portions of brine, dried over magnesium sulfate, filtered, and
concentrated in vacuo. The crude residue was purified by silica gel chromatography eluting
with EtQAc-hexanes (1:9, then 2:8, then 3:7, then 4:6) to afford 6.6 g (71%) of 4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentanoic acid ethyl ester.

To a chilled solution (ice-water bath) of 6 g (17.0 mmol) of the above 4-(5-fluoro-2-
methoxyphenyl)-2-hydroxy-4-metiayl-2-trifluoromethylpentanoic acid ethyl ester in 60 mL of
dry THF, 2.4 g (61.5 mmol)-of lithium aluminum hydride was added in portions. After the
addition, the cold bath was removed and the mixture was stirred at room temperature overnight.
The mixture was then warmed to reflux for 3 hour and then cautiously quenched by slow
addition to 100 mL of THF containing 2 mL of water. Additional water was then cautiously
added for a total of 15 mL and the resulting mixture stirred for 2 hours. The excess water was
dried over magnesium sulfate and 300 mL of EtOAc was added. After 1 hour, the mixture was
filtered through diatomaceous earth and concentrated in vacuo to afford 4.9 g (92%) of 4-(5-

fluoro-2-methoxyphenyl)-4-methyl-2-triflucromethylpentane-1,2-diol as an oil.

To a solution of 4.9 g (15.8 mmol) of the above 4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-
trifluoromethylpentane-1,2-diol in 100 mL of MeOH was added 10 g (45.9 mmol) of sodium
periodate. The mixture was stirred for 4 hours and was then diluted with 100 mL of ether and
100 mL of hexanes, filtered through diatomaceous earth, and concentrated in vacuo. The crude
residue was dissolved in hexanes and passed through a pad of silica gel eluting first with
hexanes then with EtOAc-hexanes (2:98, then 4:96) to afford 3.85 g (87%) of 1,1,1-trifluoro4-

(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-one as a clear ail.

n-Butyl lithium (0.246 mL, 1.6 M in hexanes) was added to a solution of diisopropyl amine
(0.055 mL, 0.45 mmol) in anhydrlous THF (5 mL) at 0°C. The reaction mixture was cooled to
-78°C and stimred for 15 minutes. 2-Methyl-5-phenyl benzoxazole (75 mg, 0.4 mmol) dissolved
in anhydrous THF (2 mL) was added to this mixture dropwise. After the addition, the reaction

mixture was stirred for 15 to 30 minutes. 1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
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methylpentan-2-one (100 mg, 0.4 mmol) was added as a solution in anhydrous THF (2 mL) in
one portion, the cold bath was rernoved and the reaction was stirred at room temperature for 12
hours. THF was evaporated under reduced pressure. Water (2 mL) was added to the residue
and the mixture was extracted with three 5 mL portions of EtOAc. The extract was dried over
magnesium sulfate. After evaporation, the residue was chromatographed on a silica gel column

to provide 150 mg of the title compound as white crystals, m.p. 103°C-104°C.

Example 2: Synthesis of 2-benzoxazol-2-ylmethyl-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol

OMe CF, 0
o

F

n-Butyl lithium (0.246 mL, 1.6 M in hexanes) was added to a solution of diisopropy! amine
(0.055 mL, 0.45 mmol) in anhydrous THF (5 mL) at 0°C. The reaction mixture was cooled to
-78°C and stirred for 15 minutes. A solution of 2-methylbenzofuran (48 mg, 0.4 mmol) in 2
mL anhydrous THF was added Jropwise to this mixture. After the addition, the reaction
mixture was stirred for 15 to 30 minutes. 1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-one (100 mg, 0.4 mmol)} (Example 1) was added as a solution in anhydrous
THF (2 mL) in one portion, the cold bath was removed, and the reaction was stirred at room
temperature for 12 hours. THF was evaporated under reduced pressure. Water (2 mL) was
added 10 the residue and the mixture was extracted with three 5 mL portions of EtOAc. The
extract was dried over magnesium sulfate. After evaporation, the residue was chromatographed

on a sifica gel column to provide 84 mg of the title compound as an oil.

Example 3: Synthesis of 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-
methylbenzofuran-2-ylmethyl)pentan-2-ol
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r-Butyl lithium (0.246 mL, 1.6 M in hexanes) was added to a solution of diisopropyl amine
(0.055 mL, 0.45 mmol) in anhydrous THF (5 mL) at 0°C. The reaction mixture was cooled to
-78°C and stirred for 15 minutes. A solution of 2,3-dimethylbenzofuran (48 mg, 0.4 mmol) in 2
mL anhydrous THF was added dropwise to this mixture. After the addition, the reaction
mixture was stirred for 15 to 3¢ minutes. 1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-one (100 mg, 0.4 mmol) (Example 1) was added as a solution in anhydrous
THF (2 mL) in one portion, the cold bath was removed, and the reaction was stirred at room
temperature for 12 hours. THF was evaporated under reduced pressure. Water (2 mL) was
added to the residue and the mixture was extracted with three 5 mL portions of EtOAc. The
extract was dried over magnesium sulfate. After evaporation, the residue was chromatographed

on a silica gel column to provide 80 mg of the title compound as an oil.

Example 4: Synthesis of 1,},1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(1H-indol-2-
ylmethyl)-4-methylpentan-2-ol

H
oMe GF, N
.
(s Ma
n-Buli
+-BuOK

F

n-Butyl lithium (0.673 mL, 1.6 M in hexanes) followed by potassium fert-butoxide (81 mg,
0.718 mmol) was added to a stirred solution of 2-methyl indole (47 mg, 0.359 mmol) in
anhydrous dicthyl ether (5 mL) at room temperature. Within 5 to 10 minutes, the reaction
mixture turned bright orange. 1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-
2-om; (100 mg, 0.4 mmol) (Example 1) was then added dropwise as a solution in anhydrous
diethyl ether (2 mL). The reaction was quenched with water after 1 hour, extracted with three §

mL portions of EtOAc, dried over magnesium sulfate, and concentrated under reduced
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pressure. The residue was purified by column chromatography on silica gel affording 45 mg of

the title compound as an oil.

Example 5: Synthesis of 1,1,1-trifluoro4-(5-fluore-2-methoxyphenyl)-2-(pyridin-2-
ylmethyl)-4-methylpentan-2-ol

-
OMe Fy | P OMe CF, =
Me N S
N
°. OH
t-BuLi
F F 5

tert-Butyl lithium (1.7 M in pentane, 0.5 mL) was added dropwise to a solution of 2-
methylpyridine (0.050 g) in THF (0.5 mL) cooled to -70°C under argon. The mixture was
stimed at -70°C for 10 minutes and 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-one (0.080 g) (Example 1) in THF (0.5 mL) was added over 1 minute. The
reaction mixture was stirred for 5 minutes and then quenched with MeOH. The reaction
mixture was concentrated in vacuo and the residue fractionated directly by preparative layer
chromatography on silica gel (methylene chloride-hexanes (1:1)) to give the 57 mg of the title
compound, m.p. 94°C-96°C.

Example 6: Synthesis of 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(4,6-
dimethylpyridin-2-ylmethyl)-4-methylpentan-2-ol

Me Me
OMe CF, ﬁ OMe CF, 7
-
o

o Me” N “Me N Me
_— OH
t-BuLi
F F 8

tert-Butyl lithium (1.7 M in pentane, 0.5 mL) was added dropwise to a solution of 2.4,6-
trimethylpyridine (0.12 g) in THF (0.5 mL) cooled to -70°C under argon. The mixture was
stirred at -70°C for 15 minutes and 1,1,1-triflucro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-one (0.10 g) (Example 1) in THF (0.5 mL) was added. The reaction mixture

was stirred for 20 minutes and then quenched with acetic acid. The mixture was diluted with
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EtOAc, washed with water, dried, filtered, and concentrated in vacuo. Fractionation by
preparative layer chromatography on silica gel (methylene chloride-hexanes) followed by

crystallization gave 43 mg of the title compound, m.p. 95°C-98°C.

Example 7: Synthesis of 2-(2,6-dichloropyridin-4-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol

O/ O cl -

NS B o) OH (P N
CF, + Nz + Mg — % N
3

Cl

F F 7

To a 100 mL dry round bottom flask was added 73 mg (3.0 mmol) of magnesium powder, a
couple of I; crystals, and 5 mL of dry diethyl ether, and the mixture was allowed to stir under
argon. 4-Bromomethyl-2,6-dichloropyridine (723 mg, 3.0 mumol) in 10 mL of diethyl ether was
added dropwise through a dropping funnel and the resulting mixture was heated to reflux for 1
hour.  1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)4-methylpentan-2-one (278 mg, 1.0
mmol) (Example 1) in diethyl ether (5 mL) was carefully added dropwise through a dropping
funnel and the mixture was allowed to stir to reflux temperature for 4 hours and then overnight
(16 hours) at room temperature. The reaction was quenched with the addition of 3 mL of
aqueous NH,CI solution, and the resulting mixture was extracted with three 30 mL portions of
EtOAc, washed with H;O (10 mL) and brine (10 mL), and the organic phase was dried over
Na,S0,, filtered, and concentrated in vacuo. The residue was purified by flash chromatography
on silica gel using an EtOAc-hexanes gradient. Comnbined product fractions were concentrated
in vacuo to afford the desired product which was further purified by preparative-HPLC using a
gradient of 80%-100% (CH,CN-water) in 15 minutes and a flow rate of 20 mL/min to afford 76
mg of the title compound (17.2% yield) as a yellowish liquid.

Example 8: Synthesis of 2-(5-chloro-7-fluoro-1H-indol-2-ylmethyl)-1,1,1-trifluoro-4-(5-
fluoro-2-methoxyphenyl)-4-methvlpentan-2-ol
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A stirred suspension of zinc dust (0.656 g) and mercuric chloride (25 mg) in 5 mL of anhydrous
THF was cooled on ice. A solution of trimethylsilyl-propargyl bromide (0.96 g, 5 mmol) in
anhydrous THF (1 mL) was added, the ice-bath was removed, and the reaction mixture was
stirred at room temperature for 2¢ hours. To solution of the resulting organozinc reagent was
added a solution of 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-one (0.2 g,
0.72 mmol) (Example 1) in anhydrous THF (1 mL) and the reaction mixture was stirred at
room temperature for 4 hours. TLC (hexanes-EtOAc (95:5)) indicated consumption of starting
material with a single more polar spot. The reaction mixture was quenched with a saturated
solution of ammonium chloride. The resulting mixture was extracted with three 30 mL
portions of dichloromethane, the combined extracts were washed with two 20 mL portions of
water, dried over anhydrous sodiurn sulfate, and concentrated in vacuo. The crude product was
purified by column chromatography over silica gel eluting with hexanes-EtQAc (95:5) to give

the desired alcohol intermediate as a colorless oil.

To a stirred solution of the above alcohol (200 mg, 0.51 mmol) in anhydrous THF (2 mL)
cooled in ice was added 0.5 mL cf 1 M solution of tetrabutylammonium fluoride solution in
THF. After 30 minutes, TLC in hexanes-EtOAc (95:5) indicated consumption of starting
material. The reaction mixture was quenched with a saturated solution of ammonium chloride
(5 mL), extracted with ether (100 mL}), washed with two 25 mL portions of water, dried over
anhydrous sodium sulfate, and concentrated in vacuo, providing the desired terminal acetylene
intermediate (160 mg, 98%).
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A mixture of the. above acetylene intermediate (85 mg, 0.27 mmol), 4-chloro-2-fluoro-6-
iodoacetanilide (90 mg, 0.29 mmol), bis(triphenylphosphine)palladium(II) chloride catalyst (20
mg, 0.028 mmol), copper (I) iodide (8 mg, 0.042 mmol), and tetramethylguanidine (0.2 mL) in
anhydrous dioxane (0.5 mL) was stirred and heated in an oil-bath maintained at 80°C for 20
hours.  After gooling to room temperature, the reaction mixture was diluted with
dichloromethane (25 mL) and filtered through diatomaceous earth, which was then rinsed with
dichloromethane. The filtrate and the washings were collected, washed with three 20 mL
portions of 1 N H,SO,, three 20 mL portions of water, dried over anhydrous sodium sulfate,
and concentrated in vacuo to give a brownish oil. The crude product was purified by
preparative TLC eluting with hexanes-EtOAc (90:10). The band corresponding to Ry 0.26 was

collected, providing the title compound as an oil.

Example 9: Synthesis of 2-(1H-benzimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol

~ H
OMe F H/T\’Q OMe CF, ‘N@
= 2

0 Me” "N N
R OH
n-BulLi

To a solution of 2-methylbenzimidazole (300 mg, 2.3 mmol) in 20 mL of anhydrous THF at
-30°C, n-butyl lithium (1.6 M in pentanes, 3 mL, 4.8 mmol) was slowly added. The resulting
red-colored heterogeneous mixture was stirred for 2 hours at this temperature, then a solution of
1,1, 1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-one (700 mg, 2.55 mmol) (see
Example 1) in anhydrous THF (1 mL) was added dropwise. The reaction temperature was
allowed to slowly warm to room temperature over a period of 2 hours, at which time reaction
was treated with saturated NH,Cl solution. The resulting mixture was extracted with diethyl
ether. The combined organic extracts were dried over magnesium sulfate, filtered, and
concentrated in vacuo to afford ar: oil which was purified by chromatography on silica gel to
provide 200 mg of unchanged 2-methylbenzimidazole and 60 mg of the title compound as a
white solid, m.p. 80°C-82°C.
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Example 10: Synthesis of 2-(1H-indol-2-ylmethyl)-1,1,1-trifluoro4-(4-fluorophenyl)<4-
methylpentan-2-ol

j\ j)L d ‘O/l Py - F,Cj\N‘o\ >=\MgBr‘ ether A(Cﬂ
|

FCT 00 0C to RT
o

MgBr
O - 9
r N
o /[H:C
Cul, ether, 0sC to RT F r-Bulif--BuOK/ether F

10
To a mixture of 15.8 g of N,0-dimethylhydroxylamine hydrochloride in 400 mlL, of CH,Cl,,
21.7 mL of trifluoroacetic anhydride was added dropwise at 0°C. Pyridine (37 mL) was then

added to the above mixture dropwise at 0°C. The resulting mixture was allowed to stir at §°C
for 30 minutes, and was then quenched with water. The organic layer was washed with water,
1 N aqueous HCI, water and brine, dried over magnesium sulfate, filtered, and concentrated in
vacuo. The residue was pumped under vacuum for 5 minutes providing 2,2,2-trifluoro-N-

methoxy-N-methylacetamide as a colorless oil.

A mixture of 3 g of 2,2,2-trifluoro-N-methoxy-N-methylacetamide and 30 mL of anhydrous
ether was cooled down to (°C and treated with 42 mL of a 0.5 M solution of 2-methyl
propenylmagnesium bromide in THF. The reaction was stirred at 0°C for 0.5 minutes and then
warmed to room temperature and stirred overnight. The reaction was quenched with saturated
aqueous NH,Cl and extracted with ether three times. The organic layers were combined and
washed with water and brine, dried over magnesium sulfate, and filtered. The resulting
ether/THF solution of 1,1,1 trifluoro4-methylpent-3-en-2-one was used for the next reaction

without further purification.

To a 2 M ether/THF solution of 1,1,1-trifluore-4-methylpent-3-en-2-one was added 3.8 g of
copper (I} iodide and 10 mL of a 2 M ether solution of 4-fluorophenylmagnesium bromide at
0°C. The mixture was warmed to room temperature and stirred for 2 hours. The reaction was
quenched with saturated aqueous NH,Cl, and extracted three times with EtOAc. Thé combined

organic layers were washed with water, brine, dried over magnesium sulfate, filtered, and
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concentrated in vacuc. The residue was purified by flash chromatography to yield 460 mg of
1,1,1-trifluoro-4-(4-flucrophenyl)-4-methylpentan-2-one.

To a diethyl ether solution of 52 mg of 2-methylindole was added 3 equivalents of n-butyl
lithium followed by 90 mg of potassium terr-butoxide (--BuOK) (solid) at room temperature.
The mixture was allowed to stir for 30 minutes. 1,1,1-Trifluoro-4-(4-fluorophenyl)-4-
methylpentan-2-one (100 mg) in diethyl ether was then added to the above mixture. The
reaction was stirred at room for | hour. The reaction was quenched with saturated aqueous
ammonium chloride, and extracted three times with EtQOAc. The combined organic layers were
washed with water, brine, dried over magnesium sulfate, filtered, and concentrated in vacuo.
The residue was purified by column chromatography to yield 40 mg of the title compound as a

foam. Resolution to the (+)- and (-) enantiomers was accomplished by chirat HPLC on a

CHIRALCEL® OD™ column, eluting with 10% isopropanol-hexanes.

The following compounds were made by procedures analogous to those described in Example

10.

1,1,1-Trifluoro-4-(3-flucrophenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

4-(3,4-Dichlorophenyl}-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

and

4-(3,4-Difluorophenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol.

Example 11: Synthesis of 4-(4-chlorophenyl)-1,1,1-trifluoro-4-methyl-2-pyridin-2-
ylmethylpentan-2-ol

127



Case 9/240 PCT

&~
0 | CF, /I

\N =~
CF, on_ N
cl t+-BULITHF Cl

1

A mixture of 2-picoline in 1 mL of THF was cooled down to -78°C. tert-Butyl lithium (1.7 M
in pentanes, 0.2 mL (0.34 mmol)) was added dropwise over 5 minutes. The mixture stirred at
5 -78°C for 15 minutes, and then a solution of 40 mg of 4-(4-chlorophenyl)-1,1,1-trifluoro-4-
methylpentan-2-one in 0.5 mL of THF was added. Stirring continued at -78°C for 20 minutes.
The reaction was quenched with (.5 N HCI and extracted three times with EtOAc. The organic
layers were combined and washed with water, brine, dried over magnesium sulfate, filtered,
and concentrated in vacuo. The residue was purified by column chromatography to yield 9.6

10  mg of the title compound as a light yellowish oil.

Example 12: Synthesis of 1,1 1-trifluoro-2-(1H-indol-2-ylmethyl)-4-methyl-4-pyridin-2-
ylpentan-2-gl

X | = CF,TMS N TBSCI x
| Swem = TBAF | oMaP ||
- — N D —a P i P
N N N
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2-Methylindole
n-Buli, £-BuOK
B

=
Lz

N
CF,
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15 A solution of 4.5 mL (9 mmol, 1.2 eq.) of oxalyl chloride (2.0 M solution in dichloromethane)

was diluted with 15 mL of dichloromethane. To this solution was added a solution of 1.2 mL
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(17.5 mmol, 2.4 eq.) of DMSO in 3 mL of dichloromethane at -60°C and the mixture was
stirred for 10 minutes at this temperature. To this mixture was added a solution of 1 g (7.3
mmol) of 4-pyridinepropanol in 7 mL of dichloromethane at -60°C. The resulting mixture was
stirred at -60°C for 15 minutes, then 5.0 mL (36.5 mmol, 5.0 €q.) of triethylamine was added at
this temperature. The cooling bath was removed and the reaction mixture was allowed to warm
to room temperature and was quenched with water. The organic layer was separated and the
aqueous layer was extracted three times with dichloromethane. The combined organic layers
were dried over magnesium sulfate, filtered, and concentrated in vacuo. The residue was
purified by flash chromatography providing 3-pyridin-2-ylpropionaldehyde as a brown oil.
Yield: 769 mg (78%). .

A solution of 760 mg (5.6 mmol) of 3-pyridin-2-ylpropionaldehyde in 3 mL of THF was
treated with 13.6 mL (6.8 mmol, 1.2 eq.) of trimethyl(trifluoromethyl)silane (0.5 M solution in
THF) and 0.06 mL (0.06 mmol) of tetrabutylammonium fluoride (1.0 M solution in THF) at
0°C. The resulting mixture was stirred at 0°C for 10 minutes, and quenched with 1 N HCI
solution, After stirring for 5 minutes, the pH of the reaction mixture was adjusted to 9 with
saturated NaHCO; solution, and the product was extracted into ether. The ethereal layer was
washed with water and brine, dried over magnesium sulfate, filtered, and concentrated in
vacuo. The residue was purified by flash chromatography to give 706 mg (61%) of 1,1,1-
trifluoro-4-pyridin-2-ylbutan-2-0l as a colorless oil.

A solution of 700 mg (3.4 mmol) of 1,1,1-triflucro-4-pyridin-2-ylbutan-2-ol in 10 mL of
dichloromethane was treated with 616 mg (4.1 mmol, 1.2 eq.) of rerr-butyldimethylsilyl
chlonde, 697 mg (10.2 mmol, 3.0 eq.) of imidazole and 415 ng (3.4 mmol} of 4-
dimethylaminopyridine at 0°C. The resulting mixture was allowed to warm to room
temperature and was stirred for 36 hours. Then the mixture was concentrated and the residue
was’ purified by flash chromatography to give 970 mg (89%) of 2-{3(tert-
butyldimethylsilanyloxy)-4,4,4-trifluorobutyl]pyridine as a colorless oil.

A solution of 810 mg (2.54 mmol} of 2-[3-(tert-butyldimethylsilanyloxy)-4,4,4-
trifluorobutyl]pyridine in 8 mL of THF was treated with 2.54 mL (3.81 mmol, 1.5 eq.) of LDA
(1.5 M solution in cyclohexane) at -75°C. After stirring at -75°C for 45 minutes, 474 pL (7.61
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mmol, 3.0 eq.) of methyl iodide was added at -75°C. The resulting mixture was stirred at this
temperature for 10 minutes and quenched with saturated NH,Cl solution. The product was
extracted into ether. The ethereal layer was washed with water, brine, dried over magnesium
sulfate, filtered, and concentrated in vacuo to give 750 mg (89%) of 2-[3-(tert-
butyldimethylsilanyloxy)-4,4,4-trifluoro-1-methylbutyl]pyridine (a  mixture of two

diastereomers) as a brown oil.

To a solution of 3.87 mL (3.87 ramol, 1.5 eq.) of potassium tert-butoxide (1.0 M solution in
THF) and 542 pL (3.87 mmol, 1.5 eq.) of diisopropylamine, 1.55 mL (3.87 mmol, 1.5 eq) of »-
butyl lithium (2.5 M solution in hexanes) was added dropwise at -75°C. The resulting mixture
was allowed to warm to -50°C over 15 minutes. Then the reaction mixture was treated with
860 mg (258 mmol) of  2-[3-(terr-butyldimethylsilanyloxy)-4,4,4-trifluoro-1-
methylbutyl]pyridine at -50°C and the resulting mixture was stirred for 30 minutes at -50°C.
The reaction mixture was cooled to -75°C and treated with 482 pl. (7.74 mmol) of methyl
iodide and stirred for 1 minute. The reaction mixture was quenched with saturated NH,Cl
solution and the product was extracted into ether. The ethereal layer was washed with water
and brine, dried over magnesium sulfate, filtered, and concentrated in vacuo. The residue was
purified by flash chromatography 1o give 555 mg (62%) of 2-[3-(ter:-butyldimethylsilanyloxy)-
4,4 ,4-trifluoro-1,1-dimethylbutyl]pyridine as a colorless oil.

A mixture of 550 mg (1.58 mmcl) of 2-[3-(ters-butyldimethylsilanyloxy)-4,4,4-trifluoro-1,1-
dimethylbutyl]pyridine in 4.5 mL (4.5 mmol) of tetrabutylammonium fluoride (1.0 M solution

in THF) was stirred at room temperature for 2 hours. The mixture was concentrated in vacuo

and the residue was purified by flash chromatography to give 367 mg (99%) of 1,1,1-trifluoro-

4-methyl-4-pyridin-2-ylpentan-2-ol as a light yellow oil.

A solution of 516 pL (1.03 mmol, 1.2 eq) of oxalyl chloride (2.0 M solution in
dichloromethane) was diluted with 2 mL of dichloromethane. To this solution was added a
solution of 146 uL (2.06 mmol, 2.4 eq.) of DMSO in 0.2 mL of dichloromethane at -60°C and
the mixture was stirred for 10 minutes at this temperature, Then to this mixture was added a
solution of 200 mg (0.86 mmol) of 1,1,1-trifluoro-4-methyl-4-pyridin-2-ylpentan-2-ol in 2 mL

of dichloromethane at -60°C. The resulting mixture was stirred at -60°C for 15 minutes and
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then 600 plL (4.3 mmol, 5.0 eq.) of triethylamine was added. The cooling bath was removed
and the reaction mixture was allcwed to warm to room temperature and quenched with water.
The organic layer was separatzd. The aqueous layer was extracted three times with
dichloromethane. The combined organic layers were dried over magnesium sulfate, filtered,
and concentrated in vacuo. The residue was purified by flash chromatography, providing 172

mg (86%) 1,1,1-trifluoro-4-methyl-4-pyridin-2-ylpentan-2-one as a brown oil.

To a solution of 42.4 mg (0.324 mmol, 1.5 eq.) of 2-methylindole in 2 mL of THF, 389 uL
(0.972 mmol, 4.5 eq.) of n-butyl lithium (2.5 M solution in hexanes) and 648 pl. (0.648 mmol,
3.0 ¢q.) of potassium tert-butoxide (1.0 M solution in THF) were added dropwise at -75°C. The
resulting mixture was allowed to warm to -20°C over 30 minutes. The reaction mixture was
cooled to -75°C and a solution of 50 mg (0.216 mmol) of 1,1,1-trifluoro-4-methyl-4-pyridin-2-
ylpentan-2-one in 1 mL of THF was added at this temperature. The resulting mixture was
stirred at this temperature for 30 minutes and then quenched with saturated NH,Cl solution.
The product was extracted into ether and the ethereal layer was washed with water and brine,
dried over magnesium sulfate, filtered, and concentrated in vacuo. The residue was purified by

flash chromatography to give 22 mg (28%) of the title compound as a white foam.

Example 13: Synthesis of 7-(5-fluoro-2-methoxyphenyl)-5-(indol-2-ylmethyl)-7-
methyloctan-5-ol
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To a solution of 4-fluorophenol (11.2 g) and dimethylacryloyl chloride (11.9 g) in diethy! ether
(200 mL}) cooled on ice, triethylamine (14 mL) was added dropwise over 20 minutes. After an
additional 30 minutes the reaction mixture was filtered through diatomaceous earth to remove
precipitated triethylamine hydrochloride. The ether solution was washed with water and brine,
dried over sodium sulfate and evaporated to give crude intermediate ester (19 g). The ester was
dissolved in carbon disulfide (50 mL) and aluminum trichloride (19 g) was added slowly as a
solid over 1 hour (exothermic reaction). The mixture was then allowed to stir at room
temperature overnight. The carbon disulfide was removed in a stream of nitrogen. The residue
was quenched by pouring onte ize and neutralized with aqueous sodium bicarbonate, The
mixture was extracted with ether, and the organic phase was dried, filtered and evaporated.
Chromatography of the residue over a column of silica gel topped with FLORISIL® activated
magnesium silicate packing (eluent: ether-hexanes (95:5)) gave the desired lactone as an oil

that solidified on trituration with a little hexanes (yield: 10.5 g).

The lactone and morpholine were heated at 80°C (bath temperature) for 30 minutes. Crystalline
product appeared. The mixture was cooled to room temperature and triturated with water. The
crystalline product was collected by filtration. The product was taken up in DMSO (20 mL)
and methyl jodide (2 mL}) was added. A solution of potassium hydroxide (1.2 g) in water (10
mL) was added over 20 minutes {moderate exotherm). Additional methy! iodide was added
(0.5 mL) followed by potassium hydroxide (0.25 g) in water (5 mL). The mixture was stirred
for 20 minutes. The crystalline product was collected by filtration, washed with water and
dried under vacuum at 40°C to give 3-(5-fluoro-2-methoxyphenyl)-3-methy!-1-morpholin-4-
ylbutan-1-one (5.1 g).

To a solution of the above 3-(5-fluoro-2-methoxyphenyl)-3-methyl-1-morpholin-4-ylbutan-1-
one (0.29 g) in THF (2 mL) cooled to -70°C under argon was added dropwise over 5 minutes »-
butyl lithium (2 M in pentane, ! ml.). The mixture was stirred at -70°C for 15 minutes and then
quenched with EtOH (0.2 mL). Water (1 mL) and EtOAc (2 mL) were added and the mixture
was warmed to room temperature, The organic phase was separated and washed with water,

dried over sodium sulfate, filtered, and evaporated to give the product as an oil (0.26 g).
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To a solution of 2-methylindole (0.13 g) in THF (1 mL) cooled to -70°C under argon was added
n-butyl lithium (2.5 M in hexane, 1.3 mL) dropwise. After 5 minutes, potassium fert-butoxide
(1M in THF, 2 mL) was added and the cooling bath was removed. After about 5 minutes, a
solid precipitate appeared and the mixture was re-cooled on a dry icefacetone bath. The ketone
from above (0.24 g) in THF (1 mL) was added all at once and the mixture was stirred warming
to room temperature over 1 hour. The reaction was quenched with EtOH (0.3 mL} and diluted
with EtOAc. The mixture was washed with water, dried, filtered and evaporated. Preparative
layer chromatography of the residue (developer methylene chloride) followed by a second
preparative layer chromatography (developer: EtOAc-hexanes (5:95)) gave the title compound
as an oil (24 mg).

Examples 14-17 illustrate the synthesis of other ketones that may be used as intermediates to

prepare compounds of Formula (IB) in methods analogous to those described in Example 13.

Example 14: Synthesis of 1-cyclopropyl-3-(5-fluoro-2-methoxyphenyl)-3-methylbutan-1-

one

Br
N +
O A —
F 14

To a solution of cyclopropyl bromide (0.120 g) in THF (0.8 mL) cooled to -70°C, a solution of
tert-butyl lithium (1.7 M in pentane, 0.8 mL) was added dropwise over 5 minutes. The mixture
was stirred at -70°C for 30 minutes. A solution of 3-(5-fluoro-2-methoxyphenyl)-3-methyl-1-
morpholin-4-ylbutan-1-one (0.29 g) in THF (1 mL) was then added all at once and the mixture
was stirred for 30 minutes. The mixture was quenched with EtOH (0.3 mL) and warmed to

room temperature. The mixture was diluted with EtOAc, washed with water, dried over

sodium sulfate, filtered, and evaporated to give the title compound as an oil (0.23 g).

Example 15: Synthesis of 1-cyclohexyl-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-

one
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F 15
To a solution of cyclohexylmethyl bromide (0.26 g) in THF (1 mL) cooled to -70°C under
argon, tert-butyl lithium (1.7 M in pentane, 1.8 mL) was added dropwise over 5 minutes. The
mixture was stirred at -70°C for 30 minutes. A solution of 3-(5-fluoro-2-methoxyphenyl)-3-
methy}-1-morpholin4-ylbutan-1-one (0.33 g) in THF (1 mL) was added all at once and the
mixture was stirred for one hour. The reaction temperature rose to approximately coming to
-20°C. The reaction was quenched with EtOH (0.3 mL), and- warmed to room temperature.
The mixture was diluted with EtOAc, washed with water, dried, filtered, and evaporated.
Chromatography of the residue over silica gel (eluent: hexanes-methylene chloride gradient)

gave the title compound as an oil (0.2 g).

Example 16: Synthesis of 5-(5-fluoro-2-methoxyphenyl)-2,5-dimethylhexan-3-one

d 0 ~ o

F F 16
To a solution of 3-(5-fluoro-2-methoxyphenyl)-3-methyl-1-morpholin-4-ylbutan- i -one (0.45 g)
in THF (2 mL) stirred under argon and cooled on dry ice/acetone was added isopropyl lithium
(0.7M in pentane, 3 mL) over 10} minutes. The mixture was stirred for 20 minutes and
quenched with EtOH (0.3 mL). The mixture was warmed to room temperature and water 1 mL
was added. The organic phase wis separated, washed, dried, filtered, and evaporated. The
residue was fractionated over a shert column of silica gel (eluent: hexanes-methylene chloride

(1:1)) to give the product as an oil (3.40 g).

Example 17: Synthesis of 4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-one
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To a solution of 3-{5-fluoro-2-methoxyphenyl)-3-methyl-1-morpholin-4-ylbutan-1-one (0.59 g)
in THF (1 mL) stirred under argon and cooled on dry ice/acetone was added methyl lithium
(1.4 M in pentane, 2 mL) over 2 minutes. The mixture was stirred for 30 minutes and quenched
with EtOH (0.3 mL). The mixture was warmed to room temperature and 1 mL of water was
added. The organic phase was separated, washed, dried, filtered, and evaporated. The residue
was fractionated over a short colurnn of silica gel (eluent: hexanes-methylene chloride (1:1)) to

give the title compound as an oil (0.36 g).

Example 18: Synthesis of 4-(5-fluoro-2-methoxyphenyl)-2-(indol-2-ylmethyl)-4-
methylpentan-2-ol

~ 0 \
\'\
O —
Z7N
\
H

To a solution of 2-methylindole (130 mg) in THF (2 mL) stirred under argon cooled on dry
icefacetone was added n-butyl lithium (2M in pentane, 1.6 mL). After 2 minutes, potassium
tert-butoxide {IM in THF, 2 mL) was added and the mixture was allowed to warm to
approximately -20°C. After 5 minutes, precipitate was noted and the mixture was cooled to
-70°C. 4-(5-Fluoro-2-methoxyphenyl)-4-methylpentan-2-one (Example 17) (440 mg) in THF
(1.5 mL) was added all at once. The cooling bath was removed and the mixture was stirred for
10 minutes and then quenched with EtOH (0.5 mL). The mixture was diluted with EtOAc,
washed with water, dried, filtered, and evaporated. Chromatography over silica gel (EtOAc-
hexanes (1:9)) gave product which solidified on trituration with hexanes-ether. The solid was
recrystallized from ether-hexanes, collected by filtration and dried under vacuum to give 0.11 g
of the title compound, m.p. 118°C-120°C.
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Example 19: Synthesis of 4-(5-fluoro-2-methoxyphenyl)-2-(4,6-dimethylpyridin-2-
ylmethyl)-4-methylpentan-2-ol

~No ™~ = l
- =
/N N
+ —_— OH
=
F F
17 19

To a solution of 2,4,6-trimethylpyridine {0.14 g) in THF {1 mL) stirred under argon and cooled
to -70°C, tert-butyl lithium (1.7M in pentane, 0.75 mL) was added dropwise over 2 minutes.
After stirring for an additional 2 minutes, 4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-one
(Example 17) (0.22 g) in THF (0.3 mL) was added all at once. After 5 minutes, the reaction
was quenched with EtOH (0.2 mL) and allowed to warm to room temperature. The mixture
was diluted with EtOAc, washed with water, dried, filtered, and evaporated. Chromatography
of the residue over silica gel (eluent: EtOAc-methylene chloride (2:98 to 8:92 gradient)) gave
the product as an oil (0.19 g).‘

Example 20: Synthesis of 1-cyclohexyl4-(5-fluoro-2-methoxyphenyl)-2-(indol-2-
ylmethyl)-4-methylpentan-2-ol

\O N
Oy —
N
H
F 15

To a solution of the 2-methylindole (65 mg) in THF (1 mL) stirred under argon cooled on dry

F

20

ice/acetone was added a-butyl lithium (2 M in pentane, 0.8 mL). After 2 minutes, potassium
tert-butoxide (1M in THF, 1 mL) was added and the mixture was allowed to warm to
approximately -20°C. After 5 minutes, a precipitate was noted and the mixture was cooled to
-70°C. 1-Cyclohexyl-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-2-one (Example 15) (100
mg) in THF (1 mL) was added dropwise and the mixture was stirred for 20 minutes at -70°C.
The reaction was quenched with EtOH (0.5 mL). The mixture was diluted with EtOAc, washed
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with water, dried, filtered, and evaporated. Chromatography over silica gel (methylene

chloride-hexanes (1:2)) gave the title compound as an oil (0.095 g).

Example 21: Synthesis of 5-(5-fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl)-5-
methylhexan-3-0l

~
0 ¢ ~ fo)

m
Y
-~
m

To a solution of lithium diisopropylamide (2 M in THF-hexanes-ethylbenzene, 1.0 mL) in THF
1 mL under argon cooled to -70°C was added dropwise a solution of 4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-one (0.44 g) in THF (1 mL). The mixture was stirred for 30
minutes and then a solution of methyl iodide (0.28 g) in THF (0.5 mL) was added dropwise and
the mixture was stirred coming to room temperature overnight. The mixture was diluted with
hexanes, washed with water, dried. fiitered, and evaporated. Chromatography of the residue
over silica gel (hexanes-methylene chloride (gradient 1:4-1:1)) gave the desired hexan-3-one as
an oil (0.20 g).

To a solution of 2-methylindole {64 mg) in THF (1 mL) stirred under argon cooled on dry ice /
acetone was added n-butyl lithium (2M in pentane, 0.8 mL). After 2 minutes, potassium fert-
butoxide (1M in THF, 1 mL) was added and the mixture was allowed to warm to approximately
-20°C. After approximately 5 minutes, a precipitate was noted and the mixture was cooled to
-70°C. The hexan-3-one (100 mg) in THF (1 mL) was added dropwise and the mixture was
stirred for 20 minutes at -70°C. The reaction was quenched with EtOH (0.5 mL). The mixture
was diluted with EtOAc, washed with water, dried, filtered, and evaporated. Chromatography

over silica gel (methylene chloride-hexanes (1:2)) gave the title compound as an oil (0.062 g).
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Example 22: Synthesis of 1-cyclohexyl-2-(4,6-dimethylpyridin-2-ylmethyl)- 4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol

™~ o)
. N
'
+ |
V
F 15

To a solution of collidine (0.113 g) in THF (1 mL) cooled to -70°C was added dropwise over 3

minutes rert-butyl lithium (1.7 M in pentane, 0.55 mL). The mixture was stirred for 5 minutes

and then 1-cyclohexyl-4-(5-fluoro-2-methoxyphenyl)-d-methylpentan-2-one (Example 15)
(0.095 g) in THF (0.5 mL) was added dropwise. After 10 minutes at -70°C, the reaction was
quenched by addition of EtOH (0.2 mL) and warmed to room temperature. The mixture was
diluted with EtOAc, washed with water, dried over sodium sulfate, filtered, and evaporated.
The residue was fractionated by preparative layer chromatography (developer: methylene
chloride-EtOAc (99:1)) followed by preparative layer chromatography (developer: hexanes-
methylene chloride-EtOH (1:1:0.01)) to give the title cornpound as an oil (73 mg).

Examples 23 and 24 illusirate the synthesis of substituted dihydrobenzofurans. These may be
converted to trifluoromethyl ketone intermediates by the procedure described in Example 1 for

4-fluoroanisole.

Example 23: Synthesis of 5-methyl-2,3-dihydrobenzofuran

0 n-Buli 0
Br, Me!
o ——
Acetic Acld THF
Br CH,
23

To a chilled (10°C) solution of 10 g (83 mmol) of 2,3-dihydrobenzofuran in 50 mL of acetic
acid, 4 mL (78 mmol) of bromine in 6 mL of acetic acid was added dropwise over a 10 minute
period. After 1 hour, the mixture was made basic by cautiously pouring the reaction mixture

into saturated/solid aqueous sodium bicarbonate solution and stirring overnight. The mixture
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was then extracted with three 100 mL portions of EtOAc. The combined organic layers were
washed with two 50 mL portions of saturated aqueous sodium bicarbonate, three 50 mL
portions of brine, dried over magnesium sulfate, filtered, and concentrated to afford a yellow
oil. The oil was diluted with hexanes and passed through a pad of silica gel in a 600 mL funnel
eluting with hexanes to afford a white solid which was diluted with cold (dry ice-acetone)
hexanes and collected by filtration to afford 4.7 g (28%) of 5-bromo-2,3-dihydrobenzofuran as
a white solid, mp 45°C48°C. The filtrate was concentrated to afford 5.1 g of 5-bromo-2,3-
dihydrobenzofuran which was 70% pure.

To a chilled (-78°C) solution of 5.2 g (26.12 mmol) of 5-bromo-2,3-dihydrobenzofuran in
anhydrous THF was added 13.4 mL (26.8 mmol) of a 2.0 M solution of #-butyl lithium in
pentane. After 10 minutes, 4 mL (64.25 mmol) of iodomethane was added dropwise. After the
addition, the cold bath was removed and the mixture stirred at room temperature. After 2
hours, the mixture was diluted with 40 mL of saturated aqueous ammonium chloride and
extracted with three 30 mL portions of EtOAc. The combined organic layers were washed with
three 30 mL portions of brine, dried over magnesium sulfate, filtered, and concentrated to
afford 3.7 g of a yellow oil. The nil was distilled under vacuum (Kugelrohr) at 70°C-80°C to
afford 1.6 g (45%) of the title compound which was used without further purification.

Using the procedure described in Example 1, the following ketone was prepared: 1,1,1-

Trifluoro-4-methyl-4-(5-methyl-2,2 -dihydrobenzofuran-7-yl)pentan-2-one.

Example 24: Synthesis of 5-Fluoro-2,3-dihydrobenzofuran

Pd/C HC3, HBF,
HNo, NaNO:
Aoetlc Acid Me(JH Toluena D

N,BF,

To a solution of 25.5 g (0.212 mol) of 2,3-dihydrobenzofuran in 175 mL of acetic acid was
added about one quarter of 4.5 mL (0.227 mol) of 70% aqueous nitric acid dropwisc: The
reaction was monitored by TLC (EtOAc-hexanes, 15:85). The mixture was warmed to 70°C
where the reaction began. The remainder of the nitric acid was then added while maintaining

the reaction at 70°C. After 30 minutes, the reaction was cooled and poured into 1.5 L of ice
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water. The black solid was collected by filtration washing with water. The solid was
partitioned between 500 mL of saturated aqueous sodium bicarbonate and 150 mL of EtOAc.
The aqueous layer was separated and extracted with three 150 mL portions of EtQOAc. The
combined organic layers were washed with three 100 mL portions of saturated aqueous sodium
bicarbonate, 100 mL of saturated aqueous ammonium chloride, 100 mL of brine, dried over
magnesium sulfate, filtered, and concentrated to afford a red oil/solid. The mixture was
dissolved in dichloromethane and passed through a pad of silica gel, eluting with
dichloromethane, and concentrated. The resulting red mixture was ftriturated with ether-
hexanes (1:1) and filtered to afford 10.5 g (29%) of 5-nitro-2,3-dihydrobenzofuran as a tan

solid.

To a suspension of 10.3 g (62.37 mmol) of 5-nitro-2,3-dihydrobenzofuran in 50 mL of MeOH
and 10 mL of dichloromethane wa:; added 350 mg of 10% palladium on carbon and the mixture
was placed under 55 psi of hydrogzn gas. Hydrogen gas uptake was evident during the first 30
minutes. After 18 hours, the mixture was then filtered through diatomaceous earth and
concentrated to afford 8.2 g of 2, 3-dihydrobenzofuran-5-ylamine as a gray solid which was

used without further purification.

To a solution of 8.2 g (60.66 mmol) of 2,3-dihydrobenzofuran-5-ylamine in 250 mL of THF
was added 6 mL of concentrated aqueous HCI in several portions. To the resulting white
precipitate was added 11 mL of tetzafluoroboric acid dropwise. The mixture was then chilled (-
15°C) and 4.7 g (68.12 mmol) of sodium nitrite in 20 mL of water was added dropwise. The
suspension turmned deep gray, became homogenous and then a precipitate formed. The mixture
was stirred for 30 minutes at -15°C and then the solid was collected by filtration washing with
cold water, cold ethanol, and cold ether. The solid was dried by pulling vacuum through the
filter cake to afford 9.7 g (68%) of 5-diazonium-2,3-dihydrobenzofuran tetrafluoroborate salt

which was used without further purification.

A suspension of 9.7 g (41.46 mmol) of the above diazonium tetrafluoroborate salt in xylenes
was warmed at reflux for 1 hour. The mixture was then cooled and diluted with 200 mL of
saturated aqueous sodium bicarbonate. The aqueous was scparated and extracted with three 50

mL portions of EtOAc. The combined organic layers were washed with 50 mL of aqueous
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sadium bicarbonate, S0 mL of brine, dried over magnesium sulfate, filtered, and concentrated

to afford an oil. The crude oil was chromatographed on silica gel using EtOAc-hexanes (0:100,

then 0.5:99.5) to afford 2.6 g (45%) of the title compound.

Using the procedure described in Example 1, the following ketone was prepared: 1,1,1-

Trifluoro-4-(5-fluoro-2,3-dihydrotenzofuran-7-yl)-4-methylpentan-2-one.

Example 25: Synthesis of 1,1,1-trifluoro-3-[1-(5-fluoro-2-
methoxyphenyl)cyclopropyl]propan-2-one

| : &
. . 3
TiCy B.
CH,Cl, T Ho
Br 0 0
F

-
Pd[P(Ph),l, -~ F, CF,
2 M aq. Na,CO, OEt ZnCu OEt
s —— —_— HO
EtOH HO S CH,l, o
Toluene, A Ether
F
F
- CF, -
LAH NalQ,
Fig\/OH alQ, CF:
THF MeOH
F F
) 25

To a chilled (-78°C) solution of 5.2 mL (30.18 mmol) of 2-bromoallyltrime;chylsila.ne and 5.3 g
(31.16 mmol) of ethyl trifluoropyruvate in 75 mL of dichloromethane was added 3¢ mL (30
mmol) of a 1 M solution of titanium tetrachloride in dichloromethane over a 10 minute period.
The cold bath was then removed and the mixture was warmed to room temperature. After 3
hours, the mixture was cautiously added to 100 mL of saturated aqueous ammonium chloride
and filtered through diatomaceous ¢arth, washing with dichloromethane. The dichloromethane
was separated and the aqueous layer was extracted with three 50 mL portions of
dichloromethane. The combined organic layers were washed with two 50 mL portions of

saturated aqueous sodium bicarbonate, 50 mL of brine, dried over magnesium sulfate, filtered,
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and concentrated to afford 6.7 g (76%) of 4-bromo-2-hydroxy-2-trifluoromethylpent-4-enoic

acid ethyl ester as a yellow oil which was used without further purification.

A mixture of 500 mg (1.71 mmcl) of 4-bromo-2-hydroxy-2-trifluoromethylpent-4-enoic acid
ethyl ester, 509 mg (3 mmol) of 3-fluoro-5-methoxyphenylboronic acid and 25 mg (0.022
mmol) of tetrakis(triphenylphosphine)paliadium(0}) in 4 mL of toluene, 2 mL of ethanol, and 1
mL of 2 M aqueous sodium carbonate was warmed at reflux. After 24 hours, the mixture was
cooled and diluted with saturated agueous ammonium chloride and extracted with three 10 mL
portions of EtOAc. The combined organic layers were washed with three 5 mL portions of
brine, dried over magnesium suliate, filtered, and concentrated. The crude solidified upon
standing and was adsorbed onto silica gel and chromatographed on silica gel using EtOAc-
hexanes (0:100, then 0.5:99.5, then 1:99, then 2:98) to afford partially purified product.
Trituration with ether-hexanes removed an insoluble by product. The filtrate was
chromatographed on silica gel using dichloromethane-hexanes (5:95, then 1:9, then 15:85, then
2:8, then 3:7, then 4:6) to afford 280 mg (48%) of 4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-2-

trifluoromethylpent-4-enoic acid ethyl ester as an o0il which solidified upon standing.

To a solution of 620 mg (1.84 mmol) of 4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-2-
trifluoromethylpent-4-enoic acid ethyl ester, 475 mg zinc copper couple, and an iodine crystal
in anhydrous ether in a sealed tube warmed to 55°C was added dropwise 500 uL (6.20 mmol)
of diiodomethane. The reaction was monitored by TLC in dichloromethane-hexanes (1:1} or
ether-hexanes (2:8). After 18 hours, the mixture was cooled, diluted with EtOAc, and filtered
through diatomaceous earth. The filtrate was washed with three 10 mL portions of 1 N aqueous
HCI, 10 mL of brine, three 10 mL »ortions of saturated aqueous sodium bicarbonate, dried over
magnesium sulfate, filtered, and concentrated. The crude material was adsorbed onto silica gel
and chromatographed on silica gel using ether-hexanes (0:100, then 1:99, then 2:98) to afford
494 mg (76%) of 3,3,3-trifluoro-2-[1-5-fluoro-2-methoxyphenyl)cyclopropylmethyl]-2-
hydroxypropionic acid ethyl ester.

To a chilled (0°C) solution of 400 mg (1.14 mmol) of 3,3,3-trifluoro-2-[1-(5-fluoro-2-
methoxyphenyl)cyclopropylmethyl]-2-hydroxypropionic acid ethyl ester in 5 mL. of anhydrous
THF was added 98 mg (2.58 mmol) of lithium aluminum hydride in several portions. The cold
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bath was then removed and the mixture was stirred at room temperature. After 4.5 hours, the
mixture was cooled in an ice water bath and cautiously quenched with water, dried over
magnesium sulfate, and filtered through diatomaceous earth, washing with EtOAc to afford 278
mg (78%) of title compound which was used without further purification. The filter cake was
partitioned between 15 mL of 1 N aqueous hydrochloric acid and extracted with three 10 mL
portions of EtOAc. The combined organic layers were washed with two 10 mL portions of 1 N
aqueous hydrochloric acid, 10 ml of brine, and two 10 mL portions of saturated aqueous
sodium bicarbonate, dried over magnesium sulfate, filtered, and concentrated to afford an
addition 32 mg (8.9%) of 3,3,3I-triﬂuoro-2-[1-(5-ﬂuoro-2-
methoxyphenyl)cyclopropylmethyl Jpropane-1,2-diol.

To a solution of 310 mg (1.01 mmol) of 3,3,3-trifluoro-2-[1-(5-fluoro-2-
methoxyphenyl)cyclopropylmethyl]propane-1,2-diol in 15 mL of MeOH was added 1.5 g (7.01
mmol) of sodium periodate. After 7 hours, the mixture was concentrated and the residue
diluted with hexanes and filtered through diatomaceous earth. The crude residue was
chromatographed on silica gel using hexanes to load the sample and then eluting with EtOAc-

hexanes (0:100, then 0.25:99.75, then 0.5:99.5, then 1:99) to afford 200 mg of the title

compound as a clear oil.

The following trifluoromethyl ketones were also prepared by the method of Example 25: -
1,1,1-Trifluoro-3-[1-(2-trifluoromethoxyphenyl)cyclopropyl]propan-2-one;
3-[1«(2,5-Difluorophenyl)cyclopropyl]-1,1,1-triflucropropan-2-one; and
1,1,1-Trifluoro-3-[1-(4-fluorophenyl)cyclopropyl]propan-2-one.

Example 26: Synthesis of 1,1,1-trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methylpentan-2-
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To a round bottom flask fitted with a Dean-Stark trap was added a mixture of 19.54 g (116
mmol) of 4-fluoro-2-methoxyacetcphenone, 15.29 mL (174 mmol) of methyl cyanoacetate,
1.42 mL (13 mmol) of benzylamins, and 6.6 mL of acetic acid in 170 mL of toluene and the
mixture was warmed to reflux. The reaction was monitored by TLC (EtOAc-hexanes, 2:8).
After 18 hours, the reaction was then cooled and concentrated in vacuo to afford a dark, orange
oil. The crude oil was distilled at 130°C under vacuum (Kugelrohr) to remove unreacted 4-
fluoro-2-methoxyactophenone. The crude product was then passed through a pad of silica getl
using a 10% EtOAc in a 1:1 mixture of dichloromethane in hexanes to afford 27.64 g (95%) of
2-cyano-3-(4-fluoro-2-methoxyphenyl)but-2-enoic acid methyl ester as a light orange oil which

was a mixture of geometric isomers.

To a chilled (0°C) suspension of 4.3 g (22.58 mmol) of copper (I) iodide (purified by Soxhlet
extraction with THF) in 100 mL of diethyl ether was added 26 mL (41.60 mmol) of a 1.6 M
solution of methyl lithium in ether over a 15 minute period. After the addition, the mixture

stirred for 10 min and was then cooled to -25°C and a solution of 4.0 g (15.19 mmol) of 2-
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cyano-3-(4-fluoro-2-methoxyphenyl)but-2-enoic acid methyl ester in 50 mL of diethy! ether
was added over a 20 minute period. The mixture stirred at -25°C for 30 minutes and was then
allowed to warm to room temperature. The reaction was monitored by proton NMR. After 1.5
hours, an aliquot partitioned between EtOAc and 1 N aqueous HCI indicated starting material
was gone and desired product was present. The reaction was cautiously poured into brine and
then saturated aqueous ammonium chloride was added followed by ! N aqueous HCl and

EtQOAc. The mixture was filtered through diatomaceous earth and the aqueous layer was

separated and extracted with three 50 mL portions of EtOAc. The combined organic layers

were washed with 30 mL of 1 N aqueous HCI, 30 mL of brine, and three 25 mL portions of
saturated aqueous sodium bicarbonate, dried over magnesium sulfate, filtered, and concentrated
to afford 4.2 g (99%) of 2-cyano-3-(4-fluoro-2-methoxyphenyl)-3-methylbutyric acid methyl

ester.

A mixture of 4.2 g (15.03 mmol), of 2-cyano-3-(4-fluoro-2-methoxyphenyl)-3-methylbutyric
acid methyl ester and 2.5 g (42.77 mmol) of sodium chloride in 40 mL of DMSQO w‘ith 2 mL of
water was warmed to reflux. Gas evolution was clearly evident early in the reaction. After 4
hours, the reaction was cooled and diluted with 100 mL of brine and extracted with four 75 mL
portions of EtOAc. The combined organic layers were washed with six 50 mL portions of
brine, dried over magnesium sulfate, filtered, and concentrated to afford an oil which solidified
under vacuum. The tan solid was triturated with hexanes and collected by filtration to afford
2.52 g (81%) of 3-(4-fluoro-2-methcxyphenyl)-3-methylbutyronitrile, m.p. 80°C-83°C.

To a chilled (40°C) solution of 2 g (9.65 mmol) of 3-(4-fluoro-2-methoxyphenyl)-3-
methylbutyronitrile in 20 mL of dichloromethane was added 20 mL (20 mmel) of 2 | M
solution of diisobutylaluminum hydride in dichloromethane over a 10 minute period. The
mixture was then allowed to warm to room temperature. After 4 hours, the mixture was

cautiously added to 1 N aqueous HCl and concentrated in vacue to remove the

dichloromethane. The residue was extracted with three 40 mL portions of EtOAc. The .

combined organic layers were washed with 30 mL of 1 N aqueous HC, two 30 mL portions of
brine, 30 mL of saturated aqueous sodiurn bicarbonate, dried over magnesium sulfate, filtered,
and concentrated to afford 189 g (93%) of 3-(4-fluoro-2-methoxyphenyl)-3-

methylbutyraldehyde as an oil which ‘vas used without further purification.
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To 1.89 g (8.99 mmol) of 3-(4-fluoro-2-methoxyphenyl)-3-methylbutyraldehyde was added 25
mL (12.5 mmol) of a 0.5 M solution of trimethyl(trifluoromethyl)silane in tetrahydrofuran and
2 mL (2 mmol) of 2 1 M solution of tetrabutylammonium fluoride in tetrahydrofuran was added
over a 2 minute period. The mixture stirred for 30 minutes and then an additional 8 mL (8
mmol) of a 1 M solution of tetratutylammonium fluoride in tetrahydrofuran was added. The
mixture was then diluted with waler and extracted with three 25 mL portions of EtOAc. The
combined organic layers were washed with three 20 mL portions of 1 N aqueous HC], three 20
mL portions of brine, and three 20 mL portions of saturated aqueous sodium bicarbonate, dried
over magnesium sulfate, filtered, and concentrated to afford 2.78 g of 1,1,1-trifluoro-4-(4-
fluoro-2-methoxyphenyl)-4-methylpentan-2-ol as an oil. The oil was dried under high vacuum

to a constant weight of 2.36 g (93%) and was used without further purification.

To a solution of 2.3 g (8.42 mmol) of 1,1,1-trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol in 40 mL of dichloromethane was added the 4.96 (11.70 mmol) of Dess-
Martin periodinane. After 1 hour, the mixture was concentrated and diluted with ether-hexanes
(1:9) and filtered through a pad of silica gel, washing with 1:1 ether-hexanes. Use of a second
pad of silica gel washing with EtOAc-hexanes (1:9) afforded the title compound as an oil. The
product was dried under vacuum to a constant weight of 2 g (85%).

The following trifluoromethyl ketones were also prepared by the method of Example 26:
4-(3,5-Dimethoxyphenyl)-1,1,1-trifluoro-4-methylpentan-2-one;
1,1,1-Trifluoro-4-(1-methoxynaphthalen-2-yl)-4-methylpentan-2-one;
1,1,1-Trifluoro-4-methyl-4-naphthalen-2-ylpentan-2-one;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methylpentan-2-one; and

1,1,1-Trifluoro-4-methyl-4-(3-triflucromethylphenyl)pentan-2-one.
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Example 27: Synthesis of 4-(5bromo-4-fluoro-2-methoxyphenyl)-1,1,1-trifluoro-4-
methylpentan-2-one
- -
? Br,

_——

CF, Acstic Acid CF,

Br 27
To a solution of 300 mg (1.078 mmol) of 1,1,1-trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-
methylpentan-2-one (Example 26) in 0.5 mL of acetic acid was added 70 pL (1.35 mmol) of
bromine. The reaction was monitored by TLC (EtOAc-hexanes (1:9)) by partitioning an
aliquot between saturated aqueous sodium bicarbonate and EtOAc. A new slightly more polar
product was observed. The reaction was made basic with saturated aqueous sodium
bicarbonate and extracted with thrze 15 mL portion of EtOAc. The combined organic layers
were washed with two 10 mL portions of saturated aqueous sodium bicarbonate and 10 mL of
brine, dried over magnesium sulfate, filtered, and concentrated. The residue was dissolved in
hexanes and passed through a pad cf silica gel, eluting with EtOAc-hexanes (0.5:99.5) to afford
375 mg (97%) of the title compound.

The following compounds were prepared by the method of Example 27:
4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methylpentan-2-one; and
4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-1,1,1 -trifluoro-4-methylpentan-2-one.

Example 28: Synthesis of 1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1H-
pyrrolo|2,3-c]pyridin-2-ylmethyl)pentan-2-ol
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NMP CF,
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Aluminum amalgam was prepared from aluminum foil (1.16g, 14.4 mmol) and mercuric
chioride (12 mg, catalytic amount) in dry THF (20 mL) by vigorously stirring the mixture at
room temperature for 1 hour under an argon atmosphere. A solution of propargyl bromide
(4.80 mL, 80 wt.% in toluene, 43.1 mmol) in dry THF (25 mL) was slowly added to a stirred
suspension maintaining a temperature of 30°C-40°C, and after addition, stirring at 40°C was
continued until a2 dark gray solution was obtained (ca. 1 hour). The propargyl aluminum
sesquibromide solution was added 10 a solution of the trifluoromethylketone (4.0 g, 14.4 mmol)
in dry ether (150 mL) at -78°C. The reaction mixture was stirred at this temperature for 3
hours, and then was allowed to wasm to room temperature, at which time it was stirred for 12
hours. The reaction mixture was then poured into 20 mL of ice water and extracted with four
30 mL portions of ether. The combined extracts were washed with 20 mL of brine, dried over
magnesium sulfate, and concentrated. @ The residual oil was subjected to column

chromatography over silica gel to aiford pure propargylated compound as an oil.

A mixtwure of the above acetylene intermediate (656 mg, 2.06 mmol), (4-iodopyridin-3-yl)-
carbamic acid sert-butyl ester (600 mg, 1.87 mmol) (see T.A. Kelly et al., J. Org. Chem., 1995,
60, 1877), bis(triphenylphosphine)palladium(Il) chloride catalyst (72 mg, 0.1 mmol) and
copper (I) iodide (39 mg, 0.2 mmol) in anhydrous triethylamine (6 mL) and dry DMF (1 mL)

was stirred at room temperature for 20 hours. The reaction mixture was then diluted with 50
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mL of ether and washed with 20 mL of aqueous saturated ammonium chloride solution and 20
mL of brine, The organic layer was dried over magnesium sulfate and concentrated in vacuo.
Column chromatography over silica gel with hexanes-EtOAc (5:1 to 1:1) provided {4-[6-(5-
fluoro-2-methoxyphenyl)-4-hydroxy-6-methyl-4-trifluoromethylhept-1 -ynyl]pyridin-3-

yl}carbamic acid tert-butyl ester as a foam.

The above tert-butyl ester (480 my, 0.94 mmol) was treated with a hydrogen chloride solution
(2M in ether, 15 mL) and stirred at room temperature for 6 hours. Then the solution was
concentrated in vacuo to yield the crude amine as oil, which was crashed out with hexanes to

give the amine a yellow solid.

To the above crude amine product (742 mg, 1.81 mmol) in anhydrous 1-methyl-2-pyrrolidinone
(NMP) (7 mL) was added -BuOK. (449 mg, 112 mmol) and the reaction mixture was stirred
under an argon atmosphere at room temperature for 24 hours. The mixture was diluted with 30
mL of ether and washed with four 10 mL portions of water, and the combined aqueous layers
were re-extracted with 20 mL of ether, while the combined organic layers were washed with 10
mL of brine, dried over magnesium sulfate, and concentrated in vacuo. The residual oil was
subjected to column chromatography over silica gel (methylene chloride-1% to 10% MeOH) to
afford 1,1,1-trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(1 4-pyrrolo[2,3c]pyridin-2-
ylmethyl)pentan-2-ol as yellowish crystals.

Resolution to the (+)- and (-)>-enantiomers was accomplished by chiral HPLC on a
CHIRALCEL™ QD column, eluting with 15% to 25% isopropanol-hexanes.

Assessment of Biological Properties

Compounds of the invention were evaluated for binding to the steroid receptor by a
fluorescence polarization competitive binding assay. Detailed descriptions for preparation of
recombinant glucocorticoid receptor (GR) complex used in the assay is described in U.S.
provisional application No. 60/291,877, filed May 18, 2001, and incorporated herein by
reference in its entirety. Prepamation of the tetramethyl rhodamine (TAMRA)-labeled
dexamethasone probe was accomplisied using a standard literature procedure (M. Pons ef al., J.
Steroid Biochem., 1985, 22, pp. 267-273).
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A. Glucocorticoid Receptor Competitive Binding Assay
Step 1. Characterization of the Fiuorescent Probe
The wavelengths for maximum excitation and emission of the fluorescent probe should first be

measured. An example of such a probe is thodamine (TAMRA)-labeled dexamethasone.

The affinity of the probe for the steroid receptor was then determined in a titration experiment.
The fluorescence polarization value of the probe in assay buffer was measured on an SLM-
8100 fluorometer using the excitation and emission maximum values described above.
Aliquots of expression vector lysate- were added and fluorescence polarization was measured
after each addition until no further change in polarization value was observed. Non-linear least
squares regression analysis was used to calculate the dissociation constant of the probe from the

polarization values obtained for lysate binding to the probe.

Step 2. Screening for Inhibitors of Probe Binding

This assay uses fluorescence polarization (FP) to quantitate the ability of test compounds to
compete with tetramethyl rhodamine (TAMRA)-labeled dexamethasone for binding to 2 human
glucocorticoid receptor (GR) complex prepared from an insect expression system. The assay
buffer was: 10 mM TES, 50 mM KCI, 20 mM Na,MoQ,*2H;0, 1.5 mM EDTA, 0.04% w/v
CHAPS, 10% v/v glycerol, 1| mM dithiothreitol, pH 7.4. Test compounds were dissolved to 1
mM in neat DMSO and then further diluted to 10x assay concentration in assay buffer
supplemented with 10% v/v DMSO. Test compounds were serially diluted at 10x assay
concentrations in 10% DMSO-containing buffer in 96-well polypropylene plates. Binding
reaction mixtures were prepared in 96-well black Dynex microtiter plates by sequential
addition of the following assay components to each well; 15 pL of 10x test compound solution,
85 pL of GR-containing baculovirus lysate diluted 1:170 in assay buffer, and 50 pL of 15 nM
TAMRA-labeled dexamethasone. Positive controls were reaction mixtures containing no test
compound; negative controls (blanks) were reaction mixtures containing 0.7 pM to 2 pM
dexamethasone. The binding reacticns were incubated for 1 hour at room temperature and then
read for fluorescence polarization jn the LJL Analyst set to 550 nm excitation and 580 nm
emission, with the Rhodamine 561 dichroic mirror installed. [Csp values were determined by

iterative non-lincar curve fitting of the FP signal data to a 4-parameter logistic equation.
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Compounds found to bind to the jlucocorticoid receptor may be evaluated for binding to the
progesterone receptor (PR), estrogen receptor (ER), and mineralocorticoid receptors (MR) to
evaluate the compound’s selectivity for GR. The protocols for PR and MR are identical to the
above GR method, with the following exceptions: PR insect cell lysate is diluted 1:7.1 and MR
lysate diluted 1:9.4. PR probe is TAMRA-labeled mifepristone, used at a final concentration of

5 nM in the assay, and the negative controls (blanks) were reactions containing mifepristone at

0.7 tM to 2 pM.

The ER protocol is similar to the above protocols, but uses PanVera kit receptor, fluorescein-
labeled probe. The assay components are made in the same volumes as above, to produce final
assay concentrations for ER of 15 nM and ES2 probe of 1 nM. In addition, the component
order of addition is modified from the above assays: probe is added to the plate first, followed
by receptor and test compound. The plates are read in the LJL Analyst set to 485 nm excitation

and 530 nm emission, with the Flucrescein 505 dichroic mirror installed.

Compounds found to bind to the glucocorticoid receptor may be evaluated for dissociation of
transactivation and transrepression by assays cited in the Background of the Invention (C.M.
Bamberger and H.M. Schulte, Eur, J. Clin. Invest., 2000, 30 (suppl. 3) 6-9) or by the assays

described below.

B. Glucocorticoid Receptor Cell Assays

1. Induction of Aromatase in Fibroblasts (Cell Assay for Transactivation)

Dexamethasone, a synthetic ligand to the glucocorticoid receptor (GR), induces expression of
aromatase in human foreskin fibroblast cells. The activity of aromatase is measured by the
conversion of testosterone to estradiol in culture media. Compounds that exhibit binding to GR

are evaluated for their ability to induce aromatase activity in human foreskin fibroblasts.

Human foreskin fibroblast cells (ATCC Cat. No. CRL-2429, designation CCD112SK) are
plated on 96 well plates at 50,000 cells per well 5 days before use, in Iscove’s Modified
Dulbecco’s Media (GibcoBRL Life Technologies Cat No. 12440-053) supplemented with 10%
charcoal filtered FBS (Clonetech Cat No. SH30068) and Gentamycin (GibcoBRL Life
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Technologies Cat. No. 15710-064). On the day of the experiment, the media in the wells is
replaced with fresh media. Cells are treated with test compounds to final concentrations of 10°
M to 10 M, and testosterone to a final concentration of 300 ng/mL. Each well has a total
volume of 100 pL. Samples are made in duplicates. Control wells include: (a) wells that
receive testosterone only, and (b) wells that receive testosterone plus 2 pM of dexamethasone
to provide maximum induction of aromatase. Plates are incubated at 37°C overnight (15 to 18
hours), and supernatants are harvested at the end of incubation. Estradiol in the supernatant is
measured using ELISA kits for estradiol (made by ALPCO, obfained from American
Laboratory Products Cat. No. 020-DR-2693) according to the manufacture's instruction. The
amount of estradiol is inversely proportional to the ELISA signals in each well. The extent of
aromatase induction by test compounds is expressed as a relative percentage to dexamethasone.

ECsp values of test compounds are derived by non-linear curve fitting.

2. Inhibition of IL-6 Production in Fibroblasts (Cell Assay for Transrepression)

Human foreskin fibroblast cells produce IL-6 in response to stimulation by pro-inflammatory
cytokine [L-1. This inflammatory response, as measured by the production of IL-6, can be
effectively inhibited by dexamethasone, a synthetic ligand to the glucocorticoid receptor (GR).
Compounds that exhibit binding to GR are evaluated for their ability to inhibit IL-6 production

in human foreskin fibroblasts.

Human foreskin fibroblast cells (ATCC Cat. No. CRL-2429) are plated on 96 well plates at
5,000 cells per well the day before use, in Iscove’s Modified Dulbecco’s Media (GibcoBRL
Life Technologies Cat. No. 12440-053) supplemented with 10% charcoal filtered FBS
(Clonetech Cat. No. SH30068) and Gentamycin (GibcoBRL Life Technologies Cat. No. 15710-
064). On the next day, media in the wells is replaced with fresh media. Cells are treated with
IL-1 (rhIL-1a, R&D Systemns Cat. No. 200-LA) to a final concentration of 1 ng/mL, and with
test compounds to final concentrations of 10° M to 10* M, in a total volume of 200 pL per
well. Samples are done in duplicates. Background control wells do not receive test compounds
or IL-1. Positive control wells receive IL-1 only and represent maximum (or 100%) amount of
IL-6 production. Plates are incubated at 37°C overnight (15 to 18 hours), and supernatants are
harvested at the end of incubation. IL-6 levels in the supernatants are determined by the ELISA
kits for IL-6 (MedSystems Diagnostics GmbH, Vienna, Austria, Cat. No. BMS213TEN)
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according to manufacture’s instructions. The extent of inhibition of IL-6 by test compounds is
expressed in percentage relative to positive controls. ICsq values of test compounds are derived

by non-linear curve fitting.

Evaluation of agonist or antagonist activity of compounds binding to the glucocorticoid

receptor may be determined by any of the assays.

3. Modulation of Tyrosine Aminotransferase (TAT) Induction in Rat Hepatoma Cells
Testing of compounds for agonist or antagonist activity in induction of tyrosine

aminotransferase (TAT) in rat hepatoma cells.

H4-TI-E-C3 cells were incubated overnight in 96 well plates (20,000 cells/100 pL/well) in
MEM medium containing 10% heat inactivated FBS and 1% nonessential amino acids. On the
next day, cells were stimunlated with the indicated concentrations of dexamethasone or test
compound {dissolved in DMSQ, final DMSO concentration 0.2%) for 18 hours. Control cells
were treated with 0.2% DMSO. After 18 hours, the cells were lysed in a buffer containing
0.1% Triton X-100 and the TAT activity was measured in 2 photometric assay using tyrosing

and alpha-ketoglutarate as substrates.

For measuring antagonist activity, the hepatoma cells were pre-stimulated by addition of
dexamethasone (concentration ranges from 3 x 10® M to 3 x 10® M) shortly before the test
compound was applied to the cells. The steroidal non-selective GR/PR antagonist mifepristone

was used as control.

4. Modulation of MMTV-Luc Induciion in Hela Cells
Testing of compounds for agonist or antagonist activity in stimulation of MMTV-(mouse

mammary tumor virus) promoter in Hela cells.
HeLa cells were stably co-transfected with the pHHLuc-plasmid containing a fragment of the

MMTV-LTR (-200 to +100 relative to the transcription start site) cloned in front of the
luciferase gene (Norden, 1988) and the pcDNA3.1 plasmid (Invitrogen) constitutively
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expressing the resistance for the selective antibiotic GENETICIN®. Clones with best induction

of the MMTV-promoter were selected and used for further experiments.

Cells were cultured overnight in DMEM medium without phenol red, supplemented with 3%
CCS (charcoal treated calf serum) and then transferred to 96 well plates (15,000 cells/100
pL/well). On the next day, activation of the MMTV-promoter was stimulated by addition of
test compound or dexamethasone dissolved in DMSO (final concentration 0.2%). Control cells
were treated with DMSO only. After 18 hours, the cells were lysed with cell lysis reagent
(Promega, Cat, No. E1531), luciferase assay reagent (Promega, Cat. No. E1501) was added and

the glow luminescence was measured using a luminometer (BMG, Offenburg).

For measuring antagonist activity, the MMTV-promoter was pre-stimulated by adding
dexamethasone (3 x 10° M to 3 x 10°® M) shortly before the test compound was applied to the

cells. The steroidal non-selective GR/PR antagonist mifepristone was used as control.

3. Modulation of IL-8 Production in U937 Cells
Testing of compounds for agonist or antagonist activity in GR-mediated inhibition of LPS-

induced IL-8 secretion in U-937 cells.

U-937 cells were incubated for 2 to 4 days in RPMI1640 medium containing 10% CCS
(charcoal treated calf serum). The cells were transferred to 96 well plates (40,000 cells/100
pL/well) and stimulated with 1 pg/mL LPS (dissolved in PBS) in the presence or absence of
dexamethasone or test compound (dissolved in DMSO, final concentration 0.2%). Control
cells were treated with 0.2% DMSO. After 18 hours, the TL-8 concentration in the cell
supernatant was measured by ELISA, using the “OptEIA human IL-8 set” (Pharmingen, Cat.
No. 2654K1I).

For measuring antagonist activity, the LPS-induced IL-8 secretion was inhibited by adding
dexamethasone (3 x 10° M to 3 x 10 M) shortly before the test compound was applied to the

cells. The steroidal non-selective GR/PR antagonist mifepristone was used as control.

6. Modulation of ICAM-Luc Expreszion in HeLa Cells
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Testing of compounds for agonist or antagonist activity in inhibition of TNF-alpha-induced

activation of the ICAM-promoter in HeLa cells.

HeLa cells were stably co-transfected with a plasmid containing a 1.3 kb fragment of the
human ICAM-promoter (-1353 to -9 relative to the transcription start site, Ledebur and Parks,
1995) cloned in front of the luciferase gene and the pcDNA3.1 plasmid (Invitrogen) which
constitutively expresses the resistance for the antibiotic GENETICIN®. Clones with best
induction of the ICAM-promoter vere selected and used for further experiments. Cells were
transferred to 96 well plates (15,000 cells/100 ul/well) in DMEM medium supplemented with
3% CCS. On the following day the activation of the ICAM-promoter was induced by addition
of 10 ng/mL recombinant TNF-alpha (R&D System, Cat. No. 210-TA). Simultaneously the
cells were treated with the test compound or dexamethasone (dissolved in DMSQO, final
concentration 0.2%). Control cells were treated with DMSO only. After 18 hours, the cells
were lysed with cell lysis reagent (Promega, Cat. No. E1531), luciferase assay reagent
(Promega, Cat. No. E1501) was added and glow luminescence was measured using a
luminometer (BMG, Offenburg).

For measuring antagonist activity, the TNF-alpha-induced activation of the ICAM-promoter

was inhibited by adding dexamethasone (3 x 10° M to 3 x 10 M) shortly before the test

compound was applied to the cells. The steroidal non-selective GR/PR antagonist mifepristone

was used as control.

In general, the preferred potency range in the above assays is between 0.1 nM and 10 uM, the
more preferred potency range is 0.1 nM to 1 pM, and the most preferred potency range is 0.1
nM to 100 nM.

Representative compounds of the invention have been tested and have shown activity as
modulators of the glucocorticoid receptor function in one or more of the above assays. For
example, the following compounds of the invention of Formula (IA) have demonstrated potent

activity in the GR binding assay:

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(1 H-indoi-2-ylmethyl)-4-methylpentan-2-ol,
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2-(2,6-Dichloropyridin-4-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

2-[3-(2,6-Dichloropyridin-4-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1, 1 -dimethylbutyl]-4-

fluorophenol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

2-(1H-Benzimidazol-2-yimethyl)-1,1, 1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro4-(3-fluorophenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl}-4-methyl-2-(quinolin-4-ylmethyl)pentan-2-ol;

4-(2,3-dihydro-5-cyanobenzofuran-"-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)4-
methylpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloropyridin-4-ylmethyl)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluore-2-hydroxyphenyl)-4-methyl-2-(2-chloropyridin-4-ylmethyl)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(2-chloroquinolin-4-
ylmethyl)pentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyl)-4-methyl-2-(2chloroquinolin4- ..
ylmethyl)pentan-2-ol;

1,1,1-Trifluore-2-(1 H-indol-2-ylmethyl)-4-(4-methoxyphenyl)-4-methylpentan-2-ol;
4-[4,4,4-Trifluoro-3-hydroxy-3-(1 Fl-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;

1,1,1-Triflucro-2-(5-fluoro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluorc-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)4-
methylpentan-2-ol;

4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-bromopyridin-4-ylmethyl)pentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-methyl-1 H-benzoimidazol-2-
ylmethyl)pentan-2-ol;

4-Fluoro-2-[4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-(4-methyl-1 H-indol-2-
ylmethyl)butyl]phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(6-fluoro-1H-benzoimidazol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

2-(6,7-Difluoro-1 H-benzoimidazol-2-yimethyl)- 1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methylpentan-2-ol;
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4-(2,3-Dihydrobenzofuran-7-yl)-1,1, 1 -trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

2-Ethyl-6-(4,4,4-trifluoro-3-hydroxy-1,1-dimethy!-3-quinolin-4-ylmethylbutyl)phenol;

2-Ethyl-6-[4,4,4-trifluoro-3-hydroxv-3-(1 H-indol-2-ylmethyl)-1,1 -dimethylbutylJphenol;

2-(5,7-Dimethyl-1 A-benzoimidazol-2-yimethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methylpentan-2-ol;

2-[3-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethyibutyl]-4-fluorophenol;

1,1,1-Trifluoro-4-(3-methoxyphenyl}-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(3-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2 {1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(4-methyl -1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(4-methyl- 1 H-indol-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-raethyl-2-(4-methyl-14-indol-2-ylmethyl)pentan-2-ol;

158



10

15

20

25

30

Case 9/240 PCT
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-(3-trifluoromethylphenyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methylphenyl)-4-methyl-2-(7-methyl-1 H-benzoimidazol-2-
ylmethyl)pentan-2-ol; '

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(3-trifluoromethyiphenyl)pentan-2-ol;
1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl}-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-(5-Bromo-4-fluoro-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-
2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2 -hydroxy-4-methyl-2-triflucromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;

2-(2-Phenyl-4-methylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

2-(2-Phenylimidazol-1-ylmethyl)-1,1, 1-trifluoro-4-{5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;
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1,1,1-Trifluoro4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-yl)-2-quinolin4-
ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H--indo 1-2-ylmethyl)4-methyl-4-(5-methy!-2,3-dihydrobenzofuran-7-
yl)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-m-tolylpentan-2-ol;

1,1,1-Trifluoro-2 <1 H-indol-2-ylmei hyl)-4-methyl-4-naphthalen-2-ylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-o-tolylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-p-tolylpentan-2-ol;
4—(2,3-Dihydr6bcnzoﬁ.uan-5-yl)—1 ,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

4-(7-Bromo-2,3-dihydrobenzofuran-5-y1)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
Ylmethylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-y1)-1,1, L -trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-4-(1-methoxynaphthalen-2-yl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
2-(4,4,4-Trifluoro-3-hydroxy-1,1 -dimethyl-3quinolin-4-ylmethylbutyl)naphthalen-1-ol;
1,1,1-Trifluoro-4-methyl-4-naphthalen-2-yl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methox;/phenyl)-4-methyl-2-(1 H-pyrrolo[3,2-¢c]pyridin-2-
ylmethyl)pentan-2-ol;
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2-[4-(5-Fluoro-2-methoxyphenyl)-2!-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-( 1-methoxynaphthalen-2-yl}-4-methylpentan-2-0l;

1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-p-tolylpentan-2-ol;

4-Chroman-8-yl-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-z-quinolin-4-ylmethylpentan-2-ol;

4-(6-Bromochroman-8-yl)-1,1,1-trifiucro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 4-pyrrolo[3,2-b]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methox:yphenyl)-4-methyl-2-( 1 H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyt)-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-ylmethyl)pentan-2-

ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinoclin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-flucroquinolin-4-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(5-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;
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2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-indole-3-

carbonitrile;

2-[4~(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;

1,1,1-Trifluoro-4-(2-methoxyphenyl)-4-methyl-2-quinalin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxyphenyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2,3dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpenty!]-1 4-

indole-3carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol,

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbuty!)phenol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-( 1 H-pyrrolo[ 2,3-c]pyridin-2-ylmethyl)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-3-carbonitrile;

4-Bromo-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-

ol;
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4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrreolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethyl-
pentyl]-1H-indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2 -trifluoromethylpentyl}-4-methyl-1 4-indole-6-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methy!-2-trifluoromethylpentyl]-4-methyl-1H-indole-6-

carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl- 1 A-indole-6-

carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-6-carboenitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-; 1 H-pyrrolo[ 3,2-c]pyridin-2-ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1, 1 -trifluoro-4-methyl-2-(1 H-pyrrolo[3,2-¢]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1

H-indole-3-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-carbonitrile;
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1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl}-4-methyl-2-(5,6,7,8-tetrahydroquinolin4-
ylmethyl)pentan-2-ol;

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-indole-3-

carbonitrile;

1,1,1-Trifluoro-4-(4-flucro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-tzifluoromethylpentyl)-1 H-indole-3-carbonitrile;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 4-pyrrolof2,3-c]pyridin-2-
ylmethyl)butyl]phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-indole-5-

carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;
2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-irifluoromethylpentyl]-1 H-indole-5-carbonitrile;
2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-carbonitrile;

2-{4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1.4-indole-5-

carbonitrile;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(7-fluoro-1 H-indol-2-ylmethyl}-4-
methylpentan-2-ol;

4-Fluoro-2-(4,4,4-triflucro-3-hydroxy-1,1-dimethyl-3-(1 -pyrrolo(3,2-¢c]pyridin-2-
ylmethyl)butyl]phenol;
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1,1,1-Trifluoro-2-7-fluoro-1 H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl}-1 H-indole-5-

carboxylic acid methyl ester;

1-[4-2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

1,1;1-Trifluoro-4-(5-flucro-2-methylphenyl)-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1, l -Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl- 1 H-pyrrolo[2,3-c]pyridin-
2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-}-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolof2,3-c]pyridin-2-
ylmethyl)butyl]phenol;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl- 15-

indole-6-carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(3-methyl-1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyl]phenol,;
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1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-thiophen-3-ylpentan-2-ol;

1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-thiophen-3-ylpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-{3-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-

ol;
3-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1 A-indole-5-

carbaxylic acid methyl ester;

2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-indole-5-

carboxylic acid methyl ester;

4-(2,6-Dimethylphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethyipentan-2-ol;

3-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1, 1-dimethylbutylJphenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-(1 H-pyrrolo[2,3-
clpyridin-2-ylmethyl)pentan-2-ol;

2[2-Hydroxy-4-(3-methoxyphenyl}-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-indolte-6-

carbonitrile; and

2-{4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluvoromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile.
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Case 9/240 PCT

The following compounds of the invention of Formula (IB) have demonstrated potent activity

in the GR binding assay:
5-(5-Fluoro-z-methoxyphenyl)-S-(be:nzimidazol—Z—ylmethyl)-2,2,5-trim;=thylhexan-3-ol;
4-(5-Fluoro-2-methoxyphenyl)-1-fluoro-2-(indol-2-ylmethyl)-4-methylpentan-3-ol;
1-Cyclopropyl-4-(5-fluoro-2-methox yphenyl)-2-(indol-2-ylmethyl)-4-methylpentan-2-ol;
5-(5-Fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl)-2,5-dimethylhexan-3-ol;
5-(5-Fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl)-5-methylhexan-3-ol; and

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-4-methyl-1-(1H-pyrrolo[2,3-c]pyridin-2-
yl)pentan-2-ol.

In addition, the following compounds of the invention of Formula (IA) have been tested and
have shown activity as potent agonists of the glucocorticoid receptor function in one or more of
the above assays:

1,1,1-Trifluoro-4-(5-fluoro-2-methox;yphenyl)-2-{1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

2+2,6-Dichloropyridin-4-yimethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Triflucro-4-(5-fluoro-2-methox yphenyl)-4-methyl-2-(quinolin4-ylmethyl)pentan-2-ol;

167



10

15

20

25

30

Case 9/240 PCT

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

4-(2,3-dihydrobenzofuran-7-y1)-1,1, . -trifluore-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-o!l;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(4-methyl-1 H-indol-2-
ylmethyl)butyl}phenol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1 -trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol,

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-triftuoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

2-[3-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-4,4,4-triflucro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

i
11,1 -Tn'ﬂuoro-4-(3-meth0xyphenyl)-4-mctihyl-2—quinolin-4-ylmethy1pentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmetkyl)-4-(3-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolof2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(4-methyl-1 H-indol -2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(4-methyl- 1 H-indol-2-ylmethyl)pentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(4-methyl-1H-indol-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-2-quinolin-4-yimethyl-4-(3-trifluoromethyiphenyl)pentan-2-ol;
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1,1,1-Trifluoro4-(4-fluoro-2-metho:cyphenyl)-2-(1 H-indol-2-ylmethyl}-4-methylpentan-2-0l;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmetayl)-4-methyl-4-(3-trifluoromethylphenyl)pentan-2-ol;
11,1 -Triﬂuoro-4-(4-ﬂuoro-2—mcthoxyphenyl)-4-mcthyl~2-quinollin-4-ylmethylpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1, 1 -dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-(5-Bromo-4-fluoro-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-
2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-

indole-6-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihycrobenzofuran-7-yl)4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-methyl4-5-methyl-2,3-dihydrobenzofuran-7-yl)-2-quinolin-4-
ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-yimethyl)-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-
yl)pentan-2-ol;

1,1,1-Triflugro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-m-tolylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-o-tolylpentan-2-ol;

4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-1,1, 1 -trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-¢]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;
1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-flucrophenyl)-2-(5-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;

2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-

indole-6-carbonitrile;
1,1,1-Trifluoro-4-(2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxyphenyl)4-methylpentan-2-ol,

2-[4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-3-carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-irifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

170



10

15

20

25

30

Ca

Case 9/240 PCT

4-(5-Bromo-2-methoxyphenyl)-1,1, l-triﬂuoro'_-z-( 1 H-indol-2-ylmethyl}-4-methylpentan-2-ol;
2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethyibutyl)phenol;
1,1,1-Trifluoro4-methyl-4-phenyl-2-( lH-pyn'f)lo[2,3-c]pyridin-2-y1methyl)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-3-carbonitrile;
4-Bromo-2-(4,4,4-trifluoro-3-hydrox;y-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethyl-
pentyl]-1H-indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2-triflucromethylpentyl}-4-methyl-1 H-indole-6-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]4-methyl-1H-indole-6-

carbonitrile;

2-{4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-¢]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-pyrrolo[3,2-¢c]pyridin-2-ylmethyl)pentan-2-ol;
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4-(2,3-Dihydrobenzofuran-7-yl)-1,1, 1 -trifluoro-4-methyl-2-(1H-pyrrolo[3,2-¢]pyridin-2-
ylmethyl)pentan-2-cl;

2-(2-Hydroxy-4-methyl-4-phenyl-2-triflucromethylpentyl)-1H-indole-5-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(5,6,7,8-tetrahydroquinolin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyt-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1, 1 -dimethyl-3-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyl]phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indole-5-

carbonitrile;

2-[4-2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-indole-5

carbonitrile;
2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-triflucoromethylpentyl -1 H-indole-3-

carbonitrile;
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4-Fluoro-2-{4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(14-pyrrolo[2,3-cJpyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2<(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl- 1 H-pyrrolo[2,3-c]pyridin-
2-ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-methyl-1 H-
indole-6-carbonitrile;
2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]-4-methyl- 1 A-indole-6-

carbonitrile; and

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile.

The following compounds of the invention of Formula (IB) have been tested and have shown

activity as agonists of the glucocorticoid receptor function in one or more of the above assays:
2-Cyclopropyl-4«(5-fluoro-2-methoxyphenyl)-1-(1 H-indol-2-yl)-4-methylpentan-2-ol; and

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-4-methyl-1-(1 H-pyrrolo[2,3-c]pyridin-2-
yl)pentan-2-ol.

The invention also provides methods of modulating the glucocorticoid receptor function in a
patient comprising administering to the patient a compound according to the invention. If the
purpose of modulating the glucocorticoid receptor function in a patient is to treat a disease-state
or condition, the administration preferably comprises a therapeutically or pharmaceutically
effective amount of a phammaceutically acceptable compound according to the invention. If the
purpose of modulating the glucocorticoid receptor function in a patient is for a diagnostic or

other purpose (e.g., to determine the patient’s suitability for therapy or sensitivity to various
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sub-therapeutic doses of the compounds according to the invention), the administration
preferably comprises an effective amount of a compound according to the invention, that is, the

amount necessary to obtain the desired effect or degree of modulation.

Methods of Therapeutic Use

As pointed out above, the compounds of the invention are useful in modulating the
glucocorticoid receptor function. In doing so, these compounds have therapeutic use in treating
disease-states and conditions mediated by the glucocorticoid receptor function or that would

benefit from modulation of the glucocorticoid receptor function.

As the compounds of the invention modulate the glucocorticoid receptor function, they have
very useful anti-inflammatory and antiallergic, immune-suppressive, and anti-proliferative
activity and they can be used in patents as drugs, particularly in the form of pharmaceutical

compositions as set forth below, for the treatment of disease-states and conditions.

The agonist compounds according t> the invention can be used in patients as drugs for the
treatment of the following disease-states or indications that are accompanied by inflammatory,
allergic, and/or proliferative processes:

(i) Lung diseases: chronic, obstructive lung diseases of any genesis, particularly bronchial
asthma and chronic obstructive pulmonary disease (COPD); adult respiratory distress
syndrome (ARDS); bronchiectasis; bronchitis of various genesis; all forms of restrictive
lung diseases, particularly allergic alveolitis; all forms of lung edema, particularly toxic
lung edema; all forms of interstitial lung diseases of any penesis, e.g., radiation
pneumonitis; and sarcoidosis and granulomatoses, particularly Boeck disease.

(i)  Rheumatic diseases or autoimmune diseases or joint diseases: all forms of rheumatic
diseases, especially rheumataid arthritis, acute rheumatic fever, and polymyalgia
rheumatica; reactive arthritis; rheumatic soft tissue diseases; inflammatory soft tissue
diseases of other genesis; arthritic symptoms in degenerative joint diseases (arthroses);
traumatic arthritis; collagenoses of any genesis, e.g., systemic lupus erythematosus,
scleroderma, polymyositis, dermatomyositis, Sjdgren syndrome, Still disease, and Felty

syndrome;
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(iit)

(iv)

\}

(vi)
(vii)

(viii)

(ix)

)

(xi)

(xii)

(xiii)

(xiv)

Allergic diseases: all forms of allergic reactions, e.g., angioneurotic edema, hay fever,
insect bites, allergic reactiuns; to drugs, blood derivatives, contrast agents, etc.,
anaphylactic shock (anaphylaxis), urticaria, angioneurotic edema, and contact
dermatitis;

Vasculitis diseases: panarteritis nodosa, polyarteritis nodosa, arteritis temporalis,
Wegner granulomatosis, giant cell arthritis, and erythema nodosum;

Dermatological diseases: atopic dermatitis, particularly in children; psoriasis; pityriasis
rubra pilaris; erythematous diseases triggered by various noxa, e.g., rays, chemicals,
burns, etc.; bullous dermatoses; diseases of the lichenoid complex; pruritus {e.g., of
allergic genesis); seborrheic dermatitis; rosacea; pemphigus vulgaris; erythema
multiforme exudativum,; balanitis; vulvitis; hair loss, such as occurs in alopecia areata;
and cutaneous T cell lymphomas;

Renal diseases: nephrotic syndrome; and all types of nephritis, e.g., glomerulonephritis;
Hepatic diseases: acute liver cell disintegration; acute hepatitis of various genesis, e.g.,
viral, toxic, drug-induced; and chronically aggressive and/or chronically intermittent
hepatitis;

Gastrointestinal diseases: inflammatory bowel diseases, e.g., regional enteritis (Crohn
disease), colitis ulcerosa; gastritis; peptic esophagitis (refluxoesophagitis); and
gastroenteritis of other genesis, ¢.g., nontropical sprue;

Proctological diseases: anal eczema; fissures; hemorrhoids; and idiopathic proctitis;

Eye diseases: allergic keratitis, uveitis, or iritis; conjunctivitis; blepharitis; neuritis nervi
optici; choroiditis; and sﬁnpaﬂlctic ophthalmia;

Diseases of the ear, nose, and throat (ENT) area: allergic rhinitis or hay fever; otitis
externa, e.g., caused by contact eczema, infection, etc.; and otitis media;

Neurological diseases: brain edema, particularly tumor-related brain edema; multiple
sclerosis; acute encephalomyelitis; meningitis; acute spinal cord injury; stroke; and
various forms of seizures, e.g., nodding spasms;

Blood diseases: acquired hemolytic anemia; and idiopathic thrombocytopenia;

Tumor  diseases: acute lymphatic  leukemia; malignant  lymphoma;
lymphogranulomatoses; lymphosarcoma; extensive metastases, particularly in

mammary, bronchial, and prostatic carcinoma;
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(xv) Endocrine diseases: endocrine ophthalmopathy, endocrine orbitopathia; thyrotoxic
crisis; Thyroiditis de Quervain; Hashimoto thyroiditis; Morbus Basedow;
granulomatous thyroiditis; struma lymphomatosa; and Grave disease;

(xvi) Organ and tissue transplantations and graft-versus-host diseases;

(xvii) Severe states of shock, e.g., septic shock, anaphylactic shock, and systemic
inflammatory response syndrome (SIRS);

(xviii) Substitution therapy in: congenital primary adrenal insufficiency, e.g., adrenogenital
syndrome; acquired primary adrenal insufficiency, e.g., Addison disease, autoimmune
adrenalitis, post-infection, tumors, metastases, etc.; congenital secondary adrenal
insufficiency, ¢.g., congenital hypopituitarism; and acquired secondary adrenal
insufficiency, e.g., post-infection, tumors, metastases, etc.;

(xix) Pain of inflammatory genesis, ¢.g., lumbago; and

(xx) various other disease-states ¢r conditions including type I diabetes (insulin-dependent
diabetes), osteoarthritis, Guiilain-Barre syndrome, restenosis following percutaneous
transluminal coronary angioplasty, Alzheimer disease, acute and chronic pain,
atherosclerosis, reperfusion injury, bone resorption diseases, congestive heart failure,
myocardial infarction,- thermal injury, multiple organ injury secondary to trauma, acute
purulent meningitis, necrotizing enterocolitis and syndromes associated with

hemodialysis, leukopheresis, and granulocyte transfusion.

In addition, the compounds according to the invention can be used for the treatment of any
other disease-states or conditions not mentioned above which have been treated, are treated, or
will be treated with synthetic glucocorticoids (see, e.g., H.J. Hatz, Glucocorticoide:

Immunologische Grundlagen. Phaimakologie und Therapierichtlinien [Glucocorticoids:
Immunological Fundamentals, Pharmacology, and Therapeutic Guidelines), Stuttgart:

Verlagsgesellschaft mbH, 1998, which is hereby incorporated by reference in its entirety).
Most or all of the indications (i} through (xx) mentioned above are described in detail in H.J.
Hatz, Glucocorticoide: Immunologische Grundlagen. Pharmakologie und Therapierichtlinien.
Furthermore, the compounds of the invention can also be used to treat disorders other than
those listed above or mentioned or discussed herein, including in the Background of the

[nvention.
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The antagonist compounds according to the invention, whether full antagonists or partial
antagonists, can be used in patients as drugs for the treatment of the following disease-states or
indications, without limitation: typs II diabetes (non-insulin-dependent diabetes); obesity;
cardiovascular diseases; hypertensiorn; arteriosclerosis; neurological diseases, such as psychosis
and depression; adrenal and pituitary tumors; glaucoma; and Cushing syndrome based on an
ACTH secreting tumor like pituitary adenoma. In particular, the compounds of the invention
are useful for treating obesity and all disease-states and indications related to a deregulated fatty
acids metabolism such as hypertension, atherosclerosis, and other cardiovascular diseases.
Using the compounds of the invertion that are GR antagonists, it should be possible to
antagonize both the carbohydrate metabolism and fatty acids metabolism. Thus, the antagonist
compounds of the invention are useful in treating all disease-states and conditions that involve
increased carbohydrate, protein, and lipid metabolism and would include disease-states and

conditions leading to catabolism like muscle frailty (as an example of protein metabolism).

Methods of Diagnostic Use

The compounds of the invention may also be used in diagnostic applications and for
commercial and other purposes as standards in competitive binding assays. In such uses, the
compounds of the invention may be used in the form of the compounds themselves or they may
be modified by attaching a radioisotope, luminescence, fluorescent label or the like in order to
obtain a radioisotope, luminescence, or fluorescent probe, as would be known by one of skill in
the art and as outlined in Handbook of Fluorescent Probes and Research Chemicals, 6th
Edition, R.P. Haugland (ed.), Eugene: Molecular Probes, 1996; Fluorescence and
Luminescence Probes for Biological Activity, W.T. Mason (ed.), San Diego: Academic Press,
1993; Receptor-Ligand Interaction, A Practical Aoproach, E.C. Hulme (ed.), Oxford: IRL

Press, 1992, each of which is hereby incorporated by reference in their entireties.

General Administration and Pharmaceutical Compositions

When used as pharmaceuticals, the compounds of the invention are typically administered in
the form of a pharmaceutical composition. Such compositions can be prepared using
procedures well known in the pharmaceutical art and comprise at least one compound of the
invention. The compounds of the invention may also be administered alone or in combination

with adjuvants that enhance stability of the compounds of the invention, facilitate
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administration of pharmaceutical compositions containing them in certain embodiments,
provide increased dissolution or dispersion, increased inhibitory activity, provide adjunct
therapy, and the like. The compounds according to the invention may be used on their own or
in conjunction with other active substances according to the invention, optionally also in
conjunction with other pharmacologically active substances. In general, the compounds of this
invention are administered in a therapeutically or pharmaceutically effective amount, but may

be administered in lower amounts for diagnostic or other purposes.

In particular, the compounds of the invention are useful in combination with glucocorticoids or
corticosteroids. As pointed out above, standard therapy for a variety of immune and
inflammatory disorders includes administration of corticosteroids, which have the ability to
suppress immunologic and inflammatory responses. (A.P. Truhan et «l., Annals of Allergy,
1989, 62, pp. 375-391; J.D. Baxter, Hospital Practice, 1992, 27, pp. 111-134; R.P. Kimberly,
Curr, Opin. Rheumatol., 1992, 4, pp. 325-331; M.H. Weisman, Curr. Opin. Rheumatol., 1995,
7, pp. 183-190; W, Sterry, Arch. Dermatol. Res., 1992, 284 (Suppl.), pp. $S27-829). While
therapeutically beneficial, however, the use of corticosteroids is associated with a number of
side effects, ranging from mild to possibly life threatening, especially with prolonged and/or
high dose steroid usage. Accordingly, methods and compaositions that enable the use of a lower
effective dosage of corticosteroids (referred to as the “steroid sparing effect™) would be highly
desirable to avoid unwanted side effects. The compounds of the invention provide such a
steroid sparing effect by achieving the desired therapeutic effect while allowing the use of

lower doses and less frequent administration of glucocorticoids or corticosteroids.

Administration of the compounds <;f the invention, in pure form or in an appropriate
pharmaceutical composition, can be camried out using any of the accepted modes of
administration of pharmaceutical compositions. Thus, administration can be, for example,
orally, buccally (e.g., sublingually), nasally, parenterally, topically, transdermally, vaginally, or
rectally, in the form of solid, semi-solid, lyophilized powder, or liquid dosage forms, such as,
for example, tablets, suppositories, pills, soft elastic and hard gelatin capsules, powders,
solutions, suspensions, or aerosols, or the like, preferably in unit dosage forms suitable for
simple administration of precise dosages. The pharmaceutical compositions will generally

include a conventional pharmaceutical carrier or excipient and a compound of the invention as
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the/an active agent, and, in addition, may include other medicinal agents, pharmaceutical
agents, carriers, adjuvants, diluents, vehicles, or combinations thereof. Such pharmaceutically
acceptable excipients, carriers, or additives as well as methods of making pharmaceutical
compositions for various modes or administration are well-known to those of skill in the art.
The state of the art is evidenced, e.g., by Remington: The Science and Practice of Pharmacy,
20th Edition, A. Gennaro (ed.), Lippincott Williams & Wilkins, 2000; Handbook of
Pharmaceutical Additives, Michael & Irene Ash (eds.), Gower, 1995; Handbook of
Pharmaceutical Excipients, A.H. Kibbe (ed.), American Pharmaceutical Ass’n, 2000; H.C,
Ansel and N.G. Popovish, Pharmaceutical Dosage Forms and Drug Delivery Svstems, 5th ed.,

Lea and Febiger, 1990; each of which is incorporated herein by reference in their entireties to

better describe the state of the art.

As one of skill in the art would expect, the forms of the compounds of the invention utilized in
a particular pharmaceutical formulation will be selected (e.g., salts) that possess suitable
physical characteristics (e.g., water solubility) that is required for the formulation to be

efficacious.

Pharmaceutical compositions suitable for buccal (sub-lingual) administration include lozenges
comprising a compound of the present invention in a flavored base, usually sucrose, and acacia
or tragacanth, and pastilles comprising the compound in an inert base such as gelatin and

glycerin or sucrose and acacia.

Pharmaceutical compositions suitable for parenteral administration comprise sterile aqueous
preparations of a compound of the present invention. These preparations are preferably
administered intravenously, although administration can also be effected by means of
subcutaneous, intramuscular, or intracermal injection. Injectable pharmaceutical formulations
are commonly based upon injectable sterile saline, phosphate-buffered saline, oleaginous
suspensions, or other injectable carriers known in the art and are generally rendered sterile and
isotonic with the blood. The injectable pharmaceutical formulations may therefore be provided
as a sterile injectable solution or suspension in a nontoxic parenterally acceptable diluent or
solvent, including 1,3-butanediol, water, Ringer’s solution, isotonic sodium chloride solution,

fixed oils such as synthetic mono- or diglycerides, fatty acids such as oleic acid, and the like.
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Such injectable pharmaceutical formulations are formulated according to the known art using
suitable dispersing or setting agents and suspending agents. Injectable compositions will

generally contzin from 0.1 to 5% w/w of a compound of the invention.

Solid dosage forms for oral administration of the compounds include capsules, tablets, pills,
powders, and granules. For such oral administration, a pharmaceutically acceptable
composition containing a compound(s) of the invention is formed by the incorporation of any
of the normally employed excipients, such as, for example, pharmaceutical grades of mannitol,
lactose, starch, pregelatinized starch, magnesium stearate, sodium saccharine, talcum, cellulose
ether derivatives, glucose, gelatin, sucrose, citrate, propyl gallate, and the like. Such solid
pharmaceutical formulations may in¢lude formulations, as are well-known in the art, to provide
prolonged or sustained delivery of the drug to the gastrointestinal tract by any number of
mechanisms, which include, but are not limited to, pH sensitive release from the dosage form
based on the changing pH of the small intestine, slow erosion of a tablet or capsule, retention in
the stomach based on the physical properties of the formulation, bioadhesion of the dosage
form to the mucosal lining of the infestinal tract, or enzymatic release of the active drug from

the dosage form.

Liquid dosage forms for oral administration of the compounds include emulsions,
microemulsions, solutions, suspensions, syrups, and elixirs, optionally containing
pharmaceutical adjuvants in a carrier, such as, for example, water, saline, aqueous dextrose,
glycerol, ethanol and the like. These compositions can also contain additional adjuvants such

as wetting, emulsifying, suspending, sweetening, flavoring, and perfuming agents.

Topical dosage forms of the compounds include ointments, pastes, creams, lotions, gels,
powders, solutions, sprays, inhalants, eye ointments, eye or ear drops, impregnated dressings
and aerosols, and may contain appropriate conventional additives such as preservatives,
solvents to assist drug penetration and emollients in ointments and creams. Topical application
may be once or more than once per day depending upon the usual medical considerations.
Furthermore, preferred compounds for the present invention can be administered in intranasal
form via topical use of suitable intranasal vehicles. The formulations may also contain

compatible conventional carriers, such as cream or ointment bases and ethanol or oleyl alcohol
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for lotions. Such carriers may be present as from about 1% up to about 98% of the formulation,

more usually they will form up to about 80% of the formulation.

Transdermal administration is also possible. Pharmaceutical compaositions suitable for
transdermal administration can be presented as discrete patches adapted to remain in intimate
contact with the epidermis of the recipient for a prolonged period of time. To be administered
in the form of a transdermal delivery system, the dosage administration will, of course, be
continuous rather than intermittent throughout the dosage regimen. Such patches suitably
contain a compound of the invention in an optionally buffered, aqueous solution, dissolved
and/or dispersed in an adhesive, or dispersed in a polymer. A suitable concentration of the

active compound is about 1% to 35%, preferably about 3% to 15%.

For administration by inhalation, the compounds of the invention are conveniently delivered in
the form of an aerosol spray from a pump spray device not requiring a propellant gas or from a
pressurized pack or 2 nebulizer with the use of a suitable propellant, e.g.,
dichlorodifluoromethane, trichlorofluoromethane, dichlorotetrafluoroethane, tetrafluoroethane,
heptafluoropropane, carbon dioxide, or other suitable gas. In any case, the aerosol spray
dosage unit may be determined by providing a valve to deliver 2 metered amount so that the
resulting metered dose inhaler (MDI) is used to administer the compounds of the invention in a
reproducible and controlled way. Such inhaler, nebulizer, or atomizer devices are known in the
prior art, for example, in PCT International Publication Nos. WO 97/12687 (particularly Figure
6 thereof, which is the basis for the commercial RESPIMAT® nebulizer); WO 94/07607, WO
97/12683; and WO 97/20590, to which reference is hereby made and each of which is

incorporated herein by reference in their entireties.

Rectal administration can be effected utilizing unit dose suppositories in which the compound
is admixed with low-melting water-soluble or insoluble solids such as fats, cocoa butter,
glycerinated gelatin, hydrogenated vegetable oils, mixtures of polyethylene glycols of various,
molecular weights, or fatty acid esters of polyethylene glycols, or the like. The active
compound is usually a minor component, often from about 0.05 to 10% by weight, with the

remainder being the base component.
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In all of the above pharmaceutical compositions, the compounds of the invention are
formulated with an acceptable carrier or excipient. The carriers or excipients used must, of
course, be acceptable in the sense of being compatible with the other ingredients of the
composition and must not be deleterious to the patient. The carrier or excipient can be a solid
or a liquid, or both, and is preferably formulated with the compound of the invention as a unit-
dose composition, for example, a tablet, which can contain from 0.05% to 95% by weight of
the active compound. Such carriers or excipients include inert fillers or diluents, binders,
lubricants, disintegrating agents, solution retardants, resorption accelerators, absorption agents,
and coloring agents. Suitable binders include starch, gelatin, natural sugars such as glucose or
B-lactose, corn sweeteners, natural and synthetic gums such as acacia, tragacanth or sodium
alginate, carboxymethylcellulose, polyethylene glycol, waxes, and the like. Lubricants include
sodium oleate, sodium stearate, magnesium stearate, sodium benzoate, sodium acetate, sodium
chloride, and the like. Disintegrators include starch, methyl cellulose, agar, bentonite, xanthan

gum, and the like.

Generally, a therapeutically effective daily dose is from about 0.001 mg to about 15 mg/kg of
body weight per day of a compound of the invention; preferably, from about 0.1 mg to about 10
mg/kg of body weight per day, and most preferably, from about 0.1 mg to about 1.5 mg/kg of
body weight per day. For example, for administration to a 70 kg person, the dosage range
would be from about 0.7 mg to about 1050 mg per day of a compound of the invention,
preferably from about 7.0 mg to about 700 mg per day, and most preferably from about 7.0 mg
to about 105 mg per day. Sori'ne degree of routine dose optimization may be required to

determine an optimal dosing level and pattern.

Pharmaceutically acceptable carriers and excipients encompass all the foregoing additives and
the like.
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Examples of Pharmaceutical Formulations

A.TABLETS
Component Amount per tablet (mg)

active substance 100
lactose 140
comn starch 240
polyvinylpyrrolidone 15
magnesium stearate 5

TOTAL 500

The finely ground active substance, lactose, and some of the corn starch are mixed together.
5  The mixture is screened, then moistened with a solution of polyvinylpyrrolidone in water,
kneaded, wet-granulated and dried. The granules, the remaining com starch and the-
magnesium stearate are screened and mixed together. The mixture is compressed to produce

tablets of suitable shape and size.

B. TABLETS
Component Amount per tablet (mg)

active substance 80
lactose 55
corn starch 190
polyvinylpyrrolidone 15
magnesium stearate 2
microcrystalline cellulose 35
sodium-carboxymethyl starch 23

TOTAL 400

10
The finely ground active substance, some of the corn starch, lactose, microcrystalline cellulose,
and polyvinylpyrrolidone are mixed together, the mixture is screened and worked with the

remaining corn starch and water to form a granulate which is dried and screened. The sodium-
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carboxymethyl starch and the magnssium stearate are added and mixed in and the mixture is

compressed to form tablets of a suitable size.

C.COATED TABLETS
Component Amount per tablet (mg)

active substance 5
lactose 30
corn starch 41.5
polyvinylpyrrolidone 3
magnesium stearate 0.5

TOTAL 90

The active substance, comn starch, lactose, and polyvinylpyrrolidone are thoroughly mixed and

moistened with water.

The moist mass is pushed through a screen witha ! mm mesh

size, dried at about 45°C and the granules are then passed through the same screen. After the

magnesium stearate has been mixed in, convex tablet cores with a diameter of 6 mm are

compressed in a tablet-making machine. The tablet cores thus produced are coated in known

manner with a covering consisting essentially of sugar and talc. The finished coated tablets are

polished with wax.

D. CAPSULES
Component Amount per capsule (mg)
active substance 50
corn starch 268.5
magnesium stearate 1.5
TOTAL 320

The substanée and comn

starch

are mixed and moistened with water.

The

moist mass is screened and dried. The dry granules are screened and mixed with magnesium

stearate. The finished mixture is packed into size 1 hard gelatine capsules.
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E. AMPOULE SOLUTION

Component Amount per ampoule
active substance 50 mg
sodium chloride 50 mg
water for inj. 5mL

The active substance is dissolved in water at its own pH or optionally at pH 5.5 to 6.5 and

sodium chloride is added to make it isotonic.

pyrogens and the filtrate is transferred under aseptic conditions into ampoules which are then

substance.

The solution obtained is filtered free from

sterilized and sealed by fusion. The ampoules contain 5 mg, 25 mg, and 50 mg of active

F. SUPPOSITORIES

Component

Amount per suppository (mg)

active substance

50

solid fat

1650

TOTAL

1700

The hard fat is melted. At 40°C, the ground active substance is homogeneously dispersed

10

therein. The mixture is cooled to 38°C and poured into slightly chilled suppository molds.

G. METERING AEROSOL

Component

Amount

active substance

0.005

sorbitan trioieate

0.1

monofluorotrichloromethane and

difluorodichloromethane (2:3)

to 100

The suspension is transferred into a conventional aerosol container with a metering valve.
Preferably, 50 uL of suspension are delivered per spray. The active substance may also be
metered in higher doses if desired (e.g., 0.02% by weight).
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H, POWDER FOR INHALATION

Component Amount
active substance 1.0mg
lactose monohydrate: to 25 mg

I. POWDER FOR INHALATION

Component Amount
active substance 2.0mg
lactose monohydrate to 25 mg

J. POWDER FOR INHALATION

Component Amount
active substance 1.0 mg
lactose monohydrate to Smg

K. POWDER FOR INHALATION

Component Amount
active substance 2.0 mg
lactose monohydrate to S mg

5 In Examples H, I, ], and K, the powder for inhalation is produced in the usual way by mixing
the individual ingredients together.
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We claim:

1. A compound of Formula (IA)

5
2 4R
R¥ |, R
CF,
(1A)
wherein: ]
R' is an aryl or heteroaryl group, each optionally independently substituted with one to

three substituent groups,

wherein each substituent group of R' is independently C,-C; alkyl, C,-Cs alkenyl,
C;-C; alkynyl, C;-C; cycloalkyl, heterocycly), aryl, heteroaryl, C,;-Cs alkoxy, Cp-
Cs alkenyloxy, C,-Cs alkynyloxy, aryloxy, acyl, C,-Cs alkoxycarbonyl, C,-Cs
alkanoyloxy, C;-Cs; alkanoyl, aroyl, aminocarbonyl, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, C,-Cs alkylaminocarbonyloxy, C,-Cs
dialkylaminocarbonyloxy, C,-C; alkanoylamino, C,-C; alkoxycarbonylamino, C;-
C; alkylsulfonylamino, aminosulfonyl, C,-Cs; alkylaminosulfonyl, C,-Cs
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl,
trifluoromethoxy, nitro, or amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-Cs alkyl or aryl; or ureido wherein
cither nitrogen atom is optionaily independently substituted with C;-Cs alkyl; or
C,-Cs alkylthio wherein the suifur atom is optionally oxidized to a sulfoxide or

sulfone,
wherein each substituent group of R' is optionally independently substituted
with one to three substituent groups selected from methyl, methoxy, halogen,

hydroxy, oxo, cyano, or amino,

R? and R’ are each independently hydrogen or C,-C;s alkyl, or R? and R® together with the

carbon atom they are commonly attached to form a C;-Cg spiro cycloalkyl ring;
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R4

is C;-Cs alkyl, C,-C; alkenyl, or C,-C; alkynyl, each optionally independently

substituted with one to three substituent groups,

wherein each substituent group of R? is independently C,-C; alkyl, hydroxy,

halogen, amino, or oxo; and

is a heteroaryl group optionally independently substituted with one to three

substituent groups,

wherein each substituent group of R’ is independently C,-Cs éllkyl, C,-C; alkenyl,
C;-C; alkynyl, C;-C; cycloalkvl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy, C,-
C; alkenyloxy, C;-Cs alkynyloxy, aryloxy, acyl, C,-Cs alkoxycarbonyl, C,-Cs
alkanoyloxy, aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, Cy-Cs alkylaminocarbonyloxy, C)Cs
dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C,-Cs alkoxycarbonylamino, C,-
C; alkylsulfonylamino, aminosulfonyl, C,-C; alkylaminosulfonyl, C,-Cs
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl,
trifluoromethoxy, triflucromethyithio, nitro, or amino wherein the nitrogen atom
is optionally independently mono- or di-substituted by C,-Cs alkyl; or ureido
wherein either nitrogen atom is optionally independently substituted with C,-Cs
alkyl; or C;-Cs alkylthio whezein the sulfur atom is optionally oxidized to a

sulfoxide or sulfone,

wherein each substituent group of R® is optionally independently substituted
with one to three substituenr groups selected from C,-C; alkyl, C;-C; alkoxy,

halogen, hydroxy, oxo, cyano, amino, or trifluoromethyl,

or a tautomer, prodrug, solvate, or salt thereof.

2. The compound of Formula (IA) according to claim 1, wherein:

Rl

is thienyl, phenyl, naphthyl, dihydrobenzofuranyl, benzofuranyl, chromanyl,
dihydroindolyl, indolyl, dihydrobenzothienyl, benzothienyl, benzodioxolanyl,
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dihydrobenzoxazolyl, benz:ioxazolyl, benzisoxazolyl, benzpyrazolyl,
benzimidazolyl, quinolinyl, pyridinyl, pyrimidinyl, or pyrazinyl, each optionally
independently substituted with one to three substituent groups,

wherein each substituent group of R' is independently C,-C; alkyl, C,-C; alkenyl,
C,-C; alkynyl, C,-C; alkoxy, Ci,-C; alkenyloxy, C,-C; alkanoyl, C;-C;
alkoxycarbonyl, C,-C; alksnoyloxy, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, trifluoromethoxy, nitro, or C,-C, alkylthio wherein the sulfur

atom is optionally oxidized to a sulfoxide or sulfone,

wherein each substituent group of R’ is optionally independently substituted
with a substituent group sclected from methyl, methoxy, halogen, hydroxy,

0X0, Cyano, or amino;

R? and R? are each independently hydrogen or C,-C; alkyl, or R? and R® together with the

carbon atomn they are commonly attached to form a Cy-C; spiro cycloalkyl ring;

R is CH;; and

Rs

15 an imidazolyl, pyridyl, indolyl, azaindolyl, diazaindolyl, benzofuranyl,
furanopyridinyl, furanopyrimidinyl, benzothienyl, thienopyridinyl,
thienopyrimidinyl, benzoxazolyl, oxazolopyridinyl, benzothiazolyl,
thiazolopyridinyl, benzimidazolyl, imidazolopyridinyl, quinolinyl, or isoquinolinyl
group, each optionally independently substituted with one to three substituent

Broups,

wherein each substituent group of R® is independently C,-C; alkyl, C;-C; alkenyl,
phenyl, Ci-G; alkoxy, methoxycarbonyl, aminocarbonyl, Ci-C
alkylaminocarbonyl, C;-C; diaikylaminocarbonyl, heterocyclylcarbonyl, fluoro,
chloro, bromo, oxo, cyano, trifluoremethyl, or C,-C, alkylthio wherein the sulfur

atom is optionally oxidized to a suifoxide or sulfone,
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wherein each substituent group of R? is optionally independently substituted
with a substituent group selected from methyl, methoxy, fluoro, chloro, bromo,
or trifluoromethyl,

or a tautomer, prodrug, solvate, or salt thereof.

3. The compound of Formula (IA) according to claim 1, wherein:

R! is phenyl, naphthyl, pyridyl, chromanyl, dihydrobenzofuranyl, or benzofuranyl, each

optionally independently substituted with one or two substituent groups,

wherein each substituent group of R' is independently methyl, ethyl, methoxy,
ethoxy, fluoro, chloro, bromo, hydroxy, trifluoromethyl, trifluoromethoxy, or

Cyano;

R? and R? are each independently methyl, or R? and R® together with the carbon atom

they are commonly attached to form a spiro cyclopropyl ring;
R'is CH;; and
R® is a pyridyl, indolyl, azaindolyl, benzofuranyl, furanopyridinyl, thienopyridinyl,
benzoxazolyl, benzimidazolyl, quinolinyl, or isoquinelinyl group, each optionally
independently substituted with one to three substituent groups,
wherein each substituent group of R’ is independently methyl, phenyl,
methoxycarbonyl, aminocarbonyl, methylaminocarbonyl,
dimethylaminocarbonyl, morpholinylcarbonyl, fluoro, chloro, bromo, cyano, or
trifluoromethyl,

or a tautomer, prodrug, solvate, or salt thereof.

4. The compound of Formula (1A) according to claim 1, wherein:
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R' is phenyl, dihydrobenzofuranyl, or benzofuranyl, each optionally independently

substituted with one to three substituent groups,

wherein each substituent group of R' is independently C,-C; alkyl, C,-C; alkenyl,
C;-C; alkynyl, C,-C; alkoxy, C;-Cs alkenyloxy, C,-Cs alkanoyl, C,;-C,
alkoxycarbonyl, C;-C; alkanoyloxy, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, nitro, or C,-C; alkylthio wherein the sulfur atom is optionally
‘oxidized to a sulfoxide or sulfone; and

R? and R? are each independently hydrogen or C,-C; alkyl,

or a tautomer, prodrug, solvate, or salt thereof.

5. A compound selected from:

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(4,6-dimethylpyridin-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-2-(pyridin-2-ylmethyl)-4-methylpentan-2-

ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-methylpyridin-2-
yimethyl)pentan-2-o];

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(4-methylpyridin-2-
ylmethyl)pentan-2-ol,

4-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1, 1 -dimethyl-3-pyridin-2-ylmethylbutyl)phenol;

2-(4,5-Dimethylthiazol-2-ylmethyl)-1,1,1-trifluoro-4-{5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

19



,UO
Case 9/240 PCT

2-(4,5-Dimethyloxazol-2-ylmethyl)-1, 1,1 -trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methylpyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-methylpyridin-2-
ylmethyl)pentan-2-ol;

2-Benzothiazol-2-ylmethyl-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-phenylbenzoxazol-2-
ylmethyl)pentan-2-ol;

2-Benzofuran-2-ylmethyl-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methylpentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methylbenzofuran-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-thiophen-2-ylmethylpentan-2-

ol;
5-(5-Fluore-2-methoxyphenyl)-5-methyl-2-pyridin-2-yl-3-trifluoromethylhexan-3-ol;
5-(5-Fluoro-2-methoxyphenyl)-5-methyl-2-pyridin-2-yl-3-triflucromethylhexan-3-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-methylbenzooxazol-2-
yimethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-methylbenzothiazol-2-
yimethyl)pentan-2-ol;
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4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy- 1,1-dimethyl-3-(5-methylbenzooxazol-2-
ylmethyl)butyl]phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-5-methylbenzothiazol-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-pyridin-2-ylmethylpentan-2-ol;
2-(4,6-Dimethylpyridin-2-ylmethyl)-1,1,1-trifluoro-4-methyl-4-phenylpentan-2-al;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-pyrimidin-4-ylmethylpentan-2-

ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2(4-methylquinolin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxypaenyl)-4-methyl-2-(1 -pheny!-14-pyrazol-3-
ylmethyDpentan-2-cl;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1-methyl-1 H-imidazol-2-
ylmethyl)pentan-2-ol;

5-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-3-
phenylisoxazole-4-carboxylic acid methylamide;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-pyrazin-2-ylmethylpentan-2-
ol;
4-(2-Allyloxy-5-fluorophenyl)-1,1,1-trifluoro-4-methyl-2-pyridin-2-ylmethylpentan-2-ol;
[,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-

2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl-1H-indol-2-
ylmethyl)pentan-2-ol;

2-Benzooxazol-2-ylmethyl-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-pyridazin-3-ylmethylpentan-2-

ol;
1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl}-4-methyl-2.pyridin-3-ylmethylpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-methylpyridin-3-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1-methyl-1H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-quinolin-2-ylmethylpentan-2-

ol;
4-(4-Chlorophenyl)-1,1,1-trifluoro-4-methyl-2-pyridin-2-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4«(5-fluoro-2-methoxyphenyl)-2-(6-fluoropyridin-2-ylmethyl)-4-

methylpentan-2-ol;

6-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-

trifluoromethylpentyl]nicotinonitrile;
2-(1H-Indol-2-ylmethyl)-1,1,1-trifluoro-4-(4-fluorophenyl)-4-methylpentan-2-ol;

2-(6-Chlorg-4-trifluoromethylpyridin-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;
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2-(5-Chloro-7-fluoro-1H-indol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl}-4-methylpentan-2-ol;

4-(3,4-Dichlorophenyl)-1,1,1-trifluoro-2-(1 H-indoi-2-ylmethyl}-4-methylpentan-2-ol;

2-(2,6-Dichloropyridin-4-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol; '

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-isoquinolin-1-ylmethyl-4-methylpentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyt)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-

ol;

2-[3-(2,6-Dichloropyridin-4-ylmethyl)-4,4.4-trifluoro-3-hydroxy-1,1-dimethylbutyl]4-

fluorophenol;

4-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-3-isoquinolin-1-ylmethyl-1,1-
dimethylbutyl)phenol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yi)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-

methylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl) -4-methyl-4-pyridin-2-ylpentan-2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-methyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

2-(1H-Benzimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl}-4-

methylpentan-2-ol;
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1,1,1-Trifluoro-4-(3-fluorophenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2{(quinolin-4-ylmethyl)pentan-
2-ol;

4-(2,3-dihydro-5-cyanobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloropyridin-4-
ylmethyl)pentan-2-ol;

4-(3,4-Difluorophenyl}-1,1,1-trifluoro-2-(1 H-indo!-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyl)-4-methyl-2-(2-chloropyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(2-chloropyridin-5-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2 -chloroquinolin4-
yimethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 -oxypyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyl)-4-methyl-2-(2-chloroquinolin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(4-methoxyphenyl)-4-methylpentan-2-ol;
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4-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1, 1 -dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(5-flucro-1H-indol-2 -ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(5-methyl-1H-indol-2-ylmetliyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-0l;

2-Benzimidazol-1-ylmethyl-1,1,1-triflusro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluorc-2-methoxyphenyl)-4-methyl-2{1-oxypyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methylphenyl)-2-(1 H-indol-2-ylmethy!)-4-methylpentan-2-

ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)4-methyl-2-(6-chlorobenzimidazol-2-
yimethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2(2-fluoropyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(2-bromopyridin-4-
ylmethyl)pentan-2-ol;
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1,1,1-Tnfluoro-4-(5-fluoro-2-methoxyshenyl)-4-methyl-2-(7-methyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(4-methyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-quinolin-4-yl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-trifluoromethyl- 1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(7-methyl-1H-benzoimidazol-
2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-2-quinoclin-4-ylmethyl-3-[1+(2-
triflucromethoxypheny!)cyclopropyl]propan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(6-trifluoromethyl- 1 -

benzoimidazol-2-ylmethyl)pentan-2-ol;

2-(5-Chloro-6-fluoro-1H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-3-[1-(5-fluoro-2-methoxyphenyl)cyclopropyl]-2-{1 H-indol-2-
ylmethyi)propan-2-ol;
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4-Fluoro-2-{4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-(4-rnethyl-1H-indol-2-
ylmethyl)butyl]phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]Jphenol;

1,1,1-Trifluoro-2-(6-fluoro- 1 H-benzoimidazol-2-ylmethyl)-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

2-(6,7-Diflucro-1H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl}-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-0l;

4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

3-[1-(2,5-Difluorophenyl)cyclopropyl]-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)propan-2-

ol;

1,1,1-Trifluoro-3-[1-(4-fluorophenyl)cyclopropyl]-2-(1 H-indol-2-ylmethyl)propan-2-ol;

2-Ethyl-6-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(6-fluoro-4-methyl-1H-indol-2-
ylmethyl)-4-methylpentan-2-ol;

2-(4,6-Dimethyl-1H-indol-2-yimethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;
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4-(3-Ethyi-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)}-4-methylpentan-2-

ol;
2-Ethyl-6-[4,4,4-trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbutylJphenol;

2-[3-(6,7-Difluoro-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

2-(7-Chloro-5-trifluoromethyl-1 A-benzoimidazo!-2-ylmethyl)-1,1,1-trifluoro4-(5-fluoro-
2-methoxyphenyl)-4-methylpentan-2-ol;

2-(5,7-Dimethyl-1 H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-flucro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methylphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-vImethyl)-4-(4-flucrophenyl)-4-methylpentan-2-

ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-yimethyl)-4-(3-fluorophenyl)-4-methylpentan-2-

ol;

2-[3-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-rnethyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(3-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyph=nyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(4-methyl-1H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Triflucro-4-(4-flucrophenyl)-4-methyl-2-(4-methyi-1H-indol-2-ylmethyl)pentan-2-

ol;

1,1,1-Triflucro-4-(3-fluorophenyl)-4-methyl-2-(4-methyl-1 H-indol-2-ylmethyl)pentan-2-

ol;

1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-(3-trifluoromethylphenyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(5-trifluocromethyl-1 A-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl}-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)}-4-methyl-2-(5-triflucromethyl-1 A-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(7-methyl-1 H-benzoimidazol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-3A-

benzoimidazole-5-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(3-trifluoromethylphenyl)pentan-2-

ol;
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1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1, 1 -dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(5-trifluoromethyl-1 H-indol-2-
yimethyl)butyl]phenol,

4-(5-Bromo-4-fluoro-2-methoxyphenyli)-1,1,1 -trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-cl;

2-(6-Chloro4-methyl-1H-indol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-cl;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-

methyl-1H-indole-6-carbonitrile;

2-(2-Phenyl-4-methylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluore-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

2-(2-Phenylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-{1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-yl)-2-quinolin-4-
ylmethylpentan-2-ol;

1,1,1-Triflucro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;
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1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-

yl)pentan-2-ol;

1,1,1-Trifluoro-4-{5-fluoro-2-methoxyphenyl)-2-(7-fluoro-4-methyl-1 H-indol-2-
ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-m-tolylpentan-2-ol;

1,1,1-Trifluoro-2-{1 H-indol-2-ylmethy!)-4-methyl-4-naphthalen-2-ylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-o-tolylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-p-tolylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-yimethylpentan-2-

ol;

4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-

2-0l;

1,1,1-Trifluoro-4-(1-methoxynaphthalen-2-yl}-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)naphthalen-1-ol;

1,1,1-Trifluoro-4-methyl-4-naphthalen-2-yl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
yimethyl)pentan-2-ol;
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2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1A-

indole-5-carbonitrile;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-14-

indole-7-carbonitrile;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyi)-4-( 1 -methoxynaphthalen-2-yi)-4-methylpentan-
2-ol;

2-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbutylJnaphthalen-1-

ol;

1,1,1-Trifluoro-4-methyl-2-quinolin-4-vimethyl-4-p-tolylpentan-2-ol;

4-Chroman-8-yl-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin<4-ylmethylpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyl}phenol;

4-(6-Bromochroman-8-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1. 1 -dimethyl-3-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-( 1 H-pyrrolo[3,2-b]pyridin-2-
ylmethyl)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluorc-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo{3,2-b]pyridin-2-
ylmethyl)butyl]phenol,
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1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)pentan-2-ol;

4-Fluoro-2-{4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)butyljphenol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(1 H-pyrrolo{2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-flucrophenyl)-4-methyl-2-1 H-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1 -trifluoro-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin<4-ylmethylpentan-2-al;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-fluoroguinolin4-ylmethyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(5-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-4-methylquinolin-8-yl)-4-(4-flucrophenyl)-4-methylpentan-2-

ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-3-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl ]- L A~

indole-3-carbonitrile;
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2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl ]-4-methyl-

1 H-indole-6-carbonitrile;
1,1,1-Trifluoro-4-(2-methoxyphenyl)~}-methyl-2-quinolin4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxyphenyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1 H-indole-3-carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

2-(4.4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-pymrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-cl;

2-[4-(5-Bromo-2,3-dihydrobenzofuran-7-yi)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1H-indole-3-carbonitrile;

4-Bromo-2-{(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]- 1 A4-

indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-methyl-1 H-indole-

6-carbonitrile;
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2-[4-(4-Fluorophenyl)-2-hydroxy-4-rnethyl-2-trifluoromethylpentyt]-4-methyl-1/-indole-
6-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-

methyl-1H-indole-6-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methox yphenyl)-4-methyl-2-(1 H-pyrrolof2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-{1 H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorephenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-
1H-indole-3-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyll-1 H-indole-3-

carbonitrile;

1,1,1-Trifluoro-4-{4-fluoro-2-methoxyphenyl)-4-methyl-2-(5,6,7,8-tetrahydroquinolin-4-
ylmethyt)pentan-2-ol;

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hvdroxy-4-methyl-2-trifluoromethylpentyl]-1 4-

indole-3-carbonitrile;
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1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
yimethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-3-carbonitrile;

5-Fluoro-2-[4,4,4-triflucro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrole[2,3-c]pyridin-2-
ylmethyl)butyl]phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hy:droxy-4-methyl-2-trifluoromethylpentyl]-1H4-

indole-S-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl}-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-

indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-triflucromethylipentyl]-1 H-indole-5-

carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-indole-5-

carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1H-indole-

S-carbonitrile;

4-(2,3-Dihydrobenzofuran-7-yi)-1,1,1-triflucro-2-(7-fluoro-1 A-indol-2-ylmethyl)4-

methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ylmethyl)-4-(4-flucro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-methyl4-phenylpentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflnoromethylpentyl]-1 H-

indole-5-carboxylic acid methyl ester;
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1{4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-14-

indole-3-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl}pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl-1 H-pyrrolo{2,3-
c]pyridin-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyi-2-(5-triflucromethyl- 1 H-indol-2-
yimethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro4-methyl-2-(S-trifluoromethyl-1 A-indol-
2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

5-Fluoro-2-[4,4,4-trifluora-3-(7-fluoro-} H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]- 1 H-indole-5-

carbonitrile;

2-{4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyi-3-(3-methyl-1 H-pyrrolo[2,3-
c]pyridin-2-ylmethyl)butyl]phenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-thiophen-3-ylpentan-2-ol;
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1,1,1-Trifluoro-4-methyl-2-quinclin-4-yimethyl-4-thiophen-3-ylpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy- 1,1-dimethyl-3-( 1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyllphenol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[3,2c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

3-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)4-methyl-2-(4-trifluoromethyl- 1 H-indol-2-
ylmethyl)pentan-2-ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-(5-trifluoromethyl-1H-indol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1 H-

indole-5-carbonitrile;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-5-carboxylic acid methyl ester,

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-5-carboxylic acid methyl ester;
4-(2,6-Dimethylphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-o};

3-{4,4,4-Trifluoro-3-hydroxy-3-(1 A-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;
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1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-( 1 H-pyrrolo[2,3-
c]pyrdin-2-ylmethyl)pentan-2-ol;

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-3-carboxylic acid me_thyl ester;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-rnethyl-2-trifluoromethylpentyl]-4-methyl-1 H-

indole-6-carbonitrile;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]4-

methyl-1 H-indole-6-carbonitrile;

2-[4-(4-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 /-

indole-5-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-nitro-1 H-indol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-5-carboxylic acid amide;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 /-

indole-5-carboxylic acid dimethylamide;

{2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1.4-
indol-5-yl}morpholin-4-ylmethanone; ’

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1 H-

indole-6-carboxylic acid methyl ester;

2-{4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyi-2-trifluoromethylpentyl}-1 /-
indole-6-carboxylic acid methyl ester; )
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2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 4-

indole-6-carboxylic acid; and

2-{4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-6-carboxylic acid,

or a tautomer, prodrug, solvate, or salt {hereof.

6. A compound according to claim 5, the compound selected from:

1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-2-(pyridin-2-ylmethyl)-4-methylpentan-2-

ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-phenylbenzoxazol-2-
ylmethyl)pentan-2-ol;

2-Benzofuran-2-ylmethyl-1,1,1-trifluorc-4-(5-fluoro-2-methoxypheny!)-4-methylpentan-

2-0l;

1,1,1-Trifluoro-4-5-fluorc-2-methoxyphenyl)-4-methyl-2-(3-methylbenzofuran-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-0l;

1,1,1-Trifluora-4-(5-fluoro-2-methoxyphenyl}-4-methyl-2-(3-methyl-1-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1-methyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

6-[4-(5-Fluora-2-methoxyphenyl)-2-hydroxy-4-methyl-2-

trifluoromethylpentyl]nicotinonitrile;
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2-1H-Indol-2-ylmethyl}-1,1,1-trifluoro-4-(4-fluorophenyl)-4-methylpentan-2-ol;

2-(6-Chloro-4-trifluoromethylpyridin-2-ylmethyl)-1,1,1-triflugro-4-5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

2-(5-Chloro-7-fluoro-1H-indol-2-ylmethyl)-1,1,1-triflucro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

4-(3,4-Dichlorophenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

2-(2,6-Dichloropyridin-4-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-

ol;

2-[3-(2,6-Dichloropyridin-4-ylmethyl)~},4,4-trifluoro-3-hydroxy-1,1-dimethylbutyl]-4-

fluorophenol;

4-Fluoro-2-(4,4 4-trifluoro-3-hydroxy-3-isoquinolin-1-ylmethyl-1,1-
dimethytbutyl)phenol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-pyridin-2-ylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-methyl-1H-indol-2-
ylmethyl)pentan-2-ol;

2-(1H-Benzimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;
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1,1,1-Triflucro-2«(6-flucro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)4- -

methylpentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-2-( 1:-H-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4+5-fluoro-2-methoxyphenyl)-4-methyl-2-(quinolin-4-ylmethyl)pentan-

2-ol;

4-(2,3-dihydro-5-cyanobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloropyridin-4-
ylmethyl)pentan-2-ol;

4-(3,4-Difluorophenyl)-1,1,1-triflucro-2-{1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-hydroxyph=nyl}-4-methyl-2-(2-chloropyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloroquinolin4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyl)-4-methyl-2-(2-chloroquinolin-4-
ylmethyl)pentan-2-ol;

1,1,1-Triflucro-2-(1 H-indol-2-ylmethyl)~4-{4-methoxyphenyl)-4-methylpentan-2-ol;

4-{4,4 4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(5-fluoro-1 H-indol-2-ylmethyl)4-(5-fluoro-2-methoxyphenyl) 4-
methylpentan-2-0l;
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1,1,1-Trifluoro-2-(5-methyl-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluorc-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

2-Benzimidazol-1-ylmethyl-1,1,1-triflucro-4-(5-fluore-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methylphenyl)-2-(1 A-indol-2-ylmethyl)-4-methylpentan-2-

ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-chlorobenzimidazol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphkenyl)-4-methyl-2-(2-fluoropyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-bromopyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-methyl-1H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(4-methyl-1 A-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol; -
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1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(7-trifluoromethyl-1H-indol-2-
ylmethyl)pentan-2-ol; '

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-methyl-1 H-benzoimidazol-
2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyohenyl)-4-methyl-2-(6-triflnoromethyl- 1 H-indol-2-
yimethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(6-trifluoromethyl-1 #-

benzoimidazol-2-ylmethyl)pentan-2-ol;

2-{5-Chloro-6-fluoro-1H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-3-[ 1-(5-fluoro-2-methoxyphenyl)cyclopropyl]-2-(1 H-indol-2-
ylmethyl)propan-2-ol;

4-Fluoro-2-4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-(4-methyl-1H-indol-2-
ylmethyl)butyl]phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-benzoimidazol-2-yimethyl)-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

2-(6,7-Difluore-1H-benzoimidazol-2-ylmethyl)-1,1,1-trifluorc-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;
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4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-3-[ 1-(4-fluorophenyl)cyclopropyl]-2-(1 H-indol-2-ylmethyl)propan-2-ol;
2-Ethyl-6-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2 -(6-fluoro-4-methyl-1 H-indol-2-
ylmethyl)-4-methylpentan-2-ol;

2-(4,6-Dimethyl-1 H-indol-2-ylmethy!)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl}-4-methylpentan-2-

ol;
2-Ethyl-6-[4,4,4-trifluoro-3-hydroxy-2-(1H-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;

2-{3-(6,7-Difluoro-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

2-(7-Chloro-5-trifluoromethyl-1H-benzoimidazol-2-yimethyi)-1,1,1-trifluoro-4-(5-fluoro-
2-methoxypheny!)-4-methylpentan-2-ol;

2-(5,7-Dimethyl-1 H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ylmethyl)-4-(5-fluoro-2-methylphenyl)-4-
methylpentan-2-ol;
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1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-(4-flucrophenyl)-4-methylpentan-2-

ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indal-2-ylmethyl)-4-(3-fluorophenyl)-4-methylpentan-2-

ol;

2-{3-(5,7-Dimethyl-1 H-benzoimidazol -2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol; '

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(3-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)4-methyl-2-(4-methyl-1H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-flucrophenyl)-4-methyl-2-(4-methyl-1 H-indol-2-ylmethyl)pentan-2-

ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-mezthyl-2-(4-methyl-1 H-indol-2-ylmethyl)pentan-2-

ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-(3-trifluoromethylphenyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indo}-2-
ylmethyl)pentan-2-ol;

1,1, 1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(5-trifluoromethyl(- 1 H-indol-2-
ylmethyl)pentan-2-ol;
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1,1,1-Trifluoro-4-(3-fluorophenyl)-4-raethyl-2-(5-trifluoromethyl-1H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(7-methyl-1 H-benzoimidazol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hiydroxy-4-methyl-2-trifluoromethylpentyl]-3 H-

benzoimidazole-5-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(3-trifluoromethylphenyl)pentan-2-

ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)butyl]phenol;

4-(5-Bromo-4-fluoro-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

2-(6-Chloro-4-methyl-1H-indol-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;
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2-(2-Phenyl-4-methylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)- -
4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-quinolin-4-
yimethylpentan-2-ol;

2-(2-Phenylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-yl)-2-quinolin-4-
yimethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

1,1,1-Trifluoro-2-{1 H-indol-2-ylmethyi)-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-
yl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-fluoro-4-methyl-1 H-indol-2-
ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-m-tolylpentan-2-o};

1,1,1-Trifluoro-2-{1 H-indol-2-ylmethyl)-4-methyl-4-naphthalen-2-ylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-o-tolylpentan-2-ol;

1,1,1-Trifluoro-2{(1 H-indol-2-ylmethyl)-4-methyl-4-p-tolylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;
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4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-1,1,1 -trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-0l;

1,1,1-Trifluoro-4-(1-methoxynaphthalen-2-yl)-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;
2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)naphthalen-1-ol,
1,1,1-Trifluoro-4-methyl-4-naphthalen-2-yl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H4-

indole-5-carbonitrile;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1H-

indole-7-carbonitrile;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(1-methoxynaphthalen-2-yl)-4-methylpentan-
2-0l;

2-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-yimethyl)-1,1-dimethylbutyl]naphthalen-1-

ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-p-tolylpentan-2-ol;

4-Chroman-8-yl-1,1,1 -trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
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1,1,1-Trifluoro-4-methyl-4-phenyl-2~quinolin-4-ylmethylpentan-2-ol;

4-Fluoro-2-{4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyl]phenol;

4-(6-Bromochroman-8-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

4-Fluoro-2-{4,4 4-trifluoro-3-hydroxy-1,1 -dimethyl-3-(1H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(} H-pyrrolo[3,2-b]pyridin-2-
ylmethyl)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 4-pyrrolo( 3,2-5)pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)butyllphenol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-raethyl-2-(1 H-pyrrolo[2,3c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-guinolin-4-ylmethylpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-flucroquinolin-4-ylmethyi)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(5-fluoroquinolin4-ylmethyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyt]-14-

indole-3-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methy!-2-triflucromethylpentyl]-1 H-

indole-3-carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hyéroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-

1H-indole-6-carbonitrile;
1,1,1-Trifluoro-4-(2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxyphenyl)-4-methylpentan-2-ol;

2-{4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
triflucromethylpentyl]-1H-indole-3-carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-( 1 H-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol;
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2-[4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1H-indole-3-carbonitrile;

4-Bromo-2-(4,4,4-trifluoro-3-hydroxy-1,1 -dimethyl-3-quinolin-4-ylmethytbutyl)phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-
pentyl]-1H-indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-4-methyl-1H-indole-6-

carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-indole-

6-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-indole-

6-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-

methyl-1H-indole-6-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-pheny!-2-(1 H-pyrrolo[3,2-c]pyridin-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-flucrophenyl)-4-methyl-2-(1 H-pyrrolo[ 3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl}-1,1,1-irifluoro-4-methyl-2-(1 H-pyrrolof3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-tri{fluoromethylpentyl)- 1 H-indole-5-carbonitrile;
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2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-
1 H-indole-3-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(5,6,7,8-tetrahydroquinolin4-
ylmethyl)pentan-2-ol;

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-3-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl}-4-methyl-2-( 1 F-pyrrolo{3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-3-carbonitrile;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butylJphenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-5-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-

indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-indole-5-

carbonitrile;
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2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-indole-

5-carbonitrile;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2 -ylmethyl)-4-(4-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2 -ylmethyl)-4-methyl-4-phenylpentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 -

indole-5-carboxylic acid methyl ester;

1-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-triflucromethylpentyl}-1 A-

indole-3-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl-1H-pyrrolo[2,3-
c]pyridin-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(5-trifluoromethyl-1H-indol-2-
yimethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro4-methyl-2-(5-trifluoromethyl- 1 H-indol-

»

2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;
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2-{2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl}phenol;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-{3-methyl- | H-pyrrolo[2,3-
c]pyridin-2-ylmethyl)butyljphenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethy])-4-methyl-4-thiophen-3 -ylpentan-2-ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-thiophen-3-ylpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyi-2-(LH-pyrrolo[3,2c]pyridin-2-
ylmethyl)pentan-2-ol;

2-{4-(4-Fluoro-2-methoxyphenyl}-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

3-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol,

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(4-trifluoromethyl-1 H-indol-2-
yimethyl)pentan-2-ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;
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2-[4-(5-Bromo-2-methoxyphenyl)-2-hydraxy-4-methy!-2-trifluoromethylpentyl]-1 4-

indole-5-carbonitrile;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-5-carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-

indole-5-carboxylic acid methy! ester;,
4-(2,6-Dimethylphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
3-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbutyl}phenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-(1 H-pyrrolo{2,3-
c]pyridin-2-ylmethyl)pentan-2-ol; and

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-3-carboxylic acid methyl ester, '
or a tautomer, prodrug, solvate, or salt thereof,
7. A compound according to claim 6, the compound selected from:

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-0l;

2-(2,6-Dichloropyridin-4-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-

ol;
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2-[3-(2,6-Dichloropyridin-4-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-dimethylbutyl]-4-

fluorophenol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-

methylpentan-2-ol;

2-(1H-Benzimidazol-2-ylmethyl)-1,1,1-trifluoro4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorophenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(quinolin-4-ylmethyl)pentan-
2-ol;

4-(2,3-dihydro-5-cyanobenzofuran-7-yl)-1,1,1-trifluoro-2<1H-indol-2-ylmethyl)-4-

methylpentan-2-ol;

1,1, 1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloropyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hydroxypheny!)-4-methyi-2-(2-chloropyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyi-2-(2-chloroquinolin4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyl)-4-methyl-2-(2-chloroquinolin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(4-methoxyphenyl)-4-methylpentan-2-ol;

4-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1, 1 -dimethylbutyl Jphenol;

229



N

Case 9/240 PCT

1,1,1-Trifluoro-2-(5-fluoro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

- 1,1,1-Trifluoro-27-fluorc-1 A-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl ) 4-

methylpentan-2-ol;

4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-

2-ol;

1,1,1-Triflugro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-bromopyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-methyl-14-benzoimidazol-
2-ylmethyl)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(4-methyl-1H-indol-2-
ylmethyl)butyl]phenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol,

1,1,1-Trifluoro-2-{6-fluoro-1H-benzoimidazol-2-ylmethyl)-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

2-6,7-Difluorc-1 H-benzoimidazol-2-ylmethyl)-1,1, 1 -trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-triflucro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-y1)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;
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4-(3-Ethyl-2-methoxyphenyl)-1,1,1-tri{fluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

2-Ethyl-6-(4.4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

2-Ethyl-6-[4,4,4-trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbuty!Jphenol;

2-(5,7-Dimethyl-1 H-benzoimidazol-2-ylmethyl)-1,1,1-trifluoro-4~(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-al;

2-[3-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(3-methoxyphenyl}-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methylphenyl)-4-methyl-2-(4-methyl-1H-indol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2(4-methyl-1H-indol-2-yimethyl)pentan-2-

al;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2(4-methyl-1H-indol-2-ylmethyl)pentan-2-

ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-(3-trifluoromethylphenyl)pentan-2-ol;
1,1,1-Trifluoro-4(5-fluoro-2-methylphenyl)-4-methyl-2-(7-methyl-1 4-benzoimidazol-2-

ylmethyl)pentan-2-ol;
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1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl )-4-methyl-4-(3-trifluoromethylphenyl)pentan-2-

ol;

1,1,1-Triflucro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-(5-Bromo-4-fluoro-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

2-[4-(5-F luoro-2-methoxyphcnyl)-2-hyd:oxy—4-methyl-ﬁ-triﬂuoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

2-(2-Phenyl-4-methylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-
4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-quinolin4-
ylmethylpentan-2-ol;

2-(2-Phenylimidazol-1-ylmethyl)-1,1,1 -triflucro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-(1 A-indol-2-ylmethyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-(5-methyl-Z,3-dihydrobenzofuran-7-yl)-2-quinolin4-
ylmethylpentan-2-ol; .

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-0l;
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1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-
yl)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-m-tolylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-naphthalen-2-ylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-o-tolylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-p-tolylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-y1)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-

2-0l;

1,1,1-Triflucro-4-(1-methoxynaphthalen-2-yt)-4-methyl-2-quinolin4-ylmethylpentan-2-

ol;
2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)naphthalen- 1 -ol;
1,1,1-Trifluoro-4-methyl-4-naphthalen-2-yl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-5-carbonitrile;
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1,1,1-Trifluoro-2-(1H-indol-2-ylmethyl}-4 {1 -methoxynaphthalen-2-yl)-4-methylpentan-
2-ol;

1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-p-tolylpentan-2-ol;
4-Chroman-8-yl-1,1,1 -trif.luoro-4-methyl-Z-qu@nolin-4-y1methylpentan-2-ol;
1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin-4-ylmethylpentan-2-cl;
4-{6-Bromochroman-8-y!)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-( 1 H-pyrrolo[3,2-&]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-b]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(14-pyrrolo[ 2,3 -¢]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Triﬂu6ro-4-methyl-4-phenyl-2-quinolin-4-y1methylpcntan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-fluoroquinolin4-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-{4-fluorophenyl)-2-(7-fluoroquinolin4-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-4-{(4-fluorophenyl)-2-(5-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;
2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-

indole-3-carbonitrile;
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2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-

indole-3-carbonitrile;

2-{4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-

1H-indole-6-carbonitrile;
1,1,1-Trifluoro-4-(2-methoxyphenyl)-4 -methyl-2 -quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxyphenyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-14-indole-3-carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-0l;

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-ylmethyl)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1 H-indole-3-carbonitrile;

4-Bromo-2-(4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol,

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[ 2,3c]pyridin-2-
ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;
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2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-
pentyl]-1H-indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(3-Fluorophenyl}-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-indole-

6-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-indole-

6-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl)-4-
methyl-1H-indole-6-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-cl;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-pyrrolo[ 3,2-c]pyridin-2-ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrrolo[ 3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-

1H-indole-3-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;
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1,1,1-Trifluoro-4-(4-flucro-2-methoxyphenyl)-4-methyl-2-(5,6,7,8-tetrahydroquinolin-4-
ylmethyl)pentan-2-ol;

1-[4-(5-Flugro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-3-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-3-carbonitrile;

5-Fluoro-2-[4,4 4-trifluoro-3-hydroxy-1, 1 -dimethyl-3-(1H-pyrrolo[2,3-¢]pyridin-2-
ylmethyl)butyl]phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-5-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-14-

indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl] -1 H-indole-5-

carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-indole-5-

carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-

5-carbonitrile;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-triflucro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-

methylpentan-2-ol;
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4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-5-carboxylic acid methyl ester;

1-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 /-

indole-3-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4~(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl-1 H-pyrralo[2,3-
c]pyridin-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-(5-triflucromethyl-t H-indol-2-
ylmethyl)pentan-2-ol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]-14-indole-5-

carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-{1 H-pyrrolo{2,3-c]pyridin-2-
ylmethyl)butyl]phenol;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indel-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyt]phenol;

2-{4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-

- methyl-1H-indole-6-carbonitrile;
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4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(3-methyl-1 H-pyrrolo[2,3-
c]pyridin-2-ylmethyl)butyljphenoi;

1,1,1-Trifluoro-2-(1 H-indol-2-yimethyl)-4-methyl-4-thiophen-3-ylpentan-2-ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-thiophen-3-ylpentan-2-ol;

5-Fluoro-2-[4,4,4-triflucro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol,

1,1,1-Trifluoro-4-(3-fluoropheny!)-4-mathyl-2-(1 H-pyrrolo[ 3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

3-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin4-ylmethylbutyl)phenol;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-14-

indole-5-carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-14-

indole-5carboxylic acid methyl ester;
442,6-Dimethylphenyl)-1,1,1-trifluoro~4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
3-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1 -dimethylbutyl}phenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-(1 H-pyrrolo{2,3-
c]pyridin-2-ylmethyl)pentan-2-ol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-

methyl-1H-indole-6-carbonitrile;
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2-[4-(4-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 4-

indole-5-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-nitro-1H-indol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]- 1 4-

indole-5-carboxylic acid amide;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydrcxy-4-methyl-2-trifluoromethyipentyl]-1 -

indole-5-carboxylic acid dimethylamide;

{2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-
indol-5-y1} morpholin-4-ylmethanone;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-6-carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-6-carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-rrifluoromethylpentyl]-14-

indole-6-carboxylic acid; and

2-[4-(5-Flucro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1 H-

indole-6-carboxylic acid,
or a tautomer, prodrug, solvate, or salt thereof.

8. A compound selected from:
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" 1,1,1-Trifluoro4-(5-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

2-(2,6-Dichloropyridin4-ylmethyl)-1,1,1 -trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylpheayl)-2-(1 H-indol-2-ylmethyl)}-4-methylpentan-2-

ol;

2-[3-(2,6-Dichloropyridin-4-ylmethyl)-4.4,4-trifluoro-3-hydroxy-1,1-dimethylbutyl] 4-

fluorophenol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-

methylpentan-2-ol;

2-(1 H-Benzimidazol-2-ylmethyt)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-2-(14-indol-2-ylmethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(quinolin-4-ylmethyl)pentan-

2-ol;

4-(2,3-dihydro-5-cyanobenzofuran-7-yl)-1,1,1-trifluoro-2( 1 F-indol-2-ylmethyl)-4-

methylpentan-2-ol;

1,1,1-Trifleoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloropyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-hydroxyphenyl)-4-methyl-2-(2-chloropyridin-4-
ylmethyl)pentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-chloroquinolin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hydroxyphenyl)-4-methyl-2-(2-chloroguinolin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(4-methoxyphenyl)-4-methylpentan-2-ol;

4-[4,4 A-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1,1-dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(5-fluoro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-(5-fluoro-2-methoxyphenyl)-4-

methylpentan-2-ol;

4-(2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2- 1 #-indol-2-ylmethyl)-4-methylpentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(2-bromopyridin-4-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4+5-fluoro-2-methoxyphenyl)-4-methyl-2-(7-methyl- 1 H-benzoimidazol-
2-ylmethyl)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1, | -dimethyl-3-(4-methyl-1H-indol-2-
yimethyl)butyl]phenol;

4-Fluoro-2-[4,4,4-triflucro-3-(7-fluoro-1.4-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyl]phenol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-benzoimidazol-2-ylmethyl)-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;
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2-(6,7-Difluoro-1H-benzoimidazol-2-vimethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

4-(2,3-Dihydrobenzofiran-7-yl)-1,1,1-trifluoro4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1 -triflucro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

4-(3-Ethyl-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
2-Ethyl-6-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
2-Ethyl-6-[4,4,4-trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethy!)-1,1-dimethylbutyl]phenol;

2-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-1,1, 1-trifluoro-4-(5-fluoro-2-
methoxyphenyl)-4-methylpentan-2-ol;

2-[3-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(3-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluorc4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methylphenyl)-4-methyl-2-(4-methyl-1 H-indol-2-
ylmethyl)pentan-2-ol;
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1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(4-methyl-1 H-indol-2-ylmethyl)pentan-2-

ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-rnethyl-2-(4-methyl-1 H-indol-2-ylmethyl)pentan-2-

ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-(3-trifluoromethylphenyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl}-4-methyl-2-(7-methyl-1 H-benzoimidazol-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-0l;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(3-trifluoromethylphenyl)pentan-2-

ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-(5-Bromo-4-fluoro-2-methoxyphenyl}-1,1,1-trifluoro-4-methyl-2-quinolin-4-
yimethylpentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-
methyl-1 H-indole-6-carbonitrile;

2-(2-Phenyl-4-methylimidazol-1-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl}-
4-methylpentin-2-ol;

1,1,1-Triflucro-4-(5-flucro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;
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2-(2-Phenylimidazol-1-ylmethyl)-1,1, | trifluoro-4-(5-fluoro-2-methoxyphenyt)-4-

methylpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-(1 H-indol-2-ylmethyl)4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-yl}-2 -quinolin-4-
ylmethylpentan-2-al;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-phenylpentan-2-ol;

1,1,1-Trifluoro-2-(1H-indol-2-ylmethyl)-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-
yl)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-m-tolylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-naphthalen-2-ylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl}-4-methyl-4-o-tolylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl}-4-methyl-4-p-tolylpentan-2-ol;

4+2,3-Dihydrobenzofuran-5-yl)-1,1,1-tzifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

4-(2,3-Dihydrobenzofuran-5-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;
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1,1,1-Trifluoro-4-(1-methoxynaphthalen-2-yl)-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;
2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)naphthalen-1-ol;
1,1,1-Trifluoro-4-methyl-4-naphthalen-2-yl-2-quinclin4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-5S-carbonitrile;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyi)-4-(1-methoxynaphthalen-2-yl)-4-methylpentan-
2-0l;

1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-p-tolylpentan-2-ol;
4-Chroman-8-yl-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin-4-ylmethylpentan-2-ol;
4-(6-Bromochroman-8-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-b]pyridin-2-
ylmcthyl)pent'an-z-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-b]pyndin-2-
yimethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
yimethy!)pentan-2-ol;
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1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin-4-ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-flucroguinolin-4-ylmethyl)-4-

methylpentan-2-ol;
1,1,1-Trifluoro4-(4-fluorophenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(5-fluoroquinolin-4-ylmethyl}-4-methylpentan-2-ol;

2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-

indole-3-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 4-

indole-3-carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl ] -4-methyl-
1 H-indole-6-carbonitrile;

1,1,1-Trifluoro-4-(2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxyphenyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1H-indole-3-carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-triflucoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 A-indoi-2-ylmethyl)-4-methylpentan-
2-o0l;

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
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1,1,1-Trifluoro-4-methyl-4-phenyl-2(1 H-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol,

2-[4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-

trifluoromethylpentyl]-1H-indole-3-carbonitrile;

4-Bromo-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-
pentyl]-1H-indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 H-indole-

6-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl] 4-methyl-1H-indole-

6-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyt]-4-
methyl-1H-indole-6-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-pyrrolo[3,2-cJpyridin-2-yimethyl)pentan-2-ol;
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4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-rifluoro4-methyl-2-(1 H-pyrrolo[ 3,2-¢]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1 H-indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1

H-indole-3-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-3-

carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(5,6,7,8-tetrahydroquinolin4-
ylmethyl)pentan-2-ol;

1-[4-(5-Fluoro-2-methoxyphenyl)-2-hycroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-3-carbonitrile;

1,1,1-Trifluoro-4-(4-flucro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo( 3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyl)-1H-indole-3-carboenitrile;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo{2,3-c]pyridin-2-
ylmethyl)butyl]phenol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-5-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-15-

indole-5-carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-

carbonitrile;
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2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1H-indole-5-

carbonitrile;

2-{4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-

S-carbonitrile;

4-(2,3-Dihydrobenzofuran-7-y1)-1,1,1 -trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-

methylpentan-2-ol;

4-Fluoro-2-[4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ylmethyl)-4-methyl-4-pheny!pentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-

indole-5-carboxylic acid methyl ester;

1-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1+-

indole-3-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methytphenyl)-4-methyl-2-(1 H-pyrrolo[ 2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(3-methyl-1H-pyrrolo[ 2,3-
cjpyridin-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4-methyl-2-(5-trifluoromethyl-1 H-indol-2-
ylmethyl)pentan-2-ol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]- ! H-indole-5-

carbonitrile;
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4-Fluoro-2-{4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyl}phenol;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-ylmethyt)-3-hydroxy-1,1-
dimethylbutylJphenol;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-4-
methyl-1H-indole-6-carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(3-methyl-1 H-pyrrolo[2,3-
clpyridin-2-ylmethyl)butyl]phenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-thiophen-3-ylpentan-2-ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-thiophen-3-ylpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1H4-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol; )

3-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

2-[4~(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1 H-

indole-5-carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyt]- 1 H-

indole-5-carboxylic acid methyl ester;

4-(2,6-Dimethylphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

3-[4,4,4-Trifluoro-3-hydroxy-3-(1 H-indol-2-ylmethyl)-1, 1 -dimethyibutylJphenol;
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1,1,1-Trifluoro-4-(5-flucro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-(1 H-pyrrolo[2,3-
c]pyridin-2-ylmethyl)pentan-2-ol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]-4-methyl-1 A-

indole-6-carbonitrile;

2-[4-(5-Bromo-2-methoxypheny!}-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

2-[4-(4-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-
indole-5-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(5-nitro-1.H-indol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluorc-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-5-carboxylic acid amide;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H4-

indole-5-carboxylic acid dimethylamide;

{2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-
indol-5-yl} morpholin-4-ylmethanone;

2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-

indole-6-carboxylic acid methyl ester; and

2-[4-(5-Fluoro-2-hydroxyphenyl}-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-14-

indole-6-carboxylic acid methy] ester,

or a tautomer, prodrug, solvate, or salt thereof.
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9. A compound according to claim 8, the compound selected from:

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-0l;

2-(2,6-Dichloropyridin-4-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methyipentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-

ol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 A-indol-2-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(quinolin-4-ylmethyl)pentan-
2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-vImethyl)-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;

4-(2,3dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(4-methyi-1H-indol-2-
ylmethyl)butyl]phenol;

4+2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;
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2-[3-(5,7-Dimethyl-1H-benzoimidazol-2-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1,1-
dimethylbutyl]-4-fluorophenol;

1,1,1-Trifluoro-4-(3-methoxyphenyl)-4 -methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl}-4-(3-methoxyphenyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-clpyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(4-methyl-1 H-indol-2-
ylmethyl}pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-4-methyl-2-(4-methyl-1 H-indol-2-ylmethyl)pentan-2-

ol;

1,1,1-Trifluoro-4-(3-fluorophenyl)-4-methyl-2-(4-methyl- 1 H-indol-2-ylmethyl)pentan-2-

ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-(3-triflucromethylphenyl)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-methyl-4-(3-triflucromethylphenyl)pentan-2-

ol;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-

ol;

5-Fluoro-2-(4,4,4-trifluoro-3-hydroxy-1, 1 -dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
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4-(5-Bromo-4-fluoro-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

2-[4~(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihydrobenzofuran-7-yl)-2-(1 H-indol-2-ylmethyl)-4-
methylpentan-2-0l;

1,1,1-Trifluoro-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-yl)-2-quinolin4-
ylmethylpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethylj-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-
yl)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl}-4-methyl-4-m-tolylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl}-4-methyl-4-0-tolylpentan-2-ol;

4-(7-Bromo-2,3-dihydrobenzofuran-5-yl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-
ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[ 3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-5-carbonitrile;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin-4-ylmethylpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-(7-fluoroquinolin-4-ylmethyl)-4-
methylpentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorophenyl)-2-(5-fluoroquinolin-4-ylmethyl)-4-methylpentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-3-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hysdroxy-4-methyl-2-trifluoromethylpentyl]-1 H4-

indole-3-carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-

1 H-indole-6-carbonitrile;
1,1,1-Trifluoro-4-(2-methoxyphenyl)-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ylmethyl)-4-(2-methoxypheny!)-4-methylpentan-2-ol;

2-{4-(5-Fluoro-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
triflucromethylpentyl]-1H-indole-3-carbonitrile;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-4-methyl-2-quinolin4-ylmethylpentan-2-

ol;

4-(5-Bromo-2-methoxyphenyl)-1,1,1-trifluoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-
2-ol;

2-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 /-pyrrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]-1H-indole-3-carbonitrile;
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4-Bromo-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-triflucro-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-
pentyl]-1H-indole-3-carbonitrile;

2-(2-Hydroxy-4-methyl-4-phenyl-2-triflucromethylpentyl)-4-methyl-1 H-indole-6-

carbonitrile;

2-[4-(3-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpenty!]-4-methyl-14-indole-

6-carbonitrile;

2-[4-(4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-indole-

6-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile,

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-(1 H-pyrralo[3,2-c]pyridin-2-ylmethyl)pentan-2-ol,;

4-(2,3-Dihydrobenzofuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;

2-(2-Hydroxy-4-methyl-4-phenyl-2-trifluoromethylpentyt)-1 H-indole-5-carbonitrile;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-4-methyl-2-(5,6,7,8-tetrahydroquinolin-4-
ylmethyl)pentan-2-ol;
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1,1,1-Trifluoro-4-{4-fluoro-2-methoxyphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-¢]pyridin-2-
yimethyl)pentan-2-cl;

5-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyljphenol;

~ 2-[4-(4-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpenty!]-1 A-

indole-5-carbonitrile;

2-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hvdroxy-4-methyl-2-triflucromethylpentyl]-1 H-

indole-5-carbonitrile;

2-[4-{4-Fluorophenyl)-2-hydroxy-4-methyl-2-trifluoromethylipentyl]-1H-indole-5-

carbonitrile;

2-[4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 A-indole-

5-carbonitrile;

4-Fluoro-2-[4,4 4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)butyl]phenol;

1-[4-(2,3-Dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-3-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(1 H-pyrrolo{2,3-c]pyridin-2-
ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(3-methyl-1 H-pyrrolo[2,3-
c]pyridin-2-ylmet.hyl)pentan-2'-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyl]phencl;
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2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

4-Fluoro-2-[4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(1 H-pyrrolo[2,3-c]pyridin-2-
ylmethyl)butyljphenol;

2-[2-Hydroxy-4-(3-methoxyphenyl)-4-methyl-2-trifluoromethylpentyl]-4-methyl-1H-

indole-6-carbonitrile;

2-[4-(5-Bromo-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-4-
methyl-1H-indole-6-carbonitrile;

2-[4-(4-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 4-

indole-5-carbonitrile;

1,1,1-Trifluoro-4-5-fluoro-2-methoxypirenyl)-4-methyl-2-(5-nitro-1H-indol-2-
ylmethyl)pentan-2-ol;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1 H-

indole-5-carboxylic acid amide;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-

indole-S-carboxylic acid dimethylamide;

{2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methy!-2-trifluoromethylpentyl]-14-
indol-5-yl} morpholin-4-ylmethanone;

2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1H-

indole-6-carboxylic acid methyl ester;

2-[4-(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 4-

" indole-6-carboxylic acid methyl ester,
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or a tautomer, prodrug, solvate, or salt thereof.

10. A pharmaceutical composition comprising an effective amount of a compound
according to one of claims 1 to 10, or a tautomer, prodrug, solvate, or salt thereof, and a

pharmaceutically acceptable excipient cr carrier.

11. A method of modulating the glucocorticoid receptor function in a patient, the method
comprising administering to the patient an effective amount of a pharmaceutically
acceptable compound according to one of claims 1 to 10, or a tautomer, prodrug, solvate,

or salt thereof.

12. A method of treating a disease-state or condition mediated by the glucocorticoid
receptor function in a patient in nesd of such treatment, the method comprising
administering to the patient an effective amount of a pharmaceutically acceptable
compound according to one of claims 1 to 10, or a tautomer, prodrug, solvate, or salt

thereof.

13. A method of treating a disease-state or condition selected from: type II diabetes,
obesity, cardiovascular diseases, hypertension, arteriosclerosis, neurological diseases,
adrenal and pituitary tumnors, and glaucoma, in a patient in need of such treatment, the
method comprising administering to the patient an effective amount of a pharmaceutically
acceptable compound according to one of claims 1 to 10, or a tautomer, prodrug, solvate,

or salt thereof,

14. A method of treating a disease characterized by inflammatory, allergic, or
proliferative processes, in a patient in need of such treatment, the method comprising
administering to the patient an effective amount of a pharmaceutically acceptable
compound according to one of claims 1 to 10, or a tautomer, prodrug, solvate, or salt

thereof.

15. The method according to claim 14, wherein the disease is selected from: (i) lung

diseases; (ii) rheumatic diseases/autoimmune diseasesfjoint diseases; (iii) allergic
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diseases; (iv) vasculitis diseases; (v) dermatological diseases; (vi) renal diseases; (vii)
hepatic diseases; (viii) gastrointestinal diseases; (ix) proctological diseases; (x) eye
diseases; (xi) diseases of the ear, nose, and throat (ENT) area; (xii) neurological diseases;
(xiii) blood diseases; (xiv) tumor diseases; (xv) endocrine diseases; (xvi) organ and tissue
transplantations and graft-versus-host diseases; (xvii) severe states of shock; (xviii)

substitution therapy; and (xix) pain of inflammatory genesis.

16. A method of treating a disease-state or condition mediated by the glucocorticoid
receptor function in a patient in need of such treatment, the method comprising
sequentially or simultaneously administering to the patient: (a) an effective amount of a
pharmaceutically acceptable compound according to one of claims 1 to 10 or a tautomer,

prodrug, solvate, or salt thereof; and (b) a pharmaceutically acceptable glucocorticoid.

17. A compound of Formula (IB)

R° OH
R’
RZ’A}/&R“
R R (IB)

R! s an aryl or heteroaryl group, each optionally independently substituted with one to

wherein:

three substituent groups,

wherein each substituent group of R' is independently C,-Cs alkyl, C,-Cs alkenyl,
C;-Cs alkynyl, C;-C, cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy, C;-
C; alkenyloxy, C;-Cs alkynyloxy, aryloxy, acyl, C,-C; alkoxycarbonyl, C,-C;
alkanoyloxy, C,-Cs alkanoyl, aroyl, aminocarbonyl, C,-Cs alkylaminocarbonyl,
C,-C; dialkylaminocarbonyl, aminocarbonyloxy, C,-Cs alkylaminocarbonyloxy,
Ci-Cs dialkylaminocarbonyloxy, Ci-Cs alkanoylamino, Ci-Cs
alkoxycarbonylamino, C,-Cs alkylsulfonylamino, aminosulfonyl, C,-C;
alkylaminosulfonyl, C,-Cs; dialkylaminosulfonyl, halogen, hydroxy, carboxy,
cyano, trifluoromethyl, trifluoromethoxy, nitro, or amino wherein the nitrogen

atom is optionally independently mono- or di-substituted by C,-C;s alkyl or aryl;
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or ureido wherein either nitrogen atom is optionally independently substituted
with C,-C; alkyl; or C,-C; alkylthio wherein the sulfur atom is optionally

oxidized to a sulfoxide or sulfone,

wherein each substituent group of R’ is optionally independently substituted
with one to three substituent groups selected from methyl, methoxy, halogen,

hydroxy, oxo, cyano, or amino,
R? and R? are each independently C,-Cs alkyl;

R* is C;-C; alkyl, C,-C; alkenyl, or C,-Cs alkynyl, each optionally independently

substituted with one to three substituent groups,

wherein each substituent group of R* is independently C,-C; alkyl, hydroxy,

halogen, amino, or oxo;

R® is a heteroaryl group optionally independently substituted with one to three

substituent groups,

wherein each substituent group of R? is independently C,-Cs alkyl, C;-Cs alkenyl,
C;-C;s alkynyl, Cs-C; cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkoxy, C,-
C; alkenyloxy, C;-Cs alkynyloxy, aryloxy, acyl, C,-C; alkoxycarbonyl, C,-C;s
alkanoyloxy, aminocarbonyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, C,-C: alkylaminocarbonyloxy, C,-Cs
dialkylaminocarbonyloxy, C,-Cs alkanoylamino, C,-C; alkoxycarbonylamino, C,-
Cs alkylsulfonylamino, aminosulfonyl, C,-C; alkylaminosulfonyl, C,;-Cs
dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, triflucromethyl,
trifluoromethoxy, trifluoromethylthio, nitro, or amino wherein the nitrogen atom
is optionally independently mono- or di-substituted by C,-Cs alkyl; or ureido
wherein either nitrogen atom is optionally independently substituted with C,-Cs
alkyl; or C,-Cs alkylthio wherein the sulfur atom is optionally oxidized to a

sulfoxide or sulfone,

262



Case 9/240 PCT

wherein each substituent group of R® is optionally independently substituted
with one to three substituent groups selected from C,-C; alkyl, C,-C, alkoxy,

halogen, hydroxy, oxo, cyanc, amino, or trifluoromethyl; and

is C-Cy alkyl, C;-Cs alkenyl, C;-C; alkynyl, carbocycle, heterocyclyl, aryl,
heteroaryl, carbocycle-C\-Cy alkyl, aryl-C,-C; alkyl, aryl-C;-Cs haloalkyl,
heterocyclyl-C,-C; alkyl, heteroaryl-C,-C; alkyl, carbocycle-C;-Cy alkenyl, aryl-
C;-C; alkenyl, heterocyclyl-C;-C; alkenyl, or heteroaryl-C,-Cy alkenyl, each
optionally independently substituted with one to three substituent groups,

wherein each substituent group of R® is independently C,-Cs alkyl, C,-Cs alkenyl,
C,-C;s alkynyl, C;-C; cycloalkyl, phenyl, C,-C; alkoxy, phenoxy, C,-Cs alkanoyl,
aroyl, C,-Cs alkoxycarbonyl, C,-Cs; alkanoyloxy, aminocarbonyloxy, C,-Cs
alkylaminocarbonyloxy, C,-Cs dialkylaminocarbonyloxy, aminocarbonyl, C,-Cs
alkylaminocarbonyl, C,-Cs dialkylaminocarbonyl, C,-C;s alkanoylamino, C,-Cs
alkoxycarbonylamino, C,-C; alkylsulfonylamino, C,-C;s alkylaminosulfonyl, C,-
C; dialkylaminosulfonyl, halogen, hydroxy, carboxy, cyano, oxo, trifluoromethyl,
nitro, amino wherein the nitrogen atom is optionally independently meno- or di-
substituted by C,;-Cs alkyl; or ureido wherein either nitrogen atom is optionally
independently substituted with C,-C;s alkyl; or C,-C; alkyithio wherein the sulfur

atom is optionally oxidized to a sulfoxide or sulfone,

wherein RS cannot be trifluoromethyl,

or a tautomer, prodrug, solvate, or salt thereof,

18. The compound of Formula (IB) according to claim 17, wherein:

Rl

is thienyl, phenyl, dihydrobenzofuranyl, benzofuranyl, dihydroindolyl, indolyl,
dihydrobenzothienyl, benzothienyl, benzodioxolanyl, benzoxazolyl,
benzisoxazolyl, benzpyrazolyl, benzimidazolyl, quinolinyl, pyridiny!, pyrimidinyl,
or pyrazinyl, each optionally independently substituted with one to three substituent
groups,
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wherein each substituent group of R' is independently C,-C; alkyl, C,-C; alkenyl,
C;-C; alkynyl, C,-Cy alkoxy, C,-C; alkenyloxy, C,-C; alkanoyl, C;-Cs
alkoxycarbonyl, C;-C; alkanoyloxy, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, nitro, or C,-C; alkylthio wherein the sulfur atom is opticnally

oxidized to a sulfoxide or sulfone,

wherein each substituent group of R' is optionally independently substituted
with a substituent group selected from methyl, methoxy, halogen, hydroxy,

0X0, Cyano, or amino;

R? and R? are each independently C,-C; alkyl;

R*is CH,;

Rs

RG

is a pyridyl, indolyl, azaindolyl, benzofuranyl, furanylpyridinyl, benzathienyl,
thienopyridinyl, benzoxazolyl, enzothiazolyl, benzimidazolyl, quinolinyl, or
isoquinolinyl group, each optionally independently substituted with one to three

substituent groups,

wherein each substituent group of R? is independently C,-C; alkyl, C,-C; alkenyl,
phenyl, C,-C; alkoxy, methoxycarbonyl, aminocarbonyl, C;-C;
alkylaminocarbonyl, C;-C; dialkylaminocarbonyl, heterocyclylcarbonyl, fluoro,
chloro, bromo, cyano, trifluoromethyl, or C,-C, alkylthio wherein the sulfur atom

is optionally oxidized to a sulfoxide or sulfone,
wherein each substituent group of R® is optionally independently substituted
with a substituent group selected from methyl, methoxy, fluoro, chloro, bromo,
cyano, or trifluoromethyl; and
is C,-Cs alkyl, C;-Cs alkenyl, C;-Cs cycloalkyl, phenyl, C;-Cs cycloalkyl-C,-Cy

alkyl, phenyl-C,-C; alkyl, phenyl-C;-C; haloalkyl, C;-C¢ cycloalkyl-C,-C; alkenyl,
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phenyl-C,;-C; alkenyl, each optionally independently substituted with one to three

substituent groups,

wherein each substituent group of REis independently C,-C; alkyl, C;-C; alkenyl,
C;-C; alkynyl, C,-C; alkoxy, aminocarbonyl, C,-C; alkylaminocarbonyl, C,-C;
dialkylaminocarbonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl, nitro,
or C,-C; alkylthio wherein the sulfur atom is optionally oxidized to a sulfoxide or

sulfone,
or a tautomer, prodrug, solvate, or salt thereof.
19. The compound of Formula (IB) according to claim 17, wherein:

R' is thienyl, phenyl, pyridyl, dihydrobenzofuranyl, or benzofuranyl, each optionally

independently substituted with one: or two substituent groups,

wherein cach substituent group of R' is independently methyl, ethyl, methoxy,

ethoxy, fluoro, chloro, bromo, hydroxy, triflucromethyl, or cyano;
R? and R are cach methyt;
R*is CH;;
R’ is a pyridyl, indolyl, azaindoly], benzofuranyl, benzoxazolyl, benzimidazolyl,

quinolinyl, or isoquinolinyl group, each optionally independently substituted with

one to three substituent groups,

wherein each substituent group of R’ is independently methyl, phenyl
,methoxycarbonyl, aminocarbonyl, methylaminocarbonyl,
dimethylaminocarbonyl, morpholinylcarbonyl, fluoro, chloro, cyano, or

trifluoromethyl; and
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R* is C,-C; alkyl, C;-Cs cycloalkyl, C;-Cs cycloalkyl-methyl-, or benzyl, each
optionally independently substituted with one to three substituent groups,

wherein each substituent group of R® is independently methyl, methoxy, fluoro,

chloro, bromo, cyano, trifluoromethyl, or hydroxy,
or a tautomer, prodrug, solvate, or salt thereof.
20. The compound of Formula (IB) according to claim 17, wherein:

R' is thienyl, phenyl, dihydrobenzofuranyl, or benzofuranyl, each optionally
independently substituted with one to three substituent groups,

wherein each substituent group of R' is independently C,-C; alkyl, C,-C; alkenyl,
C;-C; alkynyl, C,-C; alkoxy, C,-C; alkenyloxy, C,-C; alkanoyl, C,-C,
alkoxycarbonyl, C,-C, alkanoyloxy, halogen, hydroxy, carboxy, cyano,
trifluoromethyl, nitro, or C,-C; alkylthio wherein the sulfur atom is optionally
oxidized to a sulfoxide or suifone; and

R? and R’ are each independently C,-C; alkyl,

or a tautomer, prodrug, solvate, or salt thereof.

21. A compound selected from:

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-1-(1 H-indol-2-y!)-4-methylpentan-2-ol;

5-5-Fluoro-2-methoxyphenyl)-3-(1 H-indol-2-ylmethyl)-2,5-dimethylhexan-3-ol;

5-(5-Fluoro-2-methoxyphenyl)-3-(1 H-indol-2-ylmethyl)-5-methylhexan-3-ol;

2-Cyclohexyimethyl-1-(4,6-dimethyl-pyridin-2-yl)-4-(5-fluoro-2-methoxy-phenyl)-4-

methyl-pentan-2-ol,
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2-Cyclohexylmethyl-4-(5-fluoro-2-methoxy-phenyl)-1-(1 H-indol-2-yl)-4-methyl-pentan-
2-ol;

7-(5-Fluoro-2-methoxyphenyl)-5-(indol-2-ylmethyl)-7-
methyloctan-5-ol;

2-(Benzimidazol-2-yimethyl)-4-methyl-<-{pyrrol-1-yl)pentan-2-ol;

1-(1 H-Benzoimidazol-2-yl)-2-cyclohexylmethyl-4-(5-fluoro-2-methoxy-phenyl)-4-
methyl-pentan-2-ol;

5-(5-Fluoro-2-methoxyphenyl)-3-(benzirnidazol-2-ylmethyl)-2,2,5-trimethylhexan-3-ol;
4-(5-Fluoro-2-methoxyphenyt)-2-fluoromethyl-1-(1 H-indol-2-yl)-4-methylpentan-2-ol;
2-Cyclopropyl-4-(2,3-dihydrobenzofiran-7-yl)-1-(1 H-indol-2-yl)-4-methylpentan-2-ol;
2-Cyclopropyl-4-(2,3-dihydrobenzofuran-7-yl)-1-(quinolin-4-yl}-4-methylpentan-2-ol;

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-1-(6-cyano-4-methylindol-2-yl)-4-
methylpentan-2-ol;

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-4-methyl-1-(1 H-pyrrolo[2,3-c]pyridin-2-
yl)pentan-2-ol;

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-cyclopropyl-4-methyl-1-(1 H-pyrrolo(2,3-
c]pyridin-2-yl)pentan-2-ol,

or a tautomer, prodrug, solvate, or salt thereof.

22. A compound according to claim 21, the compound selected from:
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2-Cyclopropyl-4-(5-flucro-2-methoxyphenyl)-1-(1 H-indol-2-yl)-4-methylpentan-2-ol;
5-(5-Fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl)-2,5-dimethylhexan-3-ol;
5-(5-Fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl)-5-methylhexan-3-ol;

2-Cyclohexylmethyl-4-(5-fluoro-2-methoxyphenyl)-1-(1 H-indol-2-yl)-4-methylpentan-2-

ol;
5-(5-Fluoro-2-methoxyphenyl)-3-(benziimidazol-2-ylmethyl)-2,2,5-trimethylhexan-3-ol;
4-(5-Fluoro-2-methoxyphenyl)-2-fluoromethyl-1-(1 H-indol-2-yl)-4-methylpentan-2-ol,
2-Cyclopropyl-4-2,3-dihydrobenzofuran-7-yl)-1-(1 H-indol-2-yl)-4-methylpentan-2-ol;
2-Cyclopropyi-4-(2,3-dihydrobenzofuran-7-yl)-1-(quinolin4-yl)-4-methylpentan-2-ol;

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-1-(6-cyano-4-methylindol-2-yl)-4-

methylpentan-2-ol;

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-4-methyl-1-(1H-pyrrolo[2,3-c]pyridin-2-
yhpentan-2-ol; and

4-(5-Bromo-2,3-dihydrobenzofuran-7-yl}-2-cyclopropyl-4-methyl-1-(1 H-pyrrolo[2,3-
c]pyridin-2-yl)pentan-2-ol,

or a tautomer, prodrug, solvate, or salt thereof.,
23. A compound according to claim 22, the compound selected from:
5-(5-Fluoro-2-methoxyphenyl)-3-(benzimidazol-2-yImethyl)-2,2,5-trimethylhexan-3-ol;

4-(5-Fluoro-2-methoxyphenyl)-2-fluoromethyl-1-(1 H-indol-2-yl)-4-methylpentan-2-oi;
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2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-1-(1H4-indol-2-yl)-4-methylpentan-2-o;
5-5-Fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl)-2,5-dimethylhexan-3-ol;
5-(5-Fluoro-2-methoxyphenyl)-3-(indol-2-ylmethyl}-5-methylhexan-3-o0l; and

2-Cyclopropyl-4-(5-fluoro-2-methoxyphenyl)-4-methyl-1-(1 H-pyrrolo[2,3-c]pyridin-2-
yl)pentan-2-ol,

or a tautomer, prodrug, solvate, or salt thereof.

24, A pharmaceutical composition ccmprising an effective amount of a compound
according to one of claims 17 to 23, or a tautomer, prodrug, solvate, or salt thereof, and a

pharmaceutically acceptable excipient or carrier.

25. A method of modulating the glucocorticoid receptor function in a patient, the method
comprising administering to the patient an effective amount of a phammaceutically
acceptable compound according to one of claims 17 to 23, or a tautomer, prodrug,

solvate, or salt thereof,

26. A method of treating a disease-state or condition mediated by the glucocorticoid
receptor function in a patient in need of such treatment, the method comprising
administering to the patient an effective amount of a pharmaceutically acceptable
compound according to one of claims 17 to 23, or a tautomer, prodrug, solvate, or salt
thereof.

27. A method of treating a disease-statc or condition selected from: type II diabetes,
obesity, cardiovascular diseases, hypertznsion, arteriosclerosis, neurological diseases,
adrenal and pituitary tumors, and glaucoma, in a patient in need of such treatment, the
method comprising administering to the patient an effective amount of a pharmaceutically
acceptable compound according to one of claims 17 to 23, or a tautomer, prodrug,

solvate, or salt thercof.
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28. A method of treating a disease characterized by inflammatory, allergic, or
proliferative processes, in a patient in need of such treatment, the method comprising
administering to the patient an effective amount of a pharmaceutically acceptable
compound according to one of claims 17 to 23, or a tautomer, prodrug, solvate, or salt

thereof.

29. The method according to claim 28, wherein the disease is selected from: (i) lung
diseases; (ii) rheumatic diseases/autoimmune diseases/joint diseases; (iii) allergic
diseases; (iv) vasculitis diseases; (v} dermatological diseases; (vi) renal diseases; (vii)
hepatic discases; (viii) gastrointestinal diseases; (ix) proctological diseases; (x) eye
diseases; (xi) diseases of the ear, nose, and throat (ENT) area; (xii) neurological diseases;
(xiii) blood diseases; (xiv) tumor diseases; (xv) endocrine diseases; (xvi) organ and tissue
transplantations and grafi-versus-host discases; (xvii) severe states of shock; (xviii)

substitution therapy; and (xix) pain of in{lammatory genesis.

30. A method of treating a disease-state or condition mediated by the glucocorticoid
receptor function in a patient in need of such treatment, the method comprising
sequentially or simultaneously administering to the patient: (a) an effective amount of a
pharmaceutically acceptable compound according to one of claims 17 to 23 or a tautomer,

prodrug, solvate, or salt thereof; and (b) 2 pharmaceutically acceptable glucocorticoid.
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Abstract

Compounds of Formula (IA) and Formula (IB)

R° OH

< R
R' CF,
(1A)
R® OH
R’
R:ZA.‘\ 8 R4
R R (IB)

wherein R, R%, R®, R%, R®, and R® are as defined herein for Formula (IA) or Formula (IB),

or a tautomer, prodrug, solvate, or salt thereof; pharmaceutical compositions containing

such compounds, and methods of modulating the glucocorticoid receptor function and

methods of treating disease-states or conditions mediated by the glucocorticoid receptor

function or characterized by inflammatory, allergic, or proliferative processes in a patient

using these compounds.
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- ﬁ) European Patent Office, P.B. 5818 Patantiaan 2

NL-2280 HV Rijswilk Panayota Georgakopoulou
Tel. {+31-70) 340-2040, Tx. 31 651 aponi,
Fax: (+31-70) 340-3018

Farm PCT/ISA/220 {Julv 1958)
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i ' NOTES TO FORM PCTASA/220 W

Thesa Notes are intendad to give the basic insiruclions concaming the filing of amendments under article 19. The
Notes are based on the requiremants of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions
undar that Treaty. In cana of discrepancy batween these Notes ani thoss requirements, the iatter are applicable. For more
detailed informalion, see also the PCT Appiicant’s Guide, & publication of WIPO.

In these fNotes, “Articia®, "Rulke®, and "Seclion” refer lo the pravisions of the PCT, the PCT Regulations and the PCT
Administrative Instructions rnpad:vely

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19.

The appficant has, after having racaived tha intamational ssarch report, one oppartunily to amend tha claima of the
international application. K should however be emphasized that, since all parts of the intemational epplication (claime,
description and drawings) may be amended during the |r|tomdiom| preliminary examination procedure, there is usually
no need to file amendmenis of the claima under Article 19 axcapt where, 9.g. the spplicant wants the laitsr to be published
for the purposes of provisional pmlouﬂm or has another reason for amending the olaims before Intemational pbulication.
Furthermore, it should be emphasized that provisional protection in available in some States only.

What parts of the Intemational application may be emended?
Under Article 19, only the claims may be amendec.

During the intemational phane, the clsims may alao be amended {or further emended) under Article 34 before
the Intematicnal Prefiminary Examining Authority. The descripion and drawings may only be amendad under
Article 34 before the iIntermational Examining Authority.

Upon entry into the national phao, all parts of thaiirtemnaticnal application may be amendad urdsr Articlo 28
or, where applicable, Article

When? ‘Within 2 months from the date of ransmittal of the intlemational search repont or 16 montha from the priority
date, whichever lima limit expires |ater, K shoudd be noted, however, that the amandmants will ba considersd
a3 having been received on tme if they are recelvad by the Intemational Bureau after the expiration of the
gmplic:gl- )tmo fima but bafors the complstion of tha tachnical preparations for intamational publication

o 46.1).

Whare not to file the amendments?

The amendments may only be filed with the intem ational Bureau end not with the receiving Office or the .
International Ssarching Authority (Rule 46.2).

Where a demand for intemnational preSminary sxamination haa been /s filed, ass below,

How? Eihlrbyeandngomormnmlmdmml,hy.ad:ingmormnwolnlmurby-mnncingm-mdot
one or more of the claims as filed.

Auplaeanuntlhodmmthomhnilhdhum shoet of the claima which, on account of an amendmant or
emandments, cdiffers from the shest ariginally fled.

All the claims sppearing on a replasement sheet must be numbered in Arabio numerals. Where a claim is
cancelled, no renumbeting of the other claims is quired. In all cases whers claims are renumbered, they muat
ba renumbared consacutively (Administrative Unstructions, Section 205(b)).

The amendments must be made In the language in which the Intemational application is to be published.

What documents must/may accompany the amsndments?
Lettor (Sodhn 205(b)):
The amantiments must be submittad with a leiter.

Tha letter will ol bo publishad with the intemationad application and the amendéd dlaims. It should not be
coniused with Iho:stltemun! under Asticle 18{1)" (see bolow, under "Stalament under Article 19(1)".

The letter muat be In Engllsh or French, at the cholcs of the applicant. However, if the languags of the
intemnational applicution Is English, the letter must be In Engllsh; If the language of the International appiication
is French, the letter must be In French.

Noles to Fonn PCTASA/220 (first sheet) {(January 1984)



NOTES TO FORM PCT/ISA/220 (continued)

The letler must indivate the differences betwesn the claims as filed and the claima s amended. It must, in
partioular, indicate, in connection with eech olsim appewing in the intémational appfication (it being understood
that identinal mieahunn conoaming asveral claims may be grouped},whether

() the claim is unchanged,

(5 the claim is cancelled;

(i) the olaim ia new;

(iv) tha claim replaces ons or more olaima as filed;

(v} theclaim is the result of the division of a claim an filed,

The foliowing examples {lustrate the manner in which amendmenta must be explained In the
accompanying letter:

1. [Whore originally there were 48 claime and afior amendmont of some claima there are 51]:
Claims 1 to 29, 31, 32, 34, 15, 37 to 48 replaced by -nondodolmsbunngthomnumhu
claims 30, 33md35und|m¢d new claima 49 to 51 added.”

2. [Where originally there were 15 claims and after amendmant of &l claims there are 11}:
“Claims 1 to 15 replaced by amended claima 1 to t1."

3. [Whers originally thers were 14 cixims and Iy amendments soraist in canoeiling aome claims and n adding
new claimaj: .
“Claims 1 to & and 14 unchanged; claims 7 to 13 cancelled; naw claims 15, 16 and 17 added.” or
“Glaima 7 to 13 cancelled; naew claima 15, 18 and 17 added; all cther claims unchanged.”

4, [Where varicus kinds of amandments are made]:
*Claims 1-10 unchanged; claims 1% to 13, 18 and 19 cancellad; claims 14, 15 and 16 replased by amended
claim 14; claim 17 subdivided into amended cisims 15, 16 and 17; new olaima 20 and 21 added.®

“Statement undor articls 15(1)" (Rule 46.4)

The amandments may be ascompanised by a stetamaent explaining the amendments and indicating any impact
that such ll')l;lrﬂl‘l‘lﬂ'lh might have on the description and the drawings {which cannct be amended under
Asticle 19{1

The slalsment will be published with the intemational application and the emended claima.
it muat be In the language In which the Internstional appplication is to be published.,
# must ba brief, not exceeding 500 words if in English ar if tranciatad irto English.

it should not be confused with and does not reptace the letter indieating the differences between the claims
aa fied and as amendad. it must be filed on a separate shest and must be idontified as sush by a haading,
preforably by using the words “Statement under Asticle 19{1).”

It may rot contain any disparaging camments on the intemnational ssarch report or the relevance of citationa
conteined in that report. Refarence to citstions, relsvant to a given claim, contained in the intemational search
report may be made only in connection with an amandment of thal claim,

Consequence if a demand for intamational preliminary sxamination has aiready been flled

if, at the time of filng any amendments under Articla 19, a demand for intemational prefiminary axamination
has already bean submitied, the applicant must pralnrahly, at the samu tims of filing the amendments with the
intemnational Bureau, also file a copy of such amendmants with the Intemational Preliminary Examining
Al.ﬂhoﬁly (xee Rule &2.2(a), frst sentance).

Consaquence with regard to transiation of the internalional application for entry into the nationgl phase

The applicani’s attantion is drawn to the (act that, where upon entry info the national phass, a transiation of the
daima as amended under Asticle 19 may have 1o be funished to the designated/elscted Offices, instead of, or
in adkfifion to, the transistion of the claima ag fileci,

F&lor i:l.uth-r datglls on the requiremnants of aach dosignatad/alectad Offios, ses Volums || of the PCT Apglicant's
3

Notes to Farm PCTASA/220 {sacond sheet) (January 1994)




PATENT COOPERATION TREATY | 7/0\0(

PCT

INTERNATIONAL SEARCH REPORT

(PCT Asticle 18 and Rules 43 and 44)
Applicant's or agent’s fila raference FOR FURTHER 5ee Notification of Transmittal of Intemational Search Repon

(Form PCT/AISA/220) as well as, where applicable, ltem § balow.
9/240PCT ACTION
Internationa application No. International filing date (day/month/year) (Earllest) Priority Date (day/month/year)
PCT/US 03/08901 21/03/2003 26/03/2002
Applicant

b
~

BOEHRINGER INGELHEIM- PHARMACEUTICALS, INC.

This Intamational Search Report has been prepared by this Intamational Searching Authorlty and is tranamitted to the applicant
according to Article 18. A copy Ia being transmitied to the Intemational Bureau.

This Intemational Search Raportcongistsofatotalor 6 shedts.
It Is also accompanled by a copy of each prior art documant citad In this report.

1. Basls of the report

a. With regard to the languags, the Intemational search wis carried out on iha basls of the international application in tha
languagé in which it was flied, unless othaerwise Indicated under this Item.

O

the internationat search was camled out on the basis of a translation of the Intamationa! application furnished to this
Authority (Rule 23.1(b})).

b. With regard to any nucleotide and/or amino acid sequence disclosed In the international application, the international search
was camied out on the basis of the saquance listing :

contained In the Intemational application In written form.

filad togsther with tha intemational application In computer readable torm.
furnished subsequently to this Authority In writte: form,

furnishad subsaguently to this Authority In computer readble form.

the statement that the subaequantly fumished wadtisn saguencs listing does not go beyond the disclosure In the
International application as filed has been fumished.

the statement that the information recorded In computer readable fomm (& identical to the written saquance lialing has baen

O O OU0O0O0ss

fumishad
2. Certaln clalms wore found unsearchabla (Seu Box [).
8. Unity of invention is lacking (see Box Il).

4, With regard o the title,
[X] e fext s approvad as suhmmod by the applicant.
[] the'text has been established by this Authority to read as follows:

5. With regard to the -bllrant.

[X]  emwis approvad as submittad by the applicant.

D tha text has been eatabilshed, sccording to Rula 38.2{(b), by this Authorily as it appears In Box Nl Tha appllcam may,
within one month from the date of malling of this intemational search repart, submit comments ta this Authority.

6. The figure of the drawings to be published with the abstract le Figure No. —_—
D as supgested by the applicant. m None of the figures.

- D becausa the applicant failed to suggest a figure.
[C] because this figure better characterizes the invantion,

Form PCT/I5A/210 (first sheet) (July 1808)



INTERNATIONAL SEARCH REPORT

Intemnational Application No

PCT/US 03/08901

A61P29/00

A. CLASSIFICATION OF SUBJECT . .

IPC 7 A61K31/44 A61K31/426 A61K31/421 A61P37/06
co7nz13/3o C07D277/24 CO7D263/32 CO7D277/64 CO7D263/56
C07D307/80 CO7D333/16 C07D239/26 CO7D215/14 C07D231/12

According to imlernational Patent Classification (IPC) or to both national clesalfication and IPC

B. FIELDS SEARCHED

Minimum documentation searchad (classification system followed by classification symbois)

IPC 7 CO7D A6IK A61P

Documentaiion searched other than minkmum documentation Lo the extend thal such documenis are included In the fisids searched

Electronic data basa consultad during the international search (name of data base and, where practical, search terms used)

EPO-Interna), Ni"l_‘ Data, BEILSTEIN bata, CHEM ABS Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * | Chatlon of document, with Indication, where appropriate, of the relevant passages

A US 6 323 199 B1 (KALKBRENNER FRANK ET AL) 1-30

Ralavent to clalm No.

27 November 2001 (2001-11-27)
cited in the application
claims

D Further documenis are lislad In the continuation of box C,

E Palent tamily mambars are Lated in anhex.

* Spacis calegories of cited documents :

A" document-defining the genaeral siala of the ant which s not
considerad to be of particular relevance

‘E* earfisr dncumanl but published on or efterthe international
fling dat

L docunnnt which may throw doubts on Eomlily clalm(s) or
which Is cited to estabilsh the publical another
cltation or alher special reason (as speciiiad)

*0O" document referring to an oral disclosura, use, axhibition or
olher means

'P* documant published pricr to the Intémational filng dafe bul
latar than the priority dale dal'ned

T Ia.lar document published after the Intematicnal fiing date
or priority date and not in conflict with the application but
ﬂ?ed 1o Understand the principle or theory undarlying the

rition

*X* documant of paricutar relavance; the claimed Invention
cannat ba considerad novel or cannot ba considerad 1o
involva an Inventive siep whan the document is taken alone

"Y* documsant of particular relevancs; the claimed lavention
cannal be considared la voive an inventive step when the
document I5 combined with ona or more olther such docu-
.nrgls. .rm combination baing obvious 1o & persan skilled

e

‘& documenl member of the same patent family

Data of the actual completion of ihe Intemnatlonal search
3

Dale of mailing of the internedional search repon

18 June 2003 26/06/2003
Name and maling addrass of the ISA Authorized officer
+ European Patent Offica, P.B. 5818 Patenitaan 2
ol (o) S o0, Tx. 31 651 epo nl
Fax (+91-70) 40-3016 eram dJohnson, C

Form FCTASA210 {sacend sheet) {July 1962)




Intemational Application No

. ’ INTERNATIONAL SEARCH REPORT

PCT/US 03/08901
. CLASSIFICATION OF SUBJECT MATTER

‘]‘IPC 7 C070233/54 C07D261/18 CO07D241/12 CO7D209/12 C07D237/08
C07D213/61  C€O07D213/84 CO7D217/16 CO7D413/06 CO7D401/06

According to Intemnaticnal Patent Classification (IPd) orto both nalional classification and IPC

8. FIELDS SEARCHED

Minimum documeniation searched {dassification system loliowed by classificalion symbols)

Documentallon searched other than minimum documsntation to the extent thal such documenis are Included in the Halkds searched

Electronic data base consulted during the Intamationat saarch (name of data base and, whame practical, search terms usad)

S

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * | Chation of documeni, with indication, whera appropriate, of e iavant passages

Relevant 1o ctalm No.

D Further documents are lsted in the continustion of tox G.

E Palent family members are lisied In annex.

* Spacial calegories of cad docUMBnts ;

*A" document-daftning the general state of the art which is not
considered o be of-particular relevance

'E* earfler documnant but publiished on or after the intamational

fillng date
*L" documant which may throw doubts on priority cialm(s) or
which [s clted 1o agabllsh the publication date of another

clialion or other special reason (as specilled)
'Q' documant referring 1o an oral disclosure, usa, exhibiton or

T laler documant pubBshed after the Inlamational Tling date
ar priorlly date and not In conflict with the application but
dled:f undersiand the princple or theory underlying tha
Invention

*X" document of particular ralevance; the claimed Invention
cannel be considered novel or cannot be considerad 0
invoive an inventive stap when the document s lakaen alone

"¥Y" document of pasticular relevance; the claimed invantion
canndl be considered to Involve an Invantive step when the
documeni ks combined with ona or more other such docu—

other means ments, such combination balng obvious to-a person skiled
*P* document published prior to the Iglernational fiing date bt in the art.
Intar than the priority date claimed *&" documen! mamber of the same paten! family
'l

Date of tho actual compietion of the Internaltonal ssarch
h

18 June 2003

Date of malling of tha intemational search report

Name and malling addrees of the ISA

- European Patent Office, P.B. 5818 Palentlaan 2
NL — 22380 HV Rijswijk
Tel (+31-70) 340-2040, Tx. 31 651 epo ni,
Fax (+31-70) 3403016

Authorzed ofticar

Johnson, C

Fonm ACTASA/210 [second sheat) (July 1992)
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Intemational Application No. PCTAS 03 08901

FURTHER INFORMATION CONTINUED FROM  PCTASA/ 210

Continuation of Box I.2

Claims Nos.: 1-14, 16-28, 30 (all part)

Present claims 1-14,16-28,30 relate to a compound defined by reference to
a desirable characteristic or property, namely prodrugs. The claims cover
all compounds.having this characteristic or property, whereas the
application priovides support within the meaning of Article 6 PCT and/or
disclosure within the meaning of Article & PCT for only a very limited
number ‘of such compounds. In the prasent case, the claims so lack
support, and the application so lacks disclosure, that a meaningful
search over the whole of the claimed scope 1s impossibie. Independent of
the above reasoning, the claims alsd lack clarity (Article 6 PCT). An
attempt is made to define the compound by reference to a result to be
achieved. Again, this lack of clarity in the present case 1s such as to
render a meaningful search over th2 whole of the claimed scope
impossible. Consequently, the search has been carried out for those parts
of the claims which appear to be clzar, supported and disclosed, namely
those parts relating to the compounds of formulae (IA) and (IB) and their
ester and amide analogues (see p. 192, 1. 16).

The applicant’s attention is drawn to the fact that claims, or parts of
claims, relating to inventions 1n respect of which ne international
search report has been established need not be the subject of an
international preliminary examination (Rute 66.1(e) PCT). The applicant
is advised that the EPO policy when acting as an International
Preliminary Examining Authority 1s aormally not to carry out a
preliminary examination on matter which has not been searched, This is
the case irrespective of whether or not the ctaims are amended following
receipt of the search report or during any Chapter II procedure.




Intematonal appiication No.
, INTERNATIONAL SEARCH REPORT PCT/US 03/08901

N
.—bO

This International Search Repart has not besn established in respact of cartaln clalms under Article 17{2}(a) for the following reasons

1. . CIalms Nos.:
because they relate to subject matter not required to be ¢earched by this Authorlty, namely:

Although claims 11-16,25-30 are directed to a method of treatment

of the human/animal body, the search has been carried out and based on the
alleged effects of the compound/composition.

Box |

Observations where certain claims were found unsearchable (Continuaion of item 1 of first sheet)

2. [X] ciams Nos: 1-14, 16-28, 30 (a1l part)

because they ralate to parts of tha Intemational Application that do not comply with the prescribed requirements lo such
an exient that no meaningfui International Search can be carrlad out, specifically:

see FURTHER INFORMATION sheet PCT,/ISA/210

a. [_] ciaims Nos.

bacause they are dependant claims and are nat drafted in accordance with the second and third santences of Rule 6.4(a).

Box 1l QObservations where unity of Invention is lacking {Continuation of item 2 of first sheet)

This International Searching Authority found multiple inventions in this intemational application, as follows:

1 As all required additional search fees were imely pald by the applicant, this International Search Raport covars all
saarchable cdlaims,

As all saarchable clalms could ba saarched withaut affort justifying an additional fee, this Authority did not Invite payment
of any additional fee.

s.[:]

As only some of the required additional search feas were timely paid by tha applucant. Hhis Interational Search Report
covers only thoee ctaims for which fees wera paid, specifically clalms Nos

Np reguired additional saarch fees were timely pald by tha appiicant. Consequently, this Intemational Search Raport is
restrictad to the invention first mentioned in the dalms; it 's covered by claims Nos.:

Remark on Protest D Tha addltional search fees were accompanied by the applicant's grotest

D No protast accompanied tha payment of additional search fees.

Form PCT/ISA/210 {continuation of first sheet (1)} {July 1998}



INTERNATIONAL SEARCH REPORT

Internations! Appiication No
Information on patent famlly members PCT/US 03/08901
Patent document Publication Patant famity . Publication

cited in search report date member(s) date
US 6323199 B1 27-11-2001 D 19856475 Al 31-05-2000
AU 1976000 A 19-06-2000
BG 105527 A 28-02-2002
BR 9915755 A 28-08-2001
CA 2352367 Al 08-06-2000
CN 1334809 T 06-02-2002
cZ 20011866 A3 12-09-2001
EE 200100283 A 15-08-2002
Wo 0032584 A2 08-06-2000
EP 1133486 A2 19-09-2001
HU 0104578 A2 29-04-2002
\ JP 2002531446 T 24-09-2002
» NO 20012562 A 26-07-2001
PL 348329 Al 20-05-2002

Form FCT/ASA/210 (palant family annax) {July 1992)
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PCT o
NOTIFICATION OF RECEIPT OF RAYMOND, Robert, P. /\zw
RECORD COFY Boehringer Ingelheim Corpoération - '\
900 Ridgebury Road
(PCT Rule 24.2(a)) s P.O. Box 368
Ridgefield, CT 06877-0368

United States of America
Frcs Demasd ~Lb = (0f2k[2003
ewteR W.P. ~ 9/abfr008 = -

Date of mailing (day/month/yaar) '
12 May 2003 {12.05.03) : IMPORTANT NOTIFICATION
Applicant’s or agent's file refarence Intemational application No.
9/24Q0PCT PCT/US03/08901

The applicant is hereby notified that the International Bursau has received the record copy of the international application as
detailed below. '

Nama(s) of the applicant(s) and State(s) for which they are applicants:
BOEHRINGER INGELHEIM PHARMACEUTICALS, INC.(all designated States)
fnternational filing date : 21 March 2003 (21.03.03)
Priority date(s) claimed : 26 March 2002 (26.03.02)
09 Decamber 2002 (09.12.02)
24 January 2003 {24.01.C3)
Date of racelpt of the record copy

by the Internaticnal Bureau : 25 April 2003 (25.04.03)
List of designated Offices H

AP :GH,GM,KE,LS,MW MZ,SD,SL,SZ,TZ UG, ZM,ZW

EA :AM,AZ,BY KG,KZ,MD,RU,TJ,TM

EP :AT,BE,BG,CH,CY,CZ,DE, DK EE,ES,Fl,FR,GB,GR,HU,IE,IT,LUMC,NL,PT,RO,SE,SI,SK, TR

OA :BF BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML,MR,NE,SN,TD,TG

National :AE,AG,AL,AM,AT,AU,AZ,BA,BB,3G,BR,BY,BZ,CA,CH,CN,CO,CR,CU,CZ,DE,DK,DM,DZ,
EC,EE,ES,F|,GB,GD,GE,GH,GM,HR,HU,ID,IL,IN,IS,JP,KE,KG,KP,KR,KZ,LC,LK,LR,LS,LT,LU,

LV.MA MD,MG,MK,MN,MW,MX,MZ,NI,NO,NZ,0M,PH,PL,PT,RO,RU,SC,SD,SE,SG,SK,SL,TJ,TM,TN,
TR,TT,TZ,UA,UG,UZVC,VN,YU,ZA,ZM,2ZW

.

y T IV E

g — 2 2003

t
i

. ,-_1;,‘}

ol ST

s o |
| PRTENT SECTION |

T

‘The intemational Buraau of WIPO Authorized officar:
34, chemin des Colombettes ]
1211 Geneva 20, Switzerland El Mostafa MOUSSAID (Fax 338-87
Facsimile No. (41-22) 338.87.20 Telephone No. (41-22) 338 9242

20)

Form PCTAB/301 {April 2002) e i 006634571
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PCT/US03/0890

Continuation of Form PCT/IB/301 90“
NOTIFICATION OF RECEIPT OF RECORD COPY
Date of mailing (day/month/ysar)
12 May 2003 (12.05.03) IMPORTANT NOTIFICATION
Applicant’s or agent’s file refarence Imternational application No.
9/240PCT PCT/US03/08901
ATTENTION

The applicant should carsfully check the data appearing In thiz Notification. In case of any discrepancy betwaen these data
and the indications In the international application, the applicant should immediately inform the International Bureau.

In addition, the applicant’s attention is drawn to the information contained in the Annex, relating to:

[Zl time, limits for entry into the national phase - vee updated important information (as of April 2002)
E confirmation of precautionary designations (if applicable)

D requirements regarding priority documents (i{ appllcabls}

A copy of this Notiflcation is being sent to the recelving Office and to the International Searching Authority.

-————— am = = -
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PATENT COOPERATION TREATY | %99
From the INTERNATIONAL BUREAU
PCT To: '
NOTIFICATION CONCERNING RAYMOND, Robhert, P,
SUBMISSION OR TRANSMITTAL Boehringer Ingelheim Corporation
OF PRIORITY DOCUMENT 900 Ridgebury Road
PCT Administrative | jons, Section 411}~ | PO Box 368
{ ministrative Instructions, Section ) Hldgafield, CT 06877-0368
United States of America
Date of mailing (day/month/year)
12 May 2003 (12.05.03)
Applicant’s or agent’s file reference '
9/240PCT . IMPORTANT NOTIFICATION
International application No. . - Intornn';ional filing date {day/manth/year)
PCT/US03/08901 21 March 2003 (21.03.03)
Imernational publication date (day/month/year) Priarity date (day/month/year)
Not yet published 26 March 2002 {26.03.02)
Apoplicant '

BOEHRINGER INGELHEIM PHARMACEUTICALS, INC.

1. The applicent is hereby notified of the date of recelpt (except where the letters "NR" appear tn the right-hand column) by the
International Bureau of the priority document(s) relating to the earlier application{s) indicated below. Unless otharwise
Indioated by an asterisk appearing next to a date of roceipt, or by the letters *NR", in the right-hand column, the priority
document concarned was submitted or transmitted to the International Bureau in compliance with Rute 17.1(a) or (b).

2. This updates and replaces afty previously Issued notification cancerning submiasion or transmittal of priority documents.

3. An asterisk{*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted
or transmitted to tha International Buresu but not in compliance with Rule 17.1(&) or (b). In such a cass, tha attention
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disragard the priarity claim
concerned befors giving the applicant an opportunity, upon entry into the national phaae, to furnish the priority document
within a time limit which Is reasonpable under the circiimstances.

4. The letters "NR™ appearing in the right-hand column Jenote a priority document whioh was not recelved by the International
Bureau or which the applicant did not requast the recsiving Office to prepare and transmit to the International Bursau,
as provided by Rule 17.1{a} or {b), respectivaly. In such a case, tha attention of the applicant is directed to Rule 17.1{c) which
provides that no designatad Office wiay disregard the priority claim concaerned hefore giving the applicant an opportunity,
upon entry into the national phase, to furnish the priority decurmnent within a tims Iimit which is reasonable under the

clreumstances.
Prioritv datp Prloritv application Ng, Countrv or realonal Office Data of racaint
or PCT receivina Dffica of prioritv document
26 Marc 2002 (26.03.02) 60/367,758 us 24 Apri 2003 (24.04.03)
09 Dece 2002 (09.12.02) 60/431,817 - US 24 Apri 2003 (24.04.03)
24 Janu 2003 (24.01.03) 60/442,404 us 24 Apri 2003 (24.04.03)

The International Bureau of WIPQ Authorized officar

34, chemin des Colombattes .87l
1271 Cerra a0, ooty El Mostafa MOUSSAID (Fax 338-87]20)
Facsimile No. (41-22) 338.87.20 Telephone No. (41-22) 338 9242

Form PCTAB/304 (July 1988) 005634554
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. International epplication No.

INFORMATION ON TIME LIMIT'3 FOR ENTERING THE NATIONAL PHASE

The applicant is reminded that thé "national phase™ must be entsred before each of the designated Offices indicated on
the cover sheet of this NotHication by paying national feas and furnishing translations, as prescribed by Articles 22 and 39 and
the applicable national laws. In addition, the applicant may also have to comply with other special raquirements applicable
in certain Cfflces. It is the applicant's responsibility 1o ensure the necessary steps 1o enter the national phase are taken in a
timely fashion. Most Offices do not issue reminders to ¢ pplicants in connection.with the entry irto the national phase.

The applicable tme limit for entering the national phase will, subject to what is said In the following paragraph, be
30 MONTHS from the priarity date, not only in respact of any elected Office whare ademand for internatlonal preliminary
examination is filed before the expiration of 10 months from the priority date (see Article 38(1}), but also in respect of any
dasignated Offlce, in the absence of filing of such demand, where Article22(1) as modifiad with affect from 1 April 2002
applies in respact of that designated Office. For further Jdetalls, see PCT, Gazetts No. 4472001 of 1 Novembar 2001, pages 18926,
19932 and 19934, as well as the PCT Newsletter, October and November 2001 and February 2002 Issues.

In practice, time limits other than the 30-month time: limit will cortinua to apply, for various periods of time, in respect of
cartaln designated or electad Offices. For regular updatss on the applicable time limits {20, 21, 30 or 31 months, or other
time limit), Office by QOffice, refer to the PCT Gazette("Saction IV" part published on 8 weekly basis), to the PCT Newsletter
(on a manthly basis) and to the relevant National Chepters in Volume Il of the PCT Applicant's Guide {the paper version of
which is updated usually twice a year and the Internst varsion of which is updsted usually on a weekly basis). Finally, s
cumulative table of all applicable time limits for entering the national phase is available from WIPO's Internet site, via finks
from various pages tha sita including those of the Gazete, Nowslatter and Guide, at http:/Awww.wipo.Int/pet/enindex. hitml

Information about the requirements for filing a demand for intemations! preliminary examination Is set out in the PCT
Applicant's Guide, Volume /A, Chapter IX. Note that only an applicant who I3 a national orresident of a PCT Comracting
State which I3 bound by Chapter li has the right to file a Jemand for international preliminary examination {at present, all
PCT Contracting States are bound by Chapter li).

CONFIRMATION OF PRECAUTIONARY DESIGNATIONS

This notification lists only specific designations made under Rule-4.8(a) In the request. il is important 1o check that these
designations are correct. Errars {n designations can be comrectad where precautionary designations have been made under
Rute 4.9(b). The appllcant is hereby reminded that any precautionary designations may be confirmed acecording to Rule 4.9{c)
befare the expiration of 16 months from the priority date {this tima limit may nat ha extended). If it is not confirmed, it will
automatically be regarded as withdrawn by the applicant. There will be no reminder and no invitation. Confirmation of a
designation cansists of the filing of a notice specifying the detignated State concernad {with indlcation of the kind of protection
or treatment desired} and the payment of the deslignation and confirmation fees. The Notice of confirmation and payment
must reach the receiving Offios within the 15-month tm limit.

REQUIREMENTS REGARDING PRIORITY DOCUMENTS

For applicants who have not yst complled with the 1equiraments regarding priority documents, the following is repalied.

Where the priority of an earlier national, regionai or international application Is claimed, the applicant must submit a copy
of the said earlier application, cartified by the authority with which it was filed ("the priority document”) to the receiving Office
(which will transmit it to the International Bureau} or directly to the Intematlonal Bureau, before the expiration of 18 months from
the priority date, provided that any such priority document may still be submitted to the Internationat Bureau before that date of
International publication of the international application, in which case that document will be considered to have been raceived
by the International Bureau on ths last day of the 16-month time limit (Rule 17.1{a)).

Where the priority documeant Is issued by the raceiving Offics, the applicant may, instead of submitting the priority
documant, request the recelving Office to prepars and transmit tha priority document to the International Bureau. Such requast
must be made before the expiration of the 18-month time limit and may be subjected by the receiving Qffice to the payment
of a fae (Rule 17.1(bj}.

If the priority document concerned ia not submitted to the International Bureau or if the request to the receiving Office
to prepara and transmit the priority docment has not been made {and the corresponding fee, if any. paid) within the applicable
tima limit indicated under the preceding paragraphs, any designatad State may disregard the priority claim, provided that no
designated Office may disregard the priority claim congorned before giving the applicant an opportunity, upon entry into the
national phase, to furnish the priority document within the time limit which is reasonable under the circurgstances.

Whaere several priorities are claimed, the priority date to be considerad for the purposas of computing the 18-month time
limit Is the filing date of the serliest application whosse priority Is clalmed.

Emrrm DATIHR MANT (A nnavt | A -l 200N -~ .
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NOTIFICATION OF THE RECORDING -1
OF A CHANGE RAYMOND, Robert, P. _ PP -
Boehringer Ingelheim Corporation I"n\ %
{PCT Rule 92bis.1 and 900 Ridgebury Road =~

P.O. Box 368
Ridgefisld, CT 06877-0368
United States of America

Administrative Instructions, Section 422} -

q

\
Yf

o
%

Data of mailing ([day/month/year) _ L-“"’
03 February 2004 (03.02.2004) EPTHs por'L Phase - 926 ]z004
Applicant’s or agent's file reference
9/240PCT . IMPORTANT NOTIFICATION
International application Na. International filing date (day/month/year)
PCT/US2003/008901 . 21 March 2003 (21.03.2003)
1. The followlng Indications appearad on record cancerning:
D the applicant Izl the inventor D the agent D the common representative
_Talephone No.
[ Facsimile No.

Teleprinter No,

|
2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning:

Bl tha person I:I the name I:] tha address D the nationality D the residence

Name and Address State of Nationality State of Residence
RAZAVI, Hossein

Boehringer Ingetheim “Telephone No.
Pharmaceuticals, Inc.
iy s
ox BT
Ridgefisid, CT 06877-0368 Facsimile No.
United States of America
Teleprinter No.

3. Further observations, if necessary:
The above-mentioned new inventor should e added to the records.

4. A copy of this notification has besn sent to:

E the recelving Office D the designated Cfflces concerned
D the International Searching Authority IE the alected Offioes concerned
the lnte/n:l‘a_tjonal Frallminary Examining Authority I:I other: //'
—
" The Intemational Bursau of WIPO Authorized officer /k\-’
— 13;-1&;:"3;; Colombettes 4triz LARGO (Fax 338-87-20)
Facsimife No. (41-22} 338 87 20 Telephone No. (41-22) 338 8672

Form PCT/B/306 (March 1994)

2hgloy Y

c e' ve 006082437
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PATENT COOPERATION TREATY

Pan N W |
PCT s i
NOTICE INFORMING THE APFLICANT OF THE RAYMOND, Robert, P.
COMMUNICATION OF THE INTERNATIONAL Boehringer Ingelhelm Corporation
APPLICATION TO THE DESIGNATED OFFICES 9S00 Ridgebury Road
P.C. Box 368
(PCT Rule 47.1(c), first semtence) Ricgefield, CT 068770368

ETATS-UNIS D'AMERIQUE

Date of mailing(day/month/vear) SIS BRY © Pt —
09 October 2003 (09.10.03) & alze 2004

Applicanr's or agent's file reference
9/240PCT IMPORTANT NOTICE

International spplication No. International filing daefday/monthrear) Priority date{day/nendivvear)
PCT/AUS03/08901 21 March 2003 (21.03.03) 26 March 2002 {26.03.02)

Applicam .

( BOEHRINGER INGELHEM PHARMACEUTICALS, INC.

I. Nolice is bereby given that the imemational Bureau has comrounicated, as provided in Asticle 20, the international application 1o the
following designated OfTices ou the date indicated above as the clate of mailing of this potice:

AU, AZ, BY, CH, CN, CO, DE, DZ, HU, JP, KG, KP, KR, MD, MK, MZ, RU, TM

In sccordance with Rule 47.1(c), third sentence, those Offices will accept the present notice as conclusive evidence that the communication
of the international application has duly taken place on the date of mailing indicaled above and no copy of the iniematicnal application is
required to be fernished by the applicant 10 the designated Office(s).

[

The following designated Offices have waived the requirement for such a communication at this time:

AE, AG, AL, AM, AF, AT, BA, BB, BG, BR, BZ, CA, CR, CU, CZ, DK, DM, EA, EC, EE, EP, ES, F1, GB, GD, GE, GH,
GM, HR, ID, I, IN, IS, KE, KZ, LG, LK, LR, LS, LT, LU, LV, MA, MG, MN, MW, MX NI, NO, NZ, OA, OM, PH, PL, PT
RO, SC, 8D, SE, SG, SK, SL, TJ, TN, TFI, TT, TZ, UA, UG, UZ, VC, VN, YU, ZA, ZM, W

The communication will be made to those Offices only upon iheir request. Furthermore, those Offices do not require the applicant to
furnish a copy of the international application (Rule 49.1{a-&is)).

3. Enclosed with this notice is 2 copy of 1he intcruational spplication as published by the International Bureau oo
05 Oclober 2003 (09.10.03) under No. 03/082280

{ 4. TIME LIMITS for filing a demand for international preliminary examination and for enl:ry into the national phase

The applicable time limit for entering the national phase will, subject to what is said in the following paragraph, be 30 MONTHS from
the priority date, not only in respect of any elected Office if a demand for international preliminary examination is filed before the
expirazion of 19 months from the priority date, but also in respect of any designated Office, in the absence of filing of such demand, where
Article 22(1) as modified with effect from | April 2002 applies in respect of that designated Office. For further details, see PCT Guazente
No. 44/200] of 1 November 2001, pages 19926, 19932 and 19934 as well as the PCT Newslener. October and November 2001 and
February 2002 issues.

In practice, time limits other than the 30-month time limit will continue to apply, for various pericds of 1ime, in respect of certain
designated or elected Offices. For regular updates on the applicable time Kmits (20, 21, 30 or 31 months. or other time limit), Office by
Office, refer 10 the PCT Gagetie, the PCT Newslener and the PCT Applicant’s Guide, Volume II, National Chapiers, all available from
WIPQ's Intemnet site, at hup://www.wipo.int/pet/en/index. html.

For filing a demand for International preliminary examination, see the PCT Applicant’s Guide, Volume I/A, Chapter IX. Only an
applicant who is a national or resident of a'PCT Contracting State which is bound by Chapier I has the right 1o file a demend for
international preliminary examination {at present, all PCT Contricting States are bound by Chapter II).

It is the applicant’s sole responsibility to monitor all these time limits.

[ ]
F.‘cel
1027032 .
The Intemnational Burean of WIPQ Authorized officer
34, chemin des Colombeties , .
1211 Geneva 20, Switzerland Judith Zahra
Facsimile No.(41-72) 740.14.35 . Telephone No.(41-22) 338.91.11

Form PCT/IB/308 (April 2002)
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From the INTERNATIONAL BUREAU

PATENT SECTION ACT To:

INFORMATION CONCERNING ELECTED RAYMOND, Robert, P.

OFFICES NOTIFIED OF THEIR ELECTION Boehringer Ingetheim Corporation
900 Ridgebury Road

{PCT Rule 61.3) P.O. Box 368
Ridgefield, CT 06877-0368
United States of America
Date of mailing {(day/month/year) .
31 October 2003 (31.10.03) EJTRS Pt Pt - T "2.6 )zoo*f

Applicant's or agent’s file reference

9/240PCT IMPORTANT INFORMATION
International application No. Intemnational filing date (day/month/year) [ Priority date (day/month/year)

PCT/US03/08301 21 March 2003 (21.03.03) 26 March 2002 {26.03.02)
Applicant

BOEHRINGER INGELHEIM PHARMACEUTICALS, INC.

1 The applicant is hereby informed that the International Bureau has, according to Articte 31(7), notified asch of the following
Offices of Its election:

EP :AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FIFR,GB,GR,HU,IE,IT,LUMC,NL,PT,RO,SE,
SISK, TR
National :8G,CA,CN,DE,GB,IL,JP KP,KR,MN,NO,PL,RO,RU,SK

2. The following QOffices have waived the raquirement for the notification of their election; the notification will be sent to them
by the International Bureau only upon their request:

AP :GH,GM,KE,LS,MW,MZ SD,SL,SZ,TZ UG.ZM,ZW

EA :AM,AZ,BY,KG,KZ,MD,RU,TJ, T™M

OA :BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW,ML,MR,NE,SN,TD, TG

National :AE,AG,ALAM,AT,AU,AZ,BA BB,BR,BY,BZ,CH,CO,CR,CU,CZ,DK,DM,DZ,EC,
EE,ES,FI,GD,GE,GH,GM,HR,HU,ID,IN,IS KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA MD,
MG,MK,MW,MX,MZ,NI,NZ,OM,PH,PT,SC,SD,SE,SG,SL,TJ, TM,TN,TR,TT,TZ,UA,UG,UZ, .
VC,VN, YU ZAZM,ZW

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date
before each of the Offices listed above. This must be <ona by paying the nationa! fee(s) and fumishing , if prescribed, a
translation of the international application (Article 39(1){a)), a8 wall as, where applicable, by fumishing a trans!ation of any
annexes of the international preliminary examination report (Article 38{3){b} and Rule 74.1).

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed Information about the
applicable time limhs and the acts to be performed upon entry Into the national phase before a particular Office, ses Volume Il
of the PCT Applicant's Guide.

The entry intc the European regional phase is postponed until 31 months from the priority date for all States designated for
the purposes of obtaining a European patent.

eiv
WZH s

Authorized officer:
Pascal Piriou {Fax 338-87-20)

The Intermnational Bureau of WIPQ
34, chemin des Colombettes
1211 Geneva 20, Switzerland

Facsimile No. (41-22) 338.87.20

Telephone No. {41-22) 338 8188

Form PCTAB/332 (September 1087) 6941907
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The demand must be filed directly with the competens Irternatioral Preliminary Examining Authority or, if two or more Autharities are competen,
with the ona chosen by the applicant.  The fill name or two-letter code of that Astharity may be indicated by the applicant on the line below:

IPEA/ EPO

PCT CHAPTER II |

DEMAND

under Article 31 of the Patent Cooperation Treaty:
The undersigned requests that the intemnational application specified below be the subject of
international preliminary examination according to the Patent Cooperation Treaty and
hereby elects all eligible Stites (except where otherwise indicated).

For International Prelimi Examining Autharity use only

Identification of IPEA : Date of receipt of DEMAND
BoxNe.I IDENTIFICATION OF THE INTERNATIONAL APPLICATION | APPlicant’s or agent’s file reference
8/240PCT
International application No. Internaticnsl filing dute (dawimonth/vear) | (Earliest) Priority date (daywmonth/vear)
PCTAUIS03/08901 21 March 2003 28 March 2002

Title of invention
Glucocorticoid Mimetics, Methods of Making them, Phamaceutical Compositions, And Uses Thereof

Box No. I APPLICANT(S)
y : : pnat Telephone No.
Name and address. ”ﬁ“’"‘”’ﬁﬁ'ﬂ‘mﬂﬁ’mfw@m P

: 203-798-9988
BOEHRINGER INGELHEIM PHARMACEUTICALS, INC. Facsimile No.
900 Ridgebury Road, P.O. Box 368 203-798-4408
Ridgefield, Connecticut USA 06877-0368 Teleprinter No. -

Applicant’s registration No. withthe Office

State (that iy, country) of nationality: State (that is, country} of residence:
us us

Name and address: (Fambly name followed by given e for o legel endly, Sl qffictal designasion. The address pusst inchude postl ands and name of aawury,)

State (that is, country) of nationality: State (that is, country) of residence:
’ us

Name and address: (iﬂibmﬁhndbﬂmm;hal@fmﬂﬂwﬁw maﬁwmmwwﬂﬂdmdam;

State (that is, country) of nationality: Stute (ihai Ls, country} of residence:

D Further applicants are indicated on a continuation ghex:L.

Form PCT/IPEA/40] (first sheet) (March 2001; reprint Jauary 2002) See Notes to the demand form



i 2 International application No.
Sheet No. .5 PCT/US03/08901

Box No. Il AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

The following pem:.m is agent D COmMOoN representative

nd [¥#] has been sppointed carlier and represents the applicant(s) alao for intermationa! preliminary examination.
[] is hereby sppointed sad any earlier sppointment o5 (an) egent(sVcommon represcatative is hereby revoked,

|_—_| is hereby appointed, specifically for the procedure before the Intemational Preliminary Examining Authority, in addition to
the agent(s)/common n:pnsent-n'ye appointed earlier.

— - - -
Name and address; ﬁfnﬂg;ﬂb‘:ﬁd ndb: m e n{:’ :::::!‘oj' ?:%{:;l offictal designation, gol;_p;;::goéa

RAYMOND, Robart P.; STEMPEL, Alan A.; DEVLIN, Mary-Ellen M.; Facsimile No.

BOTTINO, Anthony P.; POCCHIARI, Susan K.; DATLOW, Philip I.; 203/798-4408

WITKQWSKI, Timothy X.; DOW, David A.; MORRIS, Michael , -

c/o BOEHRINGER INGELHEIM CORPORATION Teleprinter No.

900 Ridgebury Road, P.O. Box 368

Aidgefield, Connecticut 06877-0368 USA Agent's registration No. wilh the Office

D Address for correspondence: Mark this check-box where no I:iluit or wmmun Tepresentative is/has been appointed and the
space above is used instead to indicate a special address to which comrespondence should be sent. .

Box No.IV BASIS FOR INTERNATIONAL PRELIMINARY EXAMINATION

Statement concerning amendments:*
1. The applicant wishes the internetional preliminary examination to start on the basls of:

the intemational application as originally filed N
the description 23 originally filed

a3 amended under Article 34
the claims es originally filed

D as amended under Article 19 (together with any accompanying statement)
[T] s omended under Anticle 3¢

thedrawings || es originally filed
as amended under Article 34

i D The applicant wishes any amendment to the claims under Article 19 to be considered as reversed.

3. D The applicant wishes the start of the internatiomal preliminary examination to be pastpened until the expiration of 20 months
from the priority date unless the Intemmational Preliminary Examining Authority receives s copy of any amendments made
under Asticle 19 or a notice from the applicant that he do¢s not wish to make such amendments (Rule 69.1(d)). (This check-
box may be marked only where the time limit undur Article 19 has not yet expired)) )

*  Where no check-box is marked, international proliminary examination will start on the besis of the interational application
as ariginally filed or, where a copy of amendmeats to the claims under Article 19 and/or amendments of tha intsrational application
under Article 34 are received by the Intenational Preliminary Examining Authority before it has begun to draw up & written opinion
or the international preliminary examifation report, as s0 amended.

Language for the plirposes of internationsl preliminary examination: Enqllgh,
which s the language in which the internationai application was filed.
[C] which is the language of 2 translation furnished for the purposes of international search.
D which is the language of publication of the international epplication.
D which is the languago of the translation (to be) furnished for the purposes of international preliminary examination.

Box No. ¥V ELECTION OF STATES

The applicant hercby elects all elighle States (thar I, all States which have been desigmated and which are bound by Chapter If of
the PCT)
excluding the following States which the applicant wish=s not to elect:

Form PCT/IPEA/40] (second sheet) (March 2001; reprint Januery 2002) Sea Notes o the demand form



Sneet No. .3 International applicetion No.
e PCT/US03/08901
Box No. VI CHECK LIST -
‘The demand is sccompanied by the following elements, in the language referredtoin For Internationa) Preliminary
Box No, IV, for the purposes of international preliminary examination: Bxamining Authority uss only
. received not received
1. translstion of intemational application : sheew D [:]
2. amendments under Article 34 : shaets O O
3. copy (or, where required, translation) of )
emendments under Article 19 : sheets 3 O
4, copy (o1, where required, transiation) of
siatement under Article 19 : sheets D D
5. leiter . ) : - sheets O . O
6. other (specifi} Request For Detalled Exam : 1 sheets J O
The demand is also accompanicd by the item(s) marked below:
L fee caleulation sheet : 5.[] statement explaining lack of signature
2.[] original separate power of attorney 6, ] sequence listing in computer readable form
3.[] original general power of atterney 7.[] other (specify:
4.[7] copy of genersl power of attamey;
reference number, if eny:

Box No. VII SIGNATURE OF APPLICANT, AGENT OR COMMON REFPRESENTATIVE
Next to each signaturs, Indlcate the name of the person signing and the cagacily in which the person signs (if such capocity Is not obwvious from readimg the demand)._

ol

Timothy X. Witkowskl, Agent

For International Preliminery Examining Authority use only
1. Date of actual receipt of DEMAND: ‘

2. Adjusted date of receipt of demand due
to CORRECTIONS under Rule 60.1¢b):

3 D The date of receipt of the demand is AFTER the expiration of 19 months I:I The applicant has been
) from the priority date and item 4 or 5, below, doss not apply. . informed accordingly.

4 D The dato of receipt of the demand is WITHIN the period of 19 months from the priority date as extended by virtue of
. Rule §0.5,

5 D Although the date of receipt of the demand is affer the expiration of 19 months from the priority date, the delay in arrival
) is EXCUSED pursuant to Rule 82.

For International Bureau use only

Demand received from [PEA on:

Form PCT/IPEA/401 (last sheet) (March 2001; reprint January 2002) See Notes o the demand form
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From the , w %
INTERNATIONAL FRELIMINARY EXAMINING AUTHCRITY u]/X
PCT

Raymond, Robert P,
BOEHRINGER INGELHEIM CCRPCRATION

900 Ridgebury Road, P.O. Box 368 NOTIFICATION OF TRANSMITTAL OF
Ridggﬂe?d, cfry 06877-0368 THE INTERNATIONAL PRELIMINARY
ETATS-UNIS D'AMERIQUE EXAMINATION REPORT
{PCT Rule 71.1)
Date of maliing
Epes DD‘I"I- M- 9 Izg ‘zdd'-l' {daydnontivear) 18.11.2003
Applicant's or agent's file reference i
8240PCT IMPORTANT NOTIFICATION
International application No. Intamationat filing date (dayfmonthyear) Priority date (day/monthirear)
PCTAIS0308901 21.03.2003 26.03.2002
Applicant

BOEHRINGER INGELHEIM PHARMACEUTICALS, INC.

1. The applicant is hereby nofified that this Intemational Preliminary Examining Authority transmits herewith the
international preliminary examination report and its annexes, if any, established on the international
application.

2. A copy of the report and its annexes, if any, is being transmitted to the Intemational Bureau for
communication to all the elected Cffices.

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of
the report (but not of any annexes) and will transmit such translation to those Offices.

4. REMINDER

The applicant must snter the national phase bafore each elected Office by performing certain acts (filing
translations and paying national fees) within 30 months from the priority date {or later in some Offices)
{Article 39(1)) (see also the reminder sent by the Intemational Bureau with Form PCTAB/301).

Where a translation of the intemational application must be fumished to an elected Office, that translation .
must contain a translation of any annexes to the intemational preliminary examination report. It is tha
applicant's rasponsibility to prepare and fumish such translation directly to each elected Office concemed.

For further details on the applicable time limits and requirements of the elected Offices, sea Volume Il of the
PCT Applicant's Guide.

The applicant's attention is drawn to Article 335}, which provides that the criteria of novelty, inventive step
and industrial applicabiiity described in Article :33(2) to (4} merely serve the purposes of intemational
preliminary examination and that "any Contracting State may apply additional or different criteria for the
purposes of deciding whether, in that State, the claimed invantions is patentable or not® {see also Article
27(5)). Such additional criteria may relate, for example, to exemptions from patentability, requirements for
enabling disclosure, clarity and support for the claims.

1
i
s m
ey tal
Name and mailing address of the intemational Authorized Officer e = |**
preliminary examining authority: -t o 11
Europaan Patent Otfice . Ambroa, J.R. ) —_ e
D-80298 Munich LY .
Tel. +49 89 2399 - 0 Tx: 523656 epmu d Tel. +49 89 2398-8012 " % <t
Fax: +49 69 2339 - 4465 e >
L=y Ty
H ey — 1
Form PCTAPEA/416 (July 1992) eV == s
B 03, ¥~ L ettt




PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

(PCT Article 36 and Rule 70)

78

Applicant's or agent's flle reference

FOR FURTHER ACTION See Notification of Trmnsmittal of Intemational

BOEHRINGER INGELHEIM PHARMACEUTICALS, INC.

oLA0PCT Preliminary Examination Report (Form PCTAPEA#16)
Intemational application No. Intemational flilng date (dayfnonthyear) Priority dats (daysnonthyear)
PCTAS0308901 21.03.2003 26.03.2002

intamational Patent Classiflcation (IPC) or both national classilication and IPC

A61K3144

Applicant

2. ‘This REPORT consists of a total of 5 sheets, including this cover shast.

These annsxes consist of a total of sheets.

1.  This intemnational preliminary examination report has bean prepared by this Intefnational Preliminary Examining
Authority and Is transmitted to the applicant according to Article 36.

O Tnis reportis also accompaniad by ANNEXES, l.e. sheets of the description, claims andbr drawings which have
been amended and are the basis for this report andbr shests containing rectifications made before this Authority
(see Rule 70.18 and Section 607 of the Administrative Instructions under the PCT).
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT Intemational application No. PCTAJS03/08901

I, Basis of the report

1. With regard to the elements of the international application (Replacement sheets which have been fumnished to
the receiving Office in response to an invitation under Article 14 are refarred to in this report as “originally filed”
and are not annexed lto this raport since they do not contain amendments (Rules 70.16 and 70.17)}.

Description, Pages
1-186 as originally flled

Claims, Numbers
1-30 . as originally filed

2. With regard to the language, all the elements marked above were available or fumished to this Authority in the
language in which the international application was filed, unless otherwise indicated under this item.

These elements were available or fumished to this Authority in the following tanguage:  , which is:

0 the language of a translation fumished for the purposes of the intemational search {under Rule 23.1(b)).
O the language of publication of the international application (under Rule 48.3(b)).

0O the language of a translation fumished for th:e purposes of international preliminary examination (under
Rule 55.2 andbr 55.3).

3. With regard to any nucleotide andior amino acid sequence disclosed in the intemnational application, the
international preliminary examination was carried out on the bas’s of tha sequenca listing:

contained in the imtemational application in written form.

filed together with the intemnational application in computer readable form.
furnished subsequently to this Authority in written form.

furnished subsequently to this Authority in computer readable form.

The statement that the subsequently fumished written sequence listing does not go beyond the disclosure
in the intemational application as filed has baen furnished. '

The statement that the information recorded in computer readable form is Identical to the written sequence
listing has been fumished.

O ODocagoao

4. The amendments have resulted in the cancsllation of:

{1 the description, paga&:

O the claims, Nos.:
O the drawings, sheets:
5. O This report has been established as if (some of} the amendments had not been made, since they have

been considered to go beyond the disclosure as filed (Rule 70.2(c)).

(Any replacement sheet containing such amendments must be referred lo under item 1 and annexed to this
report.) :

6. Additional observations, if necessary:

Form PCTAPEA/409 (July 1999}
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT Intemational application No. PCTAJS03/08901

lil. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

1. The questions whather the claimed invention appears to be novel, to involve an inventive step (to be non-
obvious), or to be industrially applicable have nct been examined in respect of:

|
®

a

the entire international application,
claims Nos. 1-30 (part)

because:

the said intemational application, or the said claims Nos. 11-16,25-30 relate to the following subject matter
which does not require an intemational preliminary examination (specify):

see separate sheet

the description, claims or drawings (indicate particular elements below) or said claims Nos. 1-14,16-28,30 (all
part) are so unclear that no meaningful opinion could be formed (speciy).

see separale sheet

the claims, or said claims Nos. 1-14,16-28,50 (all part) are sc inadequately supported by the description
that no meaningful opinion could be formed.

no intemnational search report has been established for the said claims Nos.

A meaningful intemational preliminary examination cannot be carried out due to the failure of the nuclectide andbr

amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative
Instructions: .

O
0

the written forrn has not been furnished or does not comply with the Standard.

the computer readable form has not been fumished or does not comply with the Standard.

. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability;

citations and explanations supporting such statement

. Statement

Novelty (N) Yes: Claims 1-30

No; Claims

Inventive step (IS) Yes: Claims 1-30

No: Claims

Industrial applicability (1A) Yes: Claims 1-10,17-24

No: Claims

Citations and explanations

see separate sheet

Form PCTAPEA/408 (July 1999)
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Nl. Non-establishment of opinion
The claims are not considered to fulfil the requirements of Articles 5 and 6 PCT
because of the use of the term "prodrug” (see Intemational Search Report for
detaiis). Claims 1-14, 16-28 and 30 have therefore not been searched completely.
The following examination has been performed for searched subject matter only.
Claims 11-16, 25-30 relate to subject-matter considered by this Authority to be
covered by the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be
formulated with respect to the industrial applicability of the subject-matter of these
claims (Atrticle 34(4)(a)(i} PCT).

V. Reasoned statement
Reference is made to the following document:
D1: US-B-6 323 199

Novelty
The subject matter of claims 1 and 17 differs from that of D1 because there is no

amino group separating the R® heteroaryl group from the R* group. Claims 1-30
therefore fulfil the requirements of Article 33(2) PCT.

Inventive step

D1 discloses compounds with affinity for the glucocorticoid receptor for use as
antiinflammatory agents. The technical problem to be solved by the present
invention appears to be the provision of further compounds with this activity. in the
abssence of any disclosure showing that the amino group of D1 is not essential for
the biological activity, those of the presently claimed compounds which have the
desired activity may be considered inventive. It should be noted that ail the
exemplified compounds appear to have R* = methylene. It may be necessary in
the regional phase of examination to provide evidence showing that compounds of
claims 1 and 17 wherein R* is other than methylene also solve the technical
problem (to show that R* = methylene is not an essential feature of the invention).

Industrial applicability

Claims 1-10, 17-24 fulfil the requirements of Article 33(4) PCT.

No unified criteria exist in the PCT Contracting States for assessing whether
present claims 11-16, 25-30 are industrially applicable. The patentability can be
dependent upon the formulation of the claims. For example, the EPO does not

Form PCT/Saparata Sheet/409 (Shest 1) (EPO-April 1997)
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consider claims to the use of a compound in medical treatment to be industrially
applicable, but allows claims to a known compound for first use in medical
treatment and the use of such a compound for the manufacture of a8 medicament

for a new medical treatment.

Form PCT/Saparate Sheat/409 (Sheat 2) (EPO-Aprl 1897)
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Administrativas segun el PCT)
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| &2 Fundamentos del Informe

il [  Prioridad
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\' =4 Declaracion razonada segun el articulo 35(2), en relacion con la novedad, nivel inventivo o
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INF-'ORME DE EXAMEN
PRELIMINAR INTERNACIONAL

Solicitud internacional No. PCT/US03/08901

l. Base del informe

1. Respecto a los elementos de la solicitud internacional (Las hojas de reemplazo que han
sido entregadas a la Oficina receplora en respuesta a la invitacidn bajo el Articulo 14 se
refieren en este informe como “originalmente presentadas” y no se anexan a este informe
ya que ellas no contienen modificaciones (Regla 70.16 y 70.17):

B La descripcion:
paginas __1-— 186 , como se presentaron originalmente

B Las reivindicaciones:
niameros __1—30 , como se presentaron originalmente

2. Respecto af lenguaje, todos los elementos marcados anteriormente estuvieron disponibles o
fueron enviados a la Administracién en el lenguaje en que se presentd la solicitud
internacional, a menos que se indique otra cosa en este punto.

Estos elementos estuvieron disponibies ¢ fueron enviados a esta Administracién en el
siguiente lenguaje el cual es;

[0 ellenguaje de la traduccién enviada para propésitos de la blsqueda internacional (bajo
Regla 23.1 (b}).

[] ellenguaje de la publicacién de la solicitud internacional (bajo Regla 48.3(b)).

[0 el lenguaje de la traduccién =ntregada con .propdsitos del examen preliminar
internacional {bajo Regla 55.2 y/o 55.3).

3. Respecto a cualquier secuencia de nucleétido y/o amino dcidos divulgada en la solicitud
internacional, el examen preliminar intemacionai se llevé a cabo con base en el listado de

secuencias:
[0 contenido en la solicitud internacicnal en forma escrita
[[] presentado junto con la solicitud internaciona! en forma legible por computador

entregado posteriormente a esta Administracién en forma legible por computador

La declaracion de que el listado de secuencias posteriormente entregado no va mas
alla de lo divulgado en la solicitud intemacional originalmente presentada, ha sido
entregada.

La declaracion de que la informacion grabada en la forma legible por computador es
idéntica al listado de secuencias escrito que se ha entregado.

O 04

4, Las modificaciones han dado como resultado la cancelacién de:;

[] la descripcion, paginas ,
(] las reivindicaciones, Nos. ,
] los dibujos, pagina .

5. [0 Este reporte ha sido establecido como si (parte de) las modificaciones no se hubieran
realizado, ya que éstas han sido consideradas como una ampliacién de lo iniciaimente divulgado
como se indica en la Casilla Suplementaria (Regla 70.2(c)).

(Cualquier hoja de reemplazo que contenga dichas modificaciones debera ser referida bajo el
punto 1 y anexada a este informe.)

6. Observaciones Adicionales, si son necesarias:

Formato PCT/IPEA/409 {julio 1999)



INFORME DE EXAMEN

Solicitud internacional No. PCT/US03/08901

_PRELIMINAR INTERNACIONAL

2.

No establecimiento de opinlén con respecto a la novedad, nivel inventivo y aplicabilidad
Industrial.

La pregunta de si la invencion reivindicada parece tener novedad, nivel inventivo {que no sea obvia), o
que sea aplicable industrialmente no ha sido examinada con respecto a:

[ Iasolicitud internacional completa
K las reivindicaciones Nos. _ 1 —30 (parte),

Porque
BJd Ia solicitud internacional, o las mencionadas reivindicaciones Nos. _11-16, 25-30 se relacionan

con los siguientes objetos, los cuales no requieren examen preliminar internacional
{especifiguse):

ver hoja separada

X la descripcién, las reivindicaciones o los dibujos (indique fos elementos particulares abajo) o las
mencionadas reivindicaciones Nos. _i-14, 16-28, 30 {toda |la parte) son demasiadoc confusas que
no se puede formar ninguna opinién significativa (especifigue):

ver hoja separada
Bd  ladescripcion, o las mencionadas reivindicaciones Nos. _1-14. 16-28. 30 (toda la parte) no estan

adecuadamente soportadas por la descripcidn que no se puede formar ninguna opinién
significativa.

O no se ha establecido un reporte de biisqueda para las mencionadas reivindicaciones Nos.

No se pudo realizar un examen preliminar internacional significativo debido a fallas en el listado de
nucledtidos y/o aminoacidos para dar cumplimiento con los estandares del Anexe C de las
Instrucciones Administrativas:

O Elformato escrito no ha sido suministrado o no cumple con los estandares.

[0 Elformato de lectura por computador no ha sido suministrado o no cumple con los estandares.

Declaraclén motivada segin el Articulo 35(2) en cuanto a la novedad, el nivel inventivo y la
aplicaclén Industrial; citas y explicaciones que apoyan esta declaracién.

Declaracién
Novedad (N) Reivindicaciones 1-30 Sl
Reivindicaciones NO
Nivel inventivo (NI) Reivindicaciones 1-30 Si
Relvindicaciones NO
Aplicacién industrial {(Al) Reivindicaciones 1-10,17-24 Sl
Reivindicaciones NO

Citas y explicaciones (Regla 70.7)

ver hoja separada

2V



INFORME DE EXAMEN
PRELIMINAR INTERNACIONAL

Salicitud internacional No. PCT/US03/08901 0)

v

lll. No establecimiento de opinién

Las reivindicaciones son consideradas como que no cumplen con los requerimientos del
articulo 5 y 6 del PCT por la utilizacién de la expresién “prodroga™ (ver Informe de
Busqueda Internacional para detalles). Por lo tanto las reivindicaciones 1 a 14, 16 a28 y
30 no han sido buscadas completamente. El siguiente examen ha sido realizado para la
materia objeto que ha sido buscada solamente. Las reivindicaciones 11 a 16, 25 a 30 se
relacionan con la materia objeto que es considerada por esta Autoridad como que esta
cubierta por las salvedades de la regla 67.1 (iv) del PCT. En consecuencia, no se va a
formular ninguna opinién con relacion a la aplicabilidad industrial para la materia objeto de
dichas reivindicaciones (articulo 34(4)(a)(i} del PCT).

V. Declaracién Motivada
Se hace referencia al siguiente documento:

D1: US-B-6 323 199

Novedad

La materia objeto de las Reivindicaciones 1 y 17 difiere de la del documento D1 porgue no
hay un grupc amino que separa el grupo heteroarilo R® del grupo R®. Por lo tanto las
reivindicaciones 1 a 30 cumplen con los requerimientos del articulo 33(2) del PCT.

Nivel Inventivo

El documento D1 revela compuestos con afinidad por el receptor glucocorticoide para el
uso como agentes antinflamatorios. El problema técnico a resolver por la presente
invencién parece ser el suministro de compuestos adicionales con esta actividad. En la
ausencia de cualquier revelacién que muestra que el grupo amino de D1 no es esencial
para la actividad biologica, aquellos de los compuestos reivindicados en la presente, que
tienen la actividad deseada, pueden ser considerados inventivos. Debe notarse que todos
los compuestos ejemplificados parecen tener R*= metileno. Podria ser necesario en la
fase regional de examen proporcionar evidencia que muestre que los compuestos de las

- reivindicaciones 1 a 17, en donde R* es otro que metileno tan bien soluciona el problema

técnico (mostrar que R* = metileno no es una caracteristica esencial de la invencién).

n/



INFORME DE EXAMEN o : '37
'PRELIMINAR INTERNACIONAL Solicitud intemacional No. PCT/US03/08901 (5

Aplicabilidad Industrial

Las reivindicaciones 1 a 10, 17 a 24 cumplen con los requerimientos del articulo 33(4) del
PCT.

No existe un criterio unificado entre los Estados Contratantes del PCT para evaluar si llas
presentes reivindicaciones 11 a 16, 25 a 30 tiene aplicabilidad industrial. Por ejemplo, la
OPE no tiene en consideracion reivindicaciones para el uso de un compuesto en el
tratamiento medico para ser industrialmente aplicable, pero permite reivindicaciones
dirigidas a un compuesto conocido para la manifactura de un medicamento para un
tratamiento medico nuevo.
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MIMETICOS DE GLUCOCORTICOIDES, PROCEDIMIENTOS PARA SU
PREPARACION, COMPOSICIONES FARMACEUTICAS Y USOS DE LOS
MISMOS

Campo de la invencion
La presente invencion se refiere a miméticos de glucocorticoides o ligandos, a

procedimientos para preparar dichos compuestos, a su uso en composiciones
farmacéuticas y a su uso para modular la funcién de los receptores de glucocorticoides,
tratar estados de enfermedad y trastonos mediados por la funcién del receptor de
glucocorticoides en un paciente que necesita dicho tratamiento y a otros usos.

Antecedentes de la invencién

Los glucocorticoides, una clase de esteroides, son hormonas endégenas con profundos
efectos sobre el sistema inmunitario y varios sistemas de 6rganos. Estos suprimen una
diversidad de funciones inmunitarias ¢ inflamatorias mediante inhibicion de citoquinas

_inflamatorias tales como IL-1, IL-2, IL-6 y TNF, inhibicién de metabolitos del dcido

araquidonico incluyendo prostaglandinas y leucotrienos, agotamiento de los linfocitos T
y reduccion de la expresién de moléculas de adhesién en células endoteliales (P.J.
Barnes, Clin. Sci., 1998, 94, pags. 557-572; P.J. Bames et al., Trends Pharmacol. Sci.,
1993, 14, pags. 436-441). Ademas e estos efectos, los glucocorticoides estimulan la
produccion de glucosa en el higado y el catabolismo de proteinas, desempeﬁa.n una
funcion en ¢l equilibrio de electrolitos y agua, reducen la absorcién de calcio e inhiben
la funcién de los osteoblastos.

Las actividades de supresion antiinflamatorias e inmunes de glucocorticoides endégenos
ha estimulado el desarrollo de derivados de glucocorticoides sintéticos que incluyen
dexametasona, prednisona y prednisolona (L. Parente, Glucocorticoids, N.J. Goulding
and R.J. Flowers (eds.), Boston: Birkhauser, 2001, pags. 35-54). Estos han encontrado
un uso extendido en el tratamiento de trastornos inflamatorios, inmunes y alérgicos,

incluyendo enfermedades reumaticas fales como la artritis reumatoide, artritis juvenil y
espondilitis anquilosante, enfermedades dermatolégicas incluyendo psoriasis y pénfigo,
trastornos alérgicos incluyendo rinitis alérgica, dermatitis atépica y dermatitis por
contacto, estados pulmonares incluyendo asma y enfermedad pulmonar obstructiva
crénica (EPOC) y otras enfermedades inmunes e inflamatorias incluyendo enfermedad
de Crohn, colitis ulcerosa, lupus critematoso sistémico, hepatitis activa crénica
autoinmune, osteoartritis, tendonitis y bursitis (J. Toogood, Glucocorticoids, N.J.
Goulding and R.J. Flowers (eds.), Boston: Birkhauser, 2001, pags. 161-174). También

o
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se han usado para ayudar a prevenir &l rechazo en el trasplante de érganos.

Desafortunadamente, ademis de los efectos terapéuticos deseados de los
glucocorticoides, su uso se asocia con una seriec de efectos secundarios adversos,
algunos de los cuales pueden severcs y amenazar la vida del paciente. Estos incluyen
alteraciones en el balance de fluidos y electrolitos, edema, aumento de peso,
hipertensién, debilidad muscular, desarrollo 0 empeoramiento de diabetes mellitus y
osteoporosis. Por tanto, un compuesto que presente un perfil reducido de efectos
secundarios manteniendo los potentes efectos antiinflamatorios seria particularmente
deseable, en especial, cuando se trate una enfermedad cronica.

Los efectos de los glucocorticoides estan mediados a nivel celular por el receptor de
glucocorticoides (R.H. Oakley and .I. Cidlowski, Glucocorticoids, N.J. Goulding and
R.J. Flowers (eds.), Boston: Birkhauser, 2001, pigs. 55-80). El receptor de
glucocorticoides es un miembro de una clase de receptores intracelulares
estructuralmente relacionados que, cuando se acoplan a un ligando pueden funcionar
como un factor de transcripcién que afecta a la expresion génica (R.M. Evans, Science,
1988, 240, pags. 889-895). Otros miembros de la familia de receptores de esteroides
incluyen los mineralocorticoides, progesterona, estrégenos y receptores de estrégenos.
Ademas de los efectos mencionados antes para los glucocorticoides, las hormonas que
actian sobre esta familia de receptores tiene una marcada influencia en la homeostasis
corporal, el metabolismo mineral, la respuesta al estrés y el desarrollo de las
caracteristicas sexuales. Glucocorticoids, N.J. Goulding and R.J. Flowers (eds.),
Boston: Birkhauser, 2001, se incorpora como referencia en la presente memona en su
totalidad para describir mejor el estadn de la técnica.

Se ha propuesto un mecanismo molecular que apoya los efectos beneficiosos
antiinflamatorios y los efectos secundarios indeseados (por ejemplo, S. Heck ef al,
EMBO J, 1994, 17, pags. 4087-4095; H.M. Reichardt et al., Cell, 1998, 93, pags. 531-
541; F. Tronche et al., Curr. Opin. in Genetics and Dev., 1998, 8, pags. 532-538).
Muchos de los efectos secundarios metabolicos y cardiovasculares se cree que son el
resultado de un proceso denominado transactivacién. En la transactivacién, la
translocacion a los nicleos del receptor de glucocorticoides unido a ligando va seguida
por la unién a elementos de respuesta a glucocorticoides (GRE) en la regién del
promotor de los genes asociados a los efectos secundarios, por ejemplo,
fosfoenolpiruvato carboxi quinasa (PEPCK), en el caso de la produccion de glucosa. El
resultado es una mayor velocidad de transcripcién de estos genes que se cree que

Qv
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origina finalmente los efectos secundarios observados. Los efectos antiinflamatorios se
cree que son debidos a un proceso denominado transrrepresion. En general, la
transrrepresién es un proceso independiente de union de ADN que se origina por la
inhibicién de las vias mediadas por NK-kB y AP-1, conduciendo a la regulacién a
niveles inferiores de muchos mediadores inflamatorios e inmunes. Ademas, se cree que
una serie de los efectos secundarios observados puede deberse a la reactividad cruzada
de los glucocorticoides disponibles normalmente con otros receptores de esteroides, en
particular, los receptores de mineralocorticoides y progesterona.

Asi, puede ser posible descubrir ligandos para el receptor de glucocorticoides que son
muy selectivos y, al unirse, pueden disociar las vias de transactivacion y transrrepresion,
proporcionando agentes terapéuticos con un perfil reducido de efectos secundarios. Se
han descrito los sistemas de ensayo para determinar los efectos sobre la transactivacién
y transrrepresion (por ejemplo, C.M. Bamberger and H.M. Schulte, Eur. J. Clin. Invest.,
2000, 30 (suppl. 3), pags. 6-9). La selectividad por el receptor de glucocorticoides se
puede determinar comparando la afinidad de unién por este receptor con la de otros
receptores de la familia de los esteroides incluyendo los citados antes.

Los glucocorticoides también estimulan la produccién de glucosa en el higado mediante
un proceso denominado glucogenolisis y se cree que este proceso esta mediado por
sucesos de transactivacion. Una mayor produccion de glucosa puede exacerbar la
diabetes tipo II, por tanto, un compuesto que inhiba de forma selectiva la produccién de
glucosa mediada por glucocorticoides puede tener utilidad terapéutica en esta indicacién
(J.E. Freidman et al., J. Biol. Chem., 1997, 272, pags. 31475-31481).

Se han descrito en la bibliografia de patentes y cientifica nuevos ligandos para el
receptor de glucocorticoides. Por ejemplo, la publicacidn internacional PCT n® WO
99/33786 describe compuestos de trifenilpropanamida con uso posible en el tratamiento
de enfermedades inflamatorias. La publicacién intemacional PCT n® WO 00/66522
describe compuestos no esteroideos como moduladores selectivos del receptor de
glucocorticoides, potencialmente utiles en el tratamiento de enfermedades metabélicas e
inflamatorias. La publicacién internacional PCT n® WO 99/41256 describe moduladores
tetraciclicos del receptor de glucocotticoides potencialmente utiles para tratar
enfermedades inmunes, autoinmunes ¢ inflamatorias. La patente de Estados Unidos n®
5.688.810 describe diversos compuestos no esteroideos como moduladores de los
receptores de glucocorticoides y oiros receptores de esteroides. La publicacién
internacional PCT n® WO 99/63976 describe un antagonista de glucocorticoides
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selectivo en ¢! higado potencialment= itil en el tratemiento de diabetes. La publicacién
internacional PCT n® WO 00/32584 describe compuestos no esteroideos que tienen
actividad antiinflamatoria con disociacién entre efectos antiinflamatorios y metabdlicos.
La publicacién internacional PCT n® WO 98/54159 describe acilanilidas no esteroideas
ciclicamente sustituidas con actividad mixta gestigeno y andrégeno. La patente de
Estados Unidos n® 4.880.839 describe acilanilidas que tienen actividad progestacional y
el documento EP 253503 describe acilanilidas con propiedades antiandrégenos. La
publicacién internacional PCT n® WQ 97/27852 describe amidas que son inhibidoras de
1a farnesil-proteina transferasa.

Un compuesto que se encuentre que interaccione con el receptor de glucocorticoides en
un ensayo de unién podria ser un agonista o un antagonista. Las propiedades como
agonista del compuesto se podrian evaluar en los ensayos de transactivacion o
transrrepresion  descritos antes. Dada la eficacia demostrada por los firmacos
glucocorticoides disponibles en enfermedades inflamatorias e inmunes y sus efectos
secundarios adversos, sigue existienda la necesidad de nuevos agonistas del receptor de
glucocorticoides con selectividad sokre otros miembros de la familia de receptores de
esteroides y una disociacién de las actividades de transactivacién y transrrepresion.
Como alternativa, se puede encontrar que el compuesto tiene actividad antagonista. La
mayor produccién de glucosa inducida por el exceso de glucocorticoides puede
exacerbar la diabetes existente o desencadenar una diabetes latente. Asi, un ligando pama

un receptor de glucocorticoides que sz encuentre que sea un antagonista puede ser til,

inter alia, para tratar o prevenir la diabetes.

Sumario de Ja invencién
La presente invencidn se refiere a compuestos de Férmula (IA)

R® OH

(I14)

en la que:

R' es un grupo arilo o heteroarilo, cada uno opcionalmente sustituido con uno a tres
grupos sustituyentes,
siendo cada grupo sustituyente de R' independientemente alquilo C;-Cs,
alquenilo C;-Cs, alquinilo C;-Cs, cicloalquilo C;3-Cg, heterociclilo, arilo,
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heteroarilo, alcoxi C,-Cs, alqueniloxi C,-Cs, alquiniloxi C;-Cs, ariloxi, acilo,
alcoxicarbonilo C;-Cs, alcanoiloxi C;-Cs, alcanoilo C;-Cs, aroilo,
aminocarbonilo, alquilaminocarbonilo, dialquilaminocarbonilo,
aminocarboniloxi, (alquil C,-Cs)aminocarboniloxi, di(alquil Ci-
Cs)aminocarboniloxi, (alcannil C;-Cs)amino, (alcoxi C,-Cs)carbonilamino,
(alquil C;-Cs)sulfonilamino, aminosulfonilo, (alquil C,;-Cs)aminosulfonilo,
di(alquil C,-Cs)aminosulfonilo, halégeno, hidroxi, carboxi, ciano,
trifluorometilo, trifluorometoxi, nitro 0 amino, estando €l atomo de nitrégeno
opcionalmente mono- o disustituido independientemente con alquilo C-Cs o
arilo; o ureido, estando cualquier 4tomo de nitrégeno opcionalmente sustituido
independientemente con alquilo C,-Cs; o (alquil C,-Cs)tio, en el que el atomo de
azufre estd opcionalmente oxidado a un sulféxido o sulfona,

estando cada grupo sustituyente de R' opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes seleccionados de
metilo, metoxi, halégeno, hidroxi, oxo, ciano o amino,

R? y R son cada uno independienternente hidrégeno o alquilo C;-Cs, 0 R? y R? junto

con el Atomo de carbono al que estin unidos en comiin forman un anillo espiro
cicloalquilo C3-Cg;

es alquilo Cy-C;s, alquenilo C;-Cs o alquinilo C,-Cs, cada uno opcionalmente
sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R* independientemente alquilo C;-C;, hidroxi,
halégeno, amino u oxo; y

es un grupo heteroarilo opcionalmente sustituido independientemente con uno a
tres grupos sustituyentes,

siendo cada grupo sustituyente de R’ independientemente alquilo C;-Cs,
alquenilo C;-Cs, alquinilo C;-Cs, cicloalquilo Cj3-Cg, heterociclilo, arilo,
heteroarilo, alcoxi C;-Cs, alqueniloxi C;-Cs, alquiniloxi C,-Cs, ariloxi, acilo,
(alcoxi C-Cs)carbonilo, alcanoiloxi C,-Cs, aminocarbonilo,
alquilaminocarbonilo, dialquilaminocarbonilo, aminocarboniloxi, (alquil C-
Cs)aminocarboniloxi, di(alquil C;-Cs)aminocarboniloxi, (alcanoil C;-Cs)amino,
(alcoxi C;-Cs)carbonilamino, (alquil. C,-Cs)sulfonilamino, aminosulfonilo,
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(alquil C|-Cs)aminosulfonilo, di(alquil C;-Cs)aminosulfonilo, halégeno, hidroxi,
carboxi, ciano, trifluorometilo, triflucrometoxi, trifluorometiltio, nitro o amino,
estando el édtomo de nitrégeno opcionalmente mono- o disustituido
independientemente con alquilo C,-Cs; o ureido en el que el dtomo de nitrégeno
estd opcionalmente sustituido independientemente con alquilo C;-Cs; o (alquil
Ci-Cs)tio, en el que el atomo de azufre estd opcionalmente oxidado a un

sulféxido o sulfona,

estando cada grupo sustituyente de R® opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes seleccionados de
alquilo C;-C;, alcoxi C,-Cj;, halégeno, hidroxi, oxo, ciano, amino o
trifluorometilo,

0 uno de sus tautémeros, profimacos, solvatos o sales.

Otro aspecto de la invencién incluye compuestos de Férmula (IA), en la que:

Rl

es tienilo, fenilo, nafiilo, dihidrobenzofuranile, benzofuranilo, cromanilo,
dihidroindolilo, indolilo, dihidrobenzotienilo, benzotienilo, benzodioxolanilo,
dihidrobenzoxazolilo,  benzoxazolilo,  bencisoxazolilo,  benzopirazolilo,
bencimidazolilo, quinolinilo, pindinilo, pirimidinilo o pirazinilo, cada uno
opcionalmente sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R' independientemente alquilo C,-Cj,
alquenilo C3-C;, alquinilo C,-C3, alcoxi C;-C;, alqueniloxi C>-C;, alcanoilo C;-
C,, alcoxicarbonilo C;-C; , aleanoiloxi C,-C; , halégeno, hidroxi, carboxi, ciano,
trifluorometilo, trifluorometoxi, nitro o (alquil C;-C;3)tio, en el que el dtomo de
azufre esti opcionalmente oxidado a un a sulféxido o sulfona,

estando cada grupo sustituyente de R' opcionalmente sustituido
independientemente con un grupo sustituyente seleccionado de metilo,
metoxi, halégeno, hidroxi, oxo, ciano o amino;

R? y R? son cada uno independientemente hidrégeno o alquilo C;-Cs, o R? y R? junto

con el dtomo de carbono al que estan unidos en comiin forman un anillo espiro
cicloalquilo C3-Cs;
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R* es CHy; y

R® e un grupo imidazolilo, piridilo, indolilo, azaindolilo, diazaindolilo,
benzofuranilo, furanopiridinilo, furanopirimidinilo, benzotienilo, tienopiridinilo,
ticﬁopirimidinilo, benzoxazolilo, oxazolopiridinilo, benzotiazolilo,
tiazolopiridinilo,  bencimidazolilo,  imidazolopiridinilo,  quinolinilo o
isoquinolinilo, cada uno opcionalmente sustituido independientemente con uno a
tres grupos sustituyentes,

siendo cada grupo sustituyente de R’ independientemente alquilo C)-Ca,
alquenilo C;-Cs, fenilo, alcoxi C;-Ci, metoxicarbonilo, aminocarbonilo, (alquil
C,-Cs)aminocarbonilo, di(alquil C;-Cs;)aminocarbonilo, heterociclilcarbonilo,
fluoro, cloro, bromo, ciano, trifluorometilo o alquil C,-Cstio, en el que el dtomo
de azufre estd opcionalmente oxidado a un sulféxido o sulfona,

estando cada grupo sustituyente de R’ opcionalmente sustituido
independientemente con un grupo sustituyente seleccionado de metilo,
metoxi, fluoro, cloro, bromo, oxo o trifluorometilo,

o uno de sus tautdémeros, proférmacos, solvatos o sales.

Otro aspecto mas de la invencién inclnye compuestos Férmula (IA), en la que:

R! es tienilo, fenilo, naftilo, piridilo, cromanilo, dihidrobenzofuranilo o benzofuranilo,
cada uno opcionalmente sustitnido independientemente con uno o dos grupos

sustituyentes,

siendo cada grupo sustituyente de R! independientemente metilo, etilo, metoxi,
etoxi, fluoro, cloro, bromo, hidroxi, trifluorometilo, trifluorometoxi o ciano;

R? y R? son cada uno independientemente metilo, o R? y R® junto con el atomo de
carbono al que estin unidos en comin forman un anillo espirociclopropilo;

R*es CHy; y

R’ es un grupo piridilo, indolilo, azaindolilo, benzofuranilo, furanopiridinilo,
tienopiridinilo, benzoxazolilo, bencimidazolilo, quinolinilo o isoquinolinilo, cada
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unc opcionalmente sustituido independientemente con uno a tres grupos

sustituyentes,
siendo cada grupo sustituyente de R® independientemente metilo, fenilo,
metoxicarbonilo, aminocarbonilo, metilaminocarbonilo, dimetilaminocarbonilo,
morfolinilcarbonilo, fluoro, cloro, bromo, ciano o trifluorometilo,
o uno de sus tautomeros, profairmacos, solvatos o sales.

Otro aspecto mas de la invencion incluye compuestos de Férmula (1A), en la que:

R! es fenilo, dihidrobenzofuranilo o benzofuranilo, cada uno opcionalmente
sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R' independientemente alquilo C;-Cs,
alquenilo C;-C;, alquinilo C,-C3, alcoxi C;-C;, alqueniloxi C;-Cs, alcanoilo C;-
Cs, (alcoxi C,-Cs)carbonilo, alcanoiloxi C(-Cs, halégeno, hidroxi, carboxi,
ciano, triflucrometilo, nitro o (alquil C,;-Cs)tio, en el que el dtomo de azufre esta
opcionalmente oxidado a un sulféxido o sulfona; y

R? y R? son cada no independientemente hidrégeno o alquilo C;-C;,
o uno de sus tautémeros, profarmacos, solvatos o sales.

Los siguientes compuestos son reprssentativos de la Formula (IA) conforme a la

invencion:

Nombre del compuesta Estructura del compuesto

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
2-(4,6-dimetilpiridin-2-ilmetil})-4-
metilpentan-2-ol




1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
2-(piridin-2-ilmetil)-4-metilpentan-2-o0l

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(6-metilpiridin-2-ilmetil)pentan-2-

ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(4-metilpiridin-2-ilmetil)pentan-2-
ol

4-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-piridin-2-ilmetilbutil)fenol

2-(4,5-Dimetiltiazol-2-ilmetil)-1,1,1-
trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

2-(4,5-Dimetiloxazol-2-ilmetil)-1,1,1-
trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifentl)-
4-metil-2-(3-metilpiridin-2-ilmetil)pentan-2-
ol
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(5-metilpiridin-2-ilmetil)pentan-2-
ol

2-Benzotiazol-2-ilmetil-1,1,1-trifluoro-4-(5-
fluoro-2-metoxifenil)-4-metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(5-fenilbenzoxazol-2-
ilmetit)pentan-2-ol

2-Benzofuran-2-ilmetil-1,1,1-trifluoro-4-(5-
fluoro-2-metoxifenil}-4-metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenit)-
4-metil-2-(3-metilbenzofuran-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-
4-metil-2-tiofen-2-ilmetilpentan-2-ol
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5-(5-Fluoro-2-metoxifenil)-5-metil-2-
piridin-2-il-3-trifluorometilhexan-3-ol

5-(5-Fluoro-2-metoxifenil)-5-metil-2-
piridin-2-il-3-trifluorometilhexan-3-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-
4-metil-2-(5-metilbenzooxazol-2-
ilmetil)pentan-2-o}

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(5-metilbenzotiazol-2-
ilmetil)pentan-2-ol

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(5-metilbenzooxazol-2-
ilmetil)butil]fenol

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(5-metilbenzotiazol-2-
ilmetil)butil]fenol
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OH =~
1,1,1-Trifluoro-4-metil-4-fenil-2-piridin-2- ~
ilmetilpentan-2-ol e, N
2-(4,6-Dimetilpiridin-2-ilmetil)-1,1,1- OH =
trifluoro-4-metil-4-fenilpentan-2-ol Y

CF,

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-pirimidin-4-ilmetilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(4-metilquinolin-2-ilmetil)pentan-
2-0l

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(1-fenil-1 H-pirazol-3-
ilmetil)pentan-2-ol

CF,

OH

——

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(1-metil-1H-imidazol-2-
ilmetil)}pentan-2-ol
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Metilamida del 4cido 5-[4-(5-fluoro-2-
metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-3-fenilisoxazol-4-
carboxilico

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
| 4-metil-2-pirazin-2-ilmetilpentan-2-ol

4-(2-Aliloxi-5-fluorofenil)-1,1,1 -trifluoro-4-
metil-2-piridin-2-ilmetilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
2-(1H-indol-2-ilmetil)-4-metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(3-metil-1 H-indol-2-
ilmetil)pentan-2-ol

2-Benzooxazol-2-ilmetil-1,1,1-trifluorc-4-
(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol
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L1,1 -Triﬂuoro-4-(5-fluoro-_2—metoxiﬁ:nil)~
4-metil-2-piridazin-3-ilmetilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-piridin-3-ilmetilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(5-metilpiridin-3-ilmetil}pentan-2-

ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenit)-
4-metil-2-(1-metil-1H-indol-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil )-
4-metil-2-quinolin-2-ilmetilpentan-2-ol

4-(4-Clorofenil)-1,1, 1 -trifluoro-4-metil-2-
piridin-2-ilmetilpentan-2-ol

OH =
-
N
CF

Cl
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
2-(6-fluoropiridin-2-ilmetil)-4-metilpentan-
2-ol

6-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentilnicotinonitrilo

2-(1H-Indol-2-ilmetil)-1,1,1-trifluoro-4-(4-
fluorofenil)-4-metilpentan-2-ol

2-(6-Cloro-4-trifluorometilpiridin-2-ilmetil)-
1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil }-4-
metilpentan-2-ol

2-(5-Cloro-7-fluoro-1 H-indol-2-ilmetil)-
1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-o0l

4-(3,4-Diclorofenil)-1,1,1-trifluoro-2-(1H-
indol-2-ilmetil)-4-metilpentan-2-ol
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2-(2,6-Dicloropiridin-4-ilmetil)-1,1,1-
trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-4-(5-flucro-2-metoxifenil)-
2-isoquinolin-1-ilmetil-4-metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-2-
(1H-indol-2-ilmetil)-4-metilpentan-2-ol

Cl
2-[3(2,6-Dicloropiridin-4-ilmetil)-4,4,4- OH CF, 7 IN
trifluoro-3-hidroxi-1,-dimetilbutil]-4- XN
fluorofenol OH

F
OH F, NT

4-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-3-
isoquinolin-1-ilmetil-1,1-dimetilbutil)fznol

4-(5-Bromo-2,3-dihidrobenzofuran-7-ii)-
1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)4-
metilpentan-2-ol

Be
)
X
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1,1,1-Trifluoro-2-(1H-indol-2-ilmetil)-4-
metil-4-piridin-2-ilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(6-metil-1H-indol-2-
ilmetil)pentan-2-ol

2-(1H-Bencimidazol-2-ilmetil)-1,1,1-
trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-2-(6-fluoro-1H-indol-2-
ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

1,1,1-Trifluoro4-(3-fluorofenil)-2-(1 H-
indol-2-ilmetil)-4-metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(quinolin4-ilmetil)pentan-2-ol

C la
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4-(2,3-dihidro-5-cianobenzofuran-7-il)-
1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(2-cloropiridin4-ilmetil)pentan-2-
ol

4-(3,4-Difluorofenil)-1,1,1-trifluorc-2-(1 H-
indol-2-ilmetil)-4-metilpentan-2-ol

H CF, (¢ N
1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil)- s
4-metil-2-(2-cloropiridin4-ilmetil)pentan-2- OH Cl
ol
F
. ~o CFy, | °
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)- SN
4-metil-2-(2-cloropiridin-5-ilmetil)pentan-2- OH
ol
F

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(2cloroquinolin-4-ilmetil)pentan-
2-ol
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1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-
4-metil-2-(1-oxipiridin-4-ilmetil)pentan-2-ol

CF,

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifznil)-
4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-0l

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(4-
metoxifenil)-4-metilpentan-2-ol

4-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-
ilmetil)-1,1-dimetilbutil}fenol

1,1,1-Trifluoro-2-(5-fluoro-1H-indol-2-
ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-2-(5-metil-1H-indol-2-
ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

Q)\)\
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1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-
ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

4-(2,3-dihidrobenzofuran-7-il)-1,1,1-
trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol

2-Bencimidazol-1-ilmetil-1,1,1-trifluoro<4-
(5-fluoro-2-metoxifenil)-4-metilpentan-2-cl

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(1-oxipiridin-2-ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(4-flucro-2-metilfeni!)-2-
(1H-indol-2-ilmetil)-4-metilpentan-2-ol

1,1,1-Triflugro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(6-clorobencimidazol-2-
ilmetil)pentan-2-ol
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(2-fluoropiridin-4-ilmetil)pentan-
2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(2-bromopiridin-4-ilmetil)pentan-
20l

o
S
7 N
=z

Br

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(7-metil-1 H-indol-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(4-metil-1 H-indol-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-metil-4-quinolin-4-il-2-
quinolin-4-ilmetilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(7-trifluorometil-1H-indol-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(6-trifluorometil-1H-indol-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro-2-quinolin-4-ilmetil-3-[ 1-(2-
trifluorometoxifenil)ciclopropil]propan-2-ol

1,1,1-Triflucro-4-(5-fluoro-2-metoxifenil )-
4-metil-2-(6-trifluorometil-1.H-
benzoimidazol-2-ilmetil)pentan-2-ol

2-(5-Cloro-6-fluoro-1H-benzoimidazol-2-
ilmetil)~1,1,1-trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol

CF

OH

==z

<

Cl
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1,1,1-Trifluoro-3-[1-(5-fluocro-2-
metoxifenil)ciclopropil]-2-(1 H-indol-2-
ilmetil)propan-2-ol

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(4-metil-1H-indo}-2-
ilmetil)butiljfenol

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-
indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol

1,1,1-Trifluoro-2-(6-fluoro-1 H-
benzoimidazol-2-ilmetil)-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-o]

2-(6,7-Difluoro-1H-benzoimidazol-2-
ilmetil)-1,1, 1-trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-
trifluoro4-metil-2-quinolin-4-ilmetilpentan-
2-0l
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4-(5-Bromo-2,3-dihidrobenzofuran-7-il}-
1,1,1-trifluoro-4-metil-2-quinolin4-
ilmetilpentan-2-ol

4-(3-Etil-2-metoxifenil)-1,1,1-trifluoro-4-
metil-2-quinolin-4-ilmetilpentan-2-ol

3-[1-(2,5-Difluorofenil)ciclopropil]-1,1,1-
trifluoro-2-(1 H-indol-2-ilmetil)propan-2-ol

1,1,1-Trifluoro-3-[1-(4-
fluorofenil)ciclopropil]-2-(1 H-indol-2-
ilmetil)propan-2-ol

2-Etil-6-(4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-quinolin-4-ilmetilbutil)fenol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
2-(6-fluoro-4-metil-1 H-indol-2-ilmetil)-4-
metilpentan-2-oi

2-(4,6-Dimetil-1H-indol-2-ilmetil)-1,1,1-
trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol )
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4-(3-Etil-2-metoxifenil)-1,1,1-trifluorc-2-
(1H-indol-2-ilmetil)-4-metilpentan-2-ol

2-Etil-6-[4,4,4-trifluoro-3-hidroxi-3-(1H-
indol-2-ilmetil)-1,1-dimetilbutilfenol

2-[3-(6,7-Difluoro-1H-benzoimidazol-2-
ilmetil)-4,4 4-trifluoro-3-hidroxi-1,1-
dimetilbutil]-4-fluorofencl

F
CF,
2-(7-Cloro-5-trifluorometil-1 H- o~ CF, n;
benzoimidazol-2-ilmetil)-1,1,1-trifluoro-4- I\{ ol
(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol OH H
F
2-(5,7-Dimetil-1H-benzoimidazol-2- o~ GFs N
ilmetil)-1,1,1-trifluoro-4-(5-fluore-2- N
metoxifenil)-4-metilpentan-2-ol OH N
F

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-z-
ilmetil)-4-(5-fluoro-2-metilfenil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-
ilmetil}-4-(4-fluorofenil)-4-metilpentan-2-ol
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1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-
ilmetil)-4-(3-fluorofenil}-4-metilpentan-2-ol

2-[3-(5,7-Dimetil-1H-benzoimidazol-2- OH CF, I\;
ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1- N
dimetilbutil]4-fluorofenol OH |
F
| CF, = "N

1,1,1-Trifluoro4-(3-metoxifenil)-4-metil-2-
quinolin-4-ilmetilpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(3-
metoxifenil)-4-metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(1 H-pirrolo{2,3-c]piridin-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(3-fluoro-2-metilfenil)-4-
metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-
2-ol

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-
(4-metil-1H-indol-2-ilmetil)pentan-2-ol
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1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-
(4-metil-1H-indol-2-ilmetil)pentan-2-¢l

1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-
4-(3-trifluorometilfenil)pentan-2-ol

CF,
] . ] CF,
1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4- j
metil-2-(5-trifluorometil-1 H-indol-2- O (NN
ilmetil)pentan-2-ol I-Ii
F
CF,
1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2- CF, O
(5-trifluorometil-1H-indol-2-ilmetil)pentan- /
2-o0l O OH N
H
CF,
1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2- CF,
(5-trifluorometil-1A4-indol-2-ilmetil)pentan- /
2-ol O OH N
H
1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-d- ¢Fs "fQ
metil-2-(7-metil-14-benzoimidazol-2- OH '}l
ilmetil)pentan-2-ol H
F
i s o~ CF CN
2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4- 3
metil-2-trifluorometilpentil]-3H- N
OH |_I|

benzoimidazol-5-carbonitrilo
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1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-
2-(1H-indol-2-ilmetil)-4-metilpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-
metil-4-{3-trifluorometilfenil)pentan-2-ol

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-
4-metil-2<quinolin-4-ilmetilpentan-2-cl

5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-quinolin-4-ilmetilbutil)fenol

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(5-trifluorometil-1 H-indol-2-
ilmetil)butil]fenol

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1-
trifluoro-4-metil-2-quinolin-4-ilmetilpentan-
2-0l

2-(6-Cloro4-metil-1H-indol-2-ilmetil)-
1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol
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2-[4-(5-Flucro-2-metoxifenil)-2-hidroxi—4-
metil-2-trifluorometilpentil]-4-metil-14-
indol-6-carbonitrilo

2-(2-Fenil-4-metilimidazol-1-ilmetil)-1,1,1-
trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2,3-
dihidrobenzofuran-7-il)4-metil-2-quinolin-
4-ilmetilpentan-2-ol '

2-(2-Fenilimidazol-1-ilmetil)-1,1,1-trifluoro-
4-(5-fluore-2-metoxifenil)-4-metilpantan-2-
ol

1,1,1-Trifluoro-4-(5-fluoro-2,3-
dihidrobenzofuran-7-il)-2-(1 A-indo}-2-
ilmetil)-4-metilpentan-2-ol

1,1,1-Trifluoro-4-metil-4-(5-metil-2,3-
dihidrobenzofuran-7-il)-2-quinolin-4-
ilmetilpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-
metil-4-fenilpentan-2-ol
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1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-
metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il}pentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
2-(7-fluoro-4-metil-1H-indol-2-ilmetil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil )-4-
metil-4-m-tolilpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-
metil-4-naftalen-2-ilpentan-2-ol

1,1,1-Trifluoro-2-( 1H-indol-2-ilm§t1'l)-4-
metil-4-o-tolilpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-
metil-4-p-tolilpentan-2-ol

4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-
trifluoro-4-metil-2-quinolin-4-ilmetilpentan-
2-ol
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4-(7-Bromo-2,3-dihidrobenzofuran-5-il)- '
1,1,1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol

4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-
trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-4-(1-metoxinaftalen-2-il)-4-
metil-2-quinolin-4-ilmetilpentan-2-ol

2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-
quinolin-4-ilmetilbutil)naftalen-1-ol

1,1,1-Trifluoro-4-metil-4-naftalen-2-il-2-
quinolin-4-ilmetilpentan-2-ol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxirenil)-
4-metil-2-(1H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol :

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo




-32-

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi—<4-
metil-2-trifluorometilpentil]-1H-indol-7-
carbonitrilo

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(1-
metoxinaftalen-2-il)-4-metilpentan-2-ol

2-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-
ilmetil)-1,1-dimetilbutil]naftalen-1-o0}

1,1,1-Trifluoro4-metil-2-quinolin-4-ilmetil-
4-p-tolilpentan-2-ol

4-Croman-8-il-1,1,1-trifluoro-4-metil-2-
quinolin-4-ilmetilpentan-2-ol

1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-
ilmetilpentan-2-ol

4-Fluoro-2-[4.,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(1H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol

4-(6-Bromocroman-8-il)-1,1,1-trifluoro-4-
metil-2-quinolin-4-ilmetilpentan-2-ol
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4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(1H-pimrolo[3,2-¢]piridin-2-
ilmetif)butiljfenol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(1 H-pirrolo[3,2-b]piridin-2-
ilmetil)pentan-'z-ol

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(1H-pirrolo[3,2-b]piridin-2-
ilmetil)butil]fenol

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-
4-metil-2-(1 H-pirrolof2,3-b]piridin-2-
ilmetil)pentan-2-ol

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(1H-pirrolo]2,3-b]piridin-z-
ilmetil)butil]fenol

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-
(1H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-
ol

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-
(1H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-
ol
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4-(2,3-Dihidrobenzofuran-7-i1)-1,1,1-
trifluoro-4-metil-2-(1 H-pirrolo[2,3-
c]pindin-2-ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-
ilmetilpentan-2-ol

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-
2-(7-fluoroquinolin-4-ilmetil)-4-
metilpentan-2-ol

1,1,1-Trifluoro-4-(4-fluorofenil)-2-(7-
fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol

1,1,1-Trifluoro-4-(4-fluorofenil)-2-(5-
fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol

1,1,1-Trifluoro-2-(7-fluoro-4-metilquinolin-
8-i1)-4-(4-fluorofenil)-4-metilpentan-2-ol

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo

2-{4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-
4-metil-2-trifluorometilpentil]-1H-indol-3-
carbonitrilo
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2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-
metil-2-trifluorometilpentil|4-metil- 1 H-
indol-6-carbonitrilo

1,1,1-Trifluoro-4-(2-metoxifenil)-4-metil-2-
quinolin-4-ilmetilpentan-2-ol

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(2-
metoxifenil)-4-metiipentan-2-ol

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-
2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-
indol-3-carbonitrilo

4-(5-Bromo-2-metoxifenil)-1,1,1-triflucro-
4-metil-2-quinolin-4-ilmetilpentan-2-o]

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-
2-(1H-indol-2-ilmetil)-4-metilpentan-2-ol

2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-
quinolin-4-ilmetilbutil)fenol
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1,1,1-Triflucro4-metil-4-fenil-2-(1H-
pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-ol

2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-
2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-
indol-3-carbonitrilo

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi-1, 1-
dimetil-3-quinolin-4-ilmetilbutil)fencl

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]-1A4-indol-3-
carbonitrilo

2-(2-Hidroxi-4-metil-4-fenil-2-
trifluorometilpentil)-4-metil-1 H-indcl-6-
carbonitrilo

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-4-metil-1 H-indol-6-
carbonitrilo

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-
triflucrometilpentil]-4-metil-1 H-indol-6-
carbonitrilo
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2-[4-(2,3-Dihidrobenzofuran-7-il)-2-aidroxi-
4-metil-2-trifluorometilpentil]-4-metil-15-
indol-6-carbonitrilo

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-
4-metil-2-(1 H-pirrolo[2,3-¢]piridin-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-metil-4-fenil-2-(15-
pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-
(1H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-
ol

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-
trifluoro-4-metil-2-(1 H-pirrolo[3,2-
c]piridin-2-ilmetil)pentan-2-ol

2-(2-Hidroxi-4-metil4-fenil-2-
trifluorometilpentil)- 1 H-indol-5-carbonitrilo

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-3-carbonitrilo
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2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-3-carbonitrilo

.
1,1,1-Trifluoro4-(4-fluoro-2-metoxifenil)- o OH & P'
4-metil-2-(5,6,7,8-tetrahidroquinolin-4- X
ilmetil)pentan-2-ol F CF,
CN
. . ~o OH =
1-{4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4- N
metil-2-trifluorometilpentil]-1 A-indol-3-
. . CF3
carbonitrilo
F

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-
4-metil-2-(1 H-pirrolo[3,2-¢]piridin-2-
ilmetil)pentan-2-ol

2-(2-Hidroxi-4-metil-4-fenil-2-
trifluorometilpentil)-1 A-indol-3-carbonitrilo

5-Fluoro-2-[4,4,4-trifluoro-3-hidroii-1,1-
dimetil-3-(1H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo
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2-[4-(2,3-Dihidrobenzofuran-7-il}-2-aidroxi-
4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carbonitrilo

2-[4-{(4-Fluorofenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carbonitrilo

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-
trifluoro-2-(7-fluoro-1H-indol-2-ilmetil)4-
metilpentan-2-ol

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-
ilmetil)-4-(4-fluoro-2-metoxifenil)-4-
metilpentan-2-ol
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1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-
ilmetil)-4-metil-4-fenilpentan-2-o}

Ester metilico del 4cido 2-[4-(4-fluoro-2-
metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carboxilico

1-{4-(2,3-Dihidrobenzofuran-7-il}-2-hidroxi-
4-metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo

0 OH =~

1,1,1-Trifluoro-4-(5-fluoro-2-metilfznil)-4-
metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-
4-metil-2-(3-metil-1H-pirrolo[2,3-c]piridin-
2-ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(4-fluocro-2-metoxifenil)-
4-metil-2-(5-trifluorometil-1H-indol-2-
ilmetil)pentan-2-ol
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4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-
trifluoro-4-metil-2-(5-trifluorometil- 1 A-
indol-2-ilmetil)pentan-2-ol

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-
(5-trifluorometil-1 H-indol-2-ilmetil)pentan-
2-0l

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-
trifluorometilpentil]-1H-indol-5-carbonitrilo

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-
indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]4-metil-1H-
indol-6-carbonitrilo

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(3-metil-1H-pirrolo[2,3-¢]pindin-
2-ilmetil)butil]fenol

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-
metil-4-tiofen-3-ilpentan-2-ol
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1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-
4-tiofen-3-ilpentan-2-ol

CF Z "N

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)butit]fenol

1,1,1-Trifluoro4-(3-fluorofenil)-4-metil-2-
(1H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-
ol

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]-4-metil- 1 -
indol-6-carbonitrilo

3-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-
quinolin4-ilmetilbutil)fenol

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-
4-metil-2-(4-trifluorometil-1 A-indol-2-
ilmetil)pentan-2-ol

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-
4-metil-2-(5-trifluorometil-1H-indol-2-
ilmetil)pentan-2-ol




43-

2-[4-(5-Bromo-2-metoxifenil}-2-hidroxi-4-
metil-2-trifluorometilpentil}-1 H-indol-5-
carbonitrilo

Ester metilico del acido 2-[4-(5-tromo-2-
metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil}-1H-indol-5-carboxilico

~o CF 0
: . s - 3
Ester metilico del 4cido 2-[4-(5-fluoro-2- 3 _
metoxifenil)-2-hidroxi-4-metil-2- O OH N 0
trifluorometilpentil]-1 H-indol-5-carboxilico H
F
CF, | =N

4-(2,6-Dimetilfenil)-1,1,1-trifluoro-4-metil-
2-quinolin-4-ilmetilpentan-2-ol

3-[4,4,4-Trifluoro-3-hidroxi-3-(1 A-indol-2-
ilmetil)-1,1-dimetilbutil]fenol

1,1,1-Trifluoro-4-(5-fluoro-2,3-
dihidrobenzofuran-7-il)-4-metil-2-{1H-
pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-ol




Ester metilico del acido 1-[4-(5-fluoro-2-
metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-3-carboxilico

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(1H-pimrolo[2,3-c]-[2-
trifluorometilpiridin]-2-ilmetil)butil]fenol

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(1 H-pirrolo[2,3-c]-[3-
metilpiridin]-2-ilmetil)butil]fenol

4-Fluora-2-[4,4,4-trifluoro-3-hidroxi-1,1-
dimetil-3-(1 H-pirrolo[2,3-c]-[2-
fluoropiridin}-2-ilmetil)butil]fenol

2-[2-Hidroxi4-(3-metoxifenil)-4-mtil-2-
trifluorometilpentil]-4-metil-1 H-indol-6-
carbonitrilo

2-[4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]-4-metil-1 H-
indol-6-carbonitrilo
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2-[4-(4-Fluoro-2-hidroxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil}-1H-indol-5-
carbonitrilo

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metil-2-(5-nitro-1H-indol-2-
ilmetil)pentan-2-ol

Amida del acido  2-[4-(5-fluoro-2-
metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-14-indol-5-carboxilico

Dimetilamida del acido 2-[4-(5-fluoro-2-
metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carboxilico

{2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-
metil-2-trifluorometilpentil]-1 A-indol-5-
il}morfolin-4-ilmetanona

Ester metilico del &cido 2-[4-(5-fluoro-2-
metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-6-carboxilico

Ester metilico del acido 2-[4-(5-fluoro-2-
hidroxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil}-1H-indol-6-carboxilico
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Acido 2-[4-(5-fluoro-2-metoxifenil)-2-
hidroxi-4-metil-2-trifluorometilpentil]-14-
indol-6-carboxilico

Acido 2-[4-(5-fluoro-2-hidroxifenil)-2-
hidroxi-4-metil-2-trifluorometilpentil]-1H-
indol-6-carboxilico

o uno de sus tautdmeros, profarmacos, solvatos o sales.

Compuestos preferidos de Férmula (IA) incluyen los siguientes:
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(piridin-2-ilmetil}-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-fenilbenzoxazol-2-
ilmetil)pentan-2-ol;

2-Benzofuran-2-ilmetil-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metilbenzofuran-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 -metil- 1 H-indol-2-
ilmetil)pentan-2-ol;

6-{4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]nicotinonitrilo;

2-(1H-Indol-2-ilmetil)-1,1, 1 -trifluoro-4-(4-fluorofenil}-4-metilpentan-2-ol;
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2-(6-Cloro-4-trifluorometilpiridin-2-ilmetil)-1,1, 1-trifluoro-4-(5-fluoro-2-metoxifenil)-

4-metilpentan-2-ol;

2-(5-Cloro-7-fluoro-1H-indol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(3,4-Diclorofenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-(2,6-Dicloropiridin-4-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-2-( 1 H-indol-2-ilmetil}-4-metilpentan-2-ol;

2-[3-(2,6-Dicloropiridin-4-ilmetil)-4.4,4-trifluoro-3-hidroxi- 1, 1-dimetilbutil]-4-
fluorofenol;

4-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-3-isoquinolin-1-ilmetil-1,1-dimetilbutil}fenol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-piridin-2-ilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifiznil)-4-metil-2-(6-metil- 1 A-indo}-2-
ilmetil)pentan-2-ol;

2~(1H-Bencimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil}-4-

metilpentan-2-ol;

1,1,1-Trifluoro-2-(6-fluoro-1H-indol-2-ilmetil}-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorofenil)-2-(1 H-indol-2-ilmetil)}-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(quinolin-4-ilmetil)pentan-2-ol;
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4-(2,3-dihidro-5-cianobenzofuran-7-il)-1,1, 1 -trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol; ‘

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil }-4-metil-2-(2-cloropiridin-4-ilmetil)pentan-2-
ol;

4-(3,4-Difluorofenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloropiridin4-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(4-metoxifenil)-4-metilpentan-2-ol;
4-[4,4,4-Trifluoro-3-hidroxi-3-(1H-indol-2-ilmetil)-1,1-dimetilbutil]fenol,

1,1,1-Trifluoro-2-(5-fluoro-1 H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil )}-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(5-metil-1H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)<4-

metilpentan-2-ol,

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

2-Bencimidazol-1-ilmetil-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro4-(4-fluoro-2-metilfenil)-2-( 1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-clorobencimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-fluoropiridin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-bromopiridin-4-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(4-metil- 1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)}-4-metil-2-(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-(7-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-trifluorometil-1 H-indol-2-

. ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-trifluorometil- 1 H-
benzoimidazol-2-ilmetil)pentan-2-ol;

2-(5-Cloro-6-fluoro-1H-benzoimidazol-2-ilmetil)-1,1, 1 -trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-3-[1-(5-fluoro-2-metoxifenil)ciclopropil]-2-(1 H-indol-2-ilmetil)propan-
2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(4-metil-1 H-indol-2-
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ilmetil)butil]fenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-benzoimidazol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-

metilpentan-2-ol,

2-(6,7-Difluoro-1H-benzoimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-(3-Etil-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-3-[ 1-(4-fluorofenil)ciclopropil]-2-(1 H-indol-2-ilmetil)propan-2-ol;
2-Etil-6-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxirenil)-2-(6-fluoro-4-metil-1 A-indol-2-iimetil)4-
metilpentan-2-ol;

2-(4,6-Dimetil-1 H-indol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(3-Etil-2-metoxifenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
2-Etil-6-[4,4,4-trifluoro-3-hidroxi-3-( L H-indol-2-ilmetil)- 1,1 -dimetilbutil}fenol;

2-[3-(6,7-Difluoro-1H-benzoimidazol-2-ilmetil)4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]-4-fluorofenol,

2-(7-Cloro-5-trifluorometil-14-benzoimidazol-2-ilmetil)-1, 1,1 -trifluoro-4-(5-fluoro-2-
metoxifenil)-<4-metilpentan-2-ol;
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2-(5,7-Dimetil-1H-benzoimidazol-2-ilmetil}-1,1, 1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol,

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-(5-fluoro-2-metilfenil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil)-4-(4-fluorofenil)}-4-metilpentan-2-ol;
1,1,1-Trifluoro-2-(7-fluoro- 1 H-indol-2-ilmetil)-4-(3-fluorofenil)-4-metilpentan-2-ol;

2-[3-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil)-4-fluorofenol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-(3-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil}-4-metil-2-( 1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(4-metil-1H-indol-2-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)4-metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro4-(3-fluorofenil)-4-metil-2-(4-metil-1 #-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-(3-trifluorometilfenil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro4-(4-fluorofenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil)pentan-
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2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(7-metil-1 H-benzoimidazo}-2 -
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidrcxi-4-metil-2-triflucrometilpentil ]-3/4-
benzoimidazol-5-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifznil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-(3-triflucrometil fenil)pentan-2-ol;
1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi- 1, 1-dimetil-3-quinolin4-ilmetilbutil)fenol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-, 1 -dimetil-3-(5-trifluorometil-1 A-indol-2-
ilmetil)butil]fenol;

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1 -trifluoro-4-metil-2-quinolin-4-ilmetilpentan-
2-0l;

2-(6-Cloro4-metil-1H-indol-2-ilmetil)-1, 1,1 -trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-triflucrometilpentil]-4-metil-1 H-
indol-6-carbonitrilo;

2-(2-Fenil-4-metilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

2-(2-Fenilimidazol-1-ilmetil)-1,1,1 -trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-
2-0l;
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1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-2-( 1 H-indol-2-ilmetil }-4-

metilpentan-2-ol;

1,1,1-Trifluoro4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il}-2-quinolin-4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol,

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoro-4-metil-1 H-indol-2-ilmetil )-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-m-tolilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-naftalen-2-ilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-p-tolilpentan-2-ol;
4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro4-metil-2-quinclin4-ilmetilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(1-metoxinafialen-2-i1)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
2-(4 .4.4-Triﬂuoro—3-hidr6xi-1 ,1-dimetil-3-quinolin4-ilmetilbutil)naftalen-1-ol;
1,1,1-Trifluoro-4-metil-4-naftalen-2-il-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo[3,2-¢]piridin-2-



10

15

20

25

30

35

3

ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-7-
carbonitrilo;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)4-(1-metoxinaftalen-2-il)-4-metilpentan-2-ol;
2-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil}-1,1 -dimetilbutil]naftalen-1-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-p-tolilpentan-2-ol;
4-Croman-8-il-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1 -'I'riﬂuoro-4-metil-4-fenil-2-quino]in-4-ilmetil].Jentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

4-(6-Bromocroman-8-il)-1, 1, 1-trifluory-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo[ 3,2-b]piridin-2-
ilmetil)pentan-2-ol;

4-Fluoro-2-[4,4,4-triflucro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[ 3,2-b]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-b]piridin-2-
ilmetil)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1-dimetil-3-(1 H4-pirrolo[2,3-5]piridin-2-
ilmetil)butii]fenol;
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1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(1 H-pirrolo[ 2,3-c]piridin-2-ilmetil)pentan-2-
ol;

4-(2,3-Dihidrobenzofuran-7-i1)-1,1, 1-irifluoro-4-metil-2-( 1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol,

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoroquinolin-4-ilmetil)-4-metilpentan-
2-0l;

1,1,1-Trifluoro-4-(4-fluorofenil)-2-(7-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;
11,1 -'I‘riﬂuoro-4-(4-ﬂuo-rofenil)-2-(5-fluoroquinolin-4-i1mctil)-4-mctilpentan-z-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 4-indol-3-

carbonitrito;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H#-indol-
6-carbonitrilo;

1,1,1-Trifluoro-4-(2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-al;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(2-metoxifenil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1 H-indol-3-carbonitrilo; '

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
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4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin-4-ilmetilbutil)feno};
1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[2,3-¢]piridin-2-ilmetil)pentan-2-ol,

2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-triflucrometilpentil]-
1 H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometil -
pentil]-14-indol-3-carbonitrilo;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)-4-metil-1 H-indol-6-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indol-6-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-indol-6-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-
indo!-6-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo( 2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[ 3,2-¢]piridin-2-ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(1 H-pirrolo[ 3,2-c]piridin-2-ilmetil)pentan-2-
ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 4-pirrolo[3,2-clpiridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 H-indol-5-carbonitrilo;
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2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1 H-indol-3-carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 4-indol-3-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifznil)-4-metil-2(5,6,7,8-tetrahidroquinolin-4-
ilmetil)pentan-2-ol;

1-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil])-1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 3,2-¢]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 H-indol-3-carbonitrilo;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 4-indol-5-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-

carbonitrilo;
2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-carbonitrilo;
2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-carbonitrilo;

2-[4-(5~Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-2-(7-flucro-1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-(4-fluoro-2-metoxifenil }-4-
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metilpentan-2-ol;
1,1,1-Trifluoro-2-(7-fluoro- ! H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;

Ester metilico del 4cido  2-[4-(4-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carboxilico;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 4-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metil fenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil-1 H-pirrolo[ 2,3-c]piridin-
2-ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5-trifluorometil- 1 H-indol-2-
ilmetil)pentan-2-ol,

4-(2,3-Dihidrobenzofuran-7-i1)-1,1,1-trifluoro-4-metil-2-(5-trifluorometil-1H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(3-metoxifenil }-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil)pentan-
2-0l;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-triflucrometilpentil]-1 H-indol-5-carbonitrilo;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-
indol-6-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimenl-3-(3-metil-1 H-pirrolo[ 2,3-c]piridin-2-
ilmetil)butil]fenol,

1,1,1-Trifluoro-2-(1 H-indo!-2-ilmetil)~4-metil-4-tiofen-3-ilpentan-2-ol;
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1,1,1-Triflucro-4-metil-2-quinolin4-ilmetil-4-tiofen-3-ilpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo(3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro4-(3-fluorofenil)4-metil-2-( ! H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-
ol; '

2-[4-(4-Fluorc-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil)-4-metil-1 H-
indol-6-carbonitrilo;

3-(4,4,4-Trifluoro-3-hidroxi-1, 1-dimetil-3-quinolin-4-ilmetilbutil}fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)}-4-metil-2-(4-trifluorometil- 1 H-indol-2-
ilmetil)pentan-2-ol;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-(5-trifluocrometil-1 H-indol-2-
ilmetil)pentan-2-ol;

2-[4-(5-Bromo-2-metoxifenil}-2-hidroxi-4-metil-2-trifluorometilpentit]- 1 4-indol-5-
carbonitrilo;

Ester metilico del dcido  2-[4-(5-bromo-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carbouxilico;

Ester metilico del 4cido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carboxilico;

4-(2,6-Dimetilfenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
3-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil]fenol;

1,1,1-Trifluoro<4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-(1 H-pirrolo[2,3-
c¢]piridin-2-ilmetil)pentan-2-ol; y

Ester metilico del 4cido  1-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
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trifluorometilpentil]-1H-indol-3-carboxilico,

o uno de sus tautémeros, profirmacos, solvatos o sales,

Compuestos mas preferidos de Férmula (IA-) incluyen los siguientes:
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifiznil)-2-(1 H-indol-2-ilmetil}-4-metilpentan-2-ol;

2-(2,6-Dicloropiridin-4-ilmetil)-1,1, 1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol,

2-[3-(2,6-Dicloropiridin-4-ilmetil)4,4,4-trifluoro-3-hidroxi-1, 1-dimetilbutil]4-
fluorofenol;

4-(5-Bromo-2,3«dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-2-(1 H-indol-2-ilmetil )-4-
metilpentan-2-ol;

2-(1H-Bencimidazol-2-ilmetil)-1,1,1-trifluoro4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorofenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-(quinolin4-ilmetil)pentan-2-ol;

4-(2,3-dihidro-5-cianobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmeti})-4-
metilpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloropiridin-4-ilmetil)pentan-2-

ol;

1,1,1-Triflucro-4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloropiridin-4-ilmetil}pentan-2-

ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2cloroquinolin-4-ilmetil)pentan-

2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil}-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(4-metoxifenil}-4-metilpentan-2-ol;
4-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil]fenol,

1,1,1-Trifluoro-2-(5-fluoro-1 H-indol-2-ilmetil)4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-o};

1,1,1-Trifluoro-2-(7-fluoro-1 A-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)4-
metilpentan-2-ol,

4-(2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-bromopiridin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(4-metil- 1 H-indol-2-
ilmetil)butil]fenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-benzoimidazol-2-ilmetil)-4-(5-fluoro-2-metoxifenit)-4-
metilpentan-2-ol,;

2-(6,7-Difluoro-1H-benzoimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

g’
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4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-(3-Etil-2-metoxifenil)-1,1,1 -trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
2-Etil-6-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;
2-Etil-6-[4,4,4-trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)- 1, 1-dimetilbutil]fenol;

2-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

2-[3-(5,7-Dimetil-1 H-benzoimidazol-!-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil}-4-fluorofenol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indo!-2-ilmetil)-4-(3-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(4-metil-1/-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(4-metil-1 /-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-(3-trifluorometilfenil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol,

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(3-trifluorometilfenil)pentan-2-ol;



10

15

20

25

30

35

-63-

1,1,1-Trifluoro4-(4-fluoro-2-metoxifenil}-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi- 1, 1 -dimetil-3-quinolin-4-ilmetilbutil fenol,

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-
2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-
indol-6-carbonitrilo;

2-(2-Fenil-4-metilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-quinolin4-
ilmetilpentan-2-ol;

2-(2-Fenilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-2-(1 H-indol-2-ilmetii)-4-
metilpentan-2-ol;

1,1,1-Trifluoro4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il)-2-quinolin-4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-2-(1H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-m-tolilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)~4-metil -4-naftalen-2-ilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol;
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1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-p-tolilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro-4-metil-2-quinolin4-ilmetilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1, 1 -trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-2,3-Dihidrobenzofuran-5-il)-1,1, 1 -irifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(1-metoxinaftalen-2-il)-4-metil-2-quinolin4-ilmetilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin4-ilmetilbutil}naftalen-1-ol;
1,1,1-Trfluoro-4-metil-4-nafialen-2-il-2-quinolin4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(1-metoxinaftalen-2-il)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-p-tolilpentan-2-ol,
4-Croman-8-il-1,1,1-trifluoro4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;
4-(6-Bromocroman-8-il)-1,1, 1-trifluore-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Tnfluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 3,2-b] piridin-2-
ilmetil)pentan-2-ol;

1, 1,1-Triﬂuorb-4-(5-ﬂuoro—2-metoxifenil)-4-metil-2—(1H—pirro10[2,3-b]piridin—2-
ilmetil)pentan-2-ol;
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1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 H-pirrolo[ 2,3-c]piridin-2-ilmetil)pentan-2-

ol;
1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-flucroquinolin-4-ilmetil}-4-metilpentan-
2-0l;

1,1,1-Trifluoro-4-(4-fluorofenil)-2-(7-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(4-fluorofenil)-2-(5-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]- | H-indol-3-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil}-4-metil-1 H-indol-
6-carbonitrilo;

1,1,1-Trifluoro-4-(2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-(2-metoxifenil)}-4-metilpentan-2-ol,

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil -
1 H-indol-3-carbonitrilo;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
4-(5-Bromo-2-metoxifenil)-1, 1,1 -trifluoro-2-(1 H-indol-2-iimetil)-4-metilpentan-2-ol;
2-(4,4,4-Triﬂuoro-3-hidroxi-1 , 1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-ol;
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2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil}-
1H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin<4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-
ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro4-metil-2-(1 H-pirrolo{2,3-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-meti}-2-trifluorometil-
pentil]-1H-indol-3-carbonitrilo;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)-4-metil-1 H-indol-6-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 A-indol-6-
carbonitrilo;

2-[4-{4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-indol-6-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 -
indol-6-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-¢]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-4-metil-2-(1 H-pirrolo[ 3,2-¢c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)-1 H-indol-5-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-triflucrometilpentil ]-
1 H-indol-3-carbonitrilo;
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2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil] -1 #-indol-3-carbonitrilo;

1,1,1-TFrifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5,6, 7, 8-tetrahidroquinolin4-
ilmetil)pentan-2-ol;

1-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifznil)-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- | H-indol-3-carbonitrilo;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi- 1,1-dimetil-3-(1 H-pirrolo[2,3-c]pindin-2-
ilmetil)butil]fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 #-indol-5-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo,

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-triflucrometilpentil]-1 H-indol-5-carbonitrilo;
2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-triflucrometilpentil]-1 -indol-5-carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-mfluorometilpentil]- 1 H-indol-5-
carbonitrilo;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1-trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo[3,2-¢]piridin-2-
ilmetil)butil]feno};

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;
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Ester metilico del 4cido  2-[4-(4-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carboxilico;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)4-metil-2-(3-metil-1 H-pirrolo{ 2,3-c]piridin-
2-ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-(5-trifluorometil-1 H-indo!-2-ilmetil)pentan-
2-ol;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil |- 1 H-indol-5-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

5-Fluoro-2-[4,4,4-triflucro-3-(7-fluore-1 H-indol-2-ilmetil)-3-hidroxi-1, 1-
dimetilbutil]fenol;

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-
indol-6-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1-dimetil-3-(3-metil-1 H-pirrolo[2,3-¢]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-tiofen-3-ilpentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-tiofen-3-ilpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo[ 3,2-¢]piridin-2-
ilmetil)butil]fenol;
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1,1,1-Trifluoro4-(3-fluorofenil)-4-m=til-2-(1 H-pirrolo[ 3,2-c]piridin-2-ilmetil)pentan-2-
ol; '

3-(4,4 4-Trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin-4-ilmetilbutil)fenol,

Ester metilico del 4cido  2-[4-(5-bromo-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-14-indol-5-carboxilico;

Ester metilico del 4cido  2-[4-(5-fluoro-2-metoxifenil}-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carboxilico;

4-(2,6-Dimetilfenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
3-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil]fenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-(1 H-pirrolo(2,3-
c]piridin-2-ilmetil)pentan-2-ol;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil]-4-metil-14-indol-6-
carbonitrilo;

2-[4-(5-Bromo—2-metoxifeni1)-2-hidro:(i-4-metil-2—trifluorometilpentil]-4-metil-ll-{-
indol-6-carbonitrilo;

2-[4-(4-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil -1 H-indol-5-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-nitro-1 H-indol-2-iImetil)pentan-
2-ol;

Amida del dcido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil -
1 H-indol-5-carboxilico;

Dimetilamida del acido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carboxilico;

{2-[4-(5-Fluoro-2-metoxifenil)-2-hidro:xi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
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il}morfolin-4-ilmetanona;

Ester metilico del &cido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-6-carboxilico;

Ester metilico del dcido  2-[4-(5-fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-6-carboxilico;

Acido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 #-indol-
10  6-carboxilico; y /

Acido 2-[4-(5-flucro-2-hidroxifenil)-2-hidroxi-4-metil-2-triflucrometilpentil]- 1 H-indol-
6-carboxilico,

15 o uno de sus tautémeros, profarmacos, solvatos o sales.

La invencién también proporciona un procedimiento para preparar un compuesto de
Férmula (IA)

R’ H
2 R4’R
R' CF,
(1A)

20 en la que R', R%, R, R* y R* son como se han definido antes, comprendiendo el
procedimiento:

(a) hacer reaccionar un éster de Formula (II) con un agente reductor adecuado en un
disolvente adecuado, formando un diol de Férmula (IIT)

3
OR' reduccion R\ HoO CF,
—_— R OH

HO_ CF,

25
(b) hacer reaccionar el diol de Férmula (III) en condiciones adecuadas de ruptura



-71-

oxidativa, formando una cetona de Férmula (I'V)

3 3
R\, HO_CF, oH ruptura R
——
R? R? CF,

R' oxidativa
Il v
3y
{c) hacer reaccionar la cetona de Foérmula (IV) con un compuesto organometilico
adecuado R°R*M en el que M es Li 0 MgX y X es Cl, Br o I, en un disolvente

5 adecuado, formando el compuesto de Formula (IA)
R o CF, - R? o R4-R5
v A : 0

(a") hacer reaccionar la trifluoroacetamida de Férmula (X) con un bromuro de vinil-
magnesio que tenga R y R’ en un disolvente adecuado, proporcionando la
trifluorometilenona de Férmula (3T)

R
0 RZ,J\/MgBr

10 X Xl

(b’) hacer reaccionar la trifluorometilenona de Férmula (XI) con un reactivo de
organocobre generado a partir de un reactivo organometilico R°R*M en el que M
es Li o MgX y una sal de cobre CuX, en la que X es Cl, Br o I, en un disolvente

15 adecuado, formando una cetona de Férmula (IV)
3 2 30
2 LS CF
R CF, CuX 3
Xl v

y llevar a cabo la etapa (c) como se ha descrito antes.
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La presente invencién también se refiere a compuestos de Férmula (IB)

£
[w)

R° OH
R’
RZA: SR
' R R (IB)

en la que:
R' es un grupo arilo o heteroarilo, cada uno opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustimyente de R' independientemente alquilo C;-Cs,
alquenilo C-Cs, alquinilo C;-Cs, cicloalquilo C;-Cs, heterociclilo, arilo,
heteroarilo, alcoxi C;-Cs, alqueniloxi C;-Cs, alquiniloxi C;-Cs , ariloxi, acilo,
(alcoxi C;-Cs)carbonilo, alcanoiloxi C;-Cs, alcanoilo C;-Cs, aroilo,
aminocarbonilo, (alquil C,-Cs)aminocarbonilo, di(alquil C,-Cs)aminocarbonilo,
aminocarboniloxi, (alquil C;-Cs)aminocarboniloxi, di(alquil C;-
Cs)aminocarboniloxi, (alcanoil C;-Cs)amino, (alcoxi C,-Cs)carbonilamino,
(alquil C,-Cs)sulfonilamino, aminosulfonilo, (alquil C;-Cs)aminosulfonilo,
di(alquil C;-Cs)aminosulfonilo, halégeno, hidroxi, carboxi, ciano,
trifluorometilo, trifluorometoxi, nitro o amino, estando el dtomo de nitrégeno
opcionalmente mono- o disusituido independientemente con alquilo C,-Cs o
arilo; o ureido, en el que el dlomo de nitrégeno esta opcionalmente sustituido
independientemente con alquila C-Cs; o (alquil C,-Cs)tio, en el que el dtomo de

azufre estd opcionalmente oxidado a sulféxido o sulfona,

estando cada grupo sustituyente de R' opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes seleccionados de
metilo, metoxi, halégeno, hidroxi, oxo, ciano ¢ amino,

R? y R® son cada uno independientemente alquilo C;-Cs;

R® es alquilo C,-Cs, alquenilo Ca-Cs o alquinilo C;-Cs, cada uno opcionalmente
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sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R* independientemente alquilo C,-Cs, hidroxi,
halogeno u oxo;

es un grupc heteroarilo sustituido opcionalmente independientemente con unc a
tres grupos sustituyentes,

siendo cada grupo sustituyente de R® independientemente alquilo C,-Cs,
alquenilo C;-Cs, alquinilo C;-Cs, cicloalquilo C;-Cs, heterociclilo, arilo,
heteroarilo, alcoxi C(-Cs, alqueniloxi C»-Cs, alquiniloxi C;-Cs, ariloxi, acilo,
(alcoxi C,-Cs)carbonilo, alcanoiloxi Ci-Cs, aminocarbonilo,
alquilaminocarbonilo, dialquilaminocarbonilo, aminocarboniloxi, (alquil C;-
Cs)aminocarboniloxi, di{alquil C,-Cs)aminocarboniloxi, (alcanoil C,-Cs)amino,
(alcoxi C;-Cs)carbonilamino, (alquil C,-Cs)sulfonilamino, (alquil C,-
Cs)aminosulfonilo, di(alquil C,-Cs)aminosulfonilo, halégeno, hidroxi, carboxi,
ciano, trifluorometilo, trifluorometoxi, trifluorometiltio, nitro o amino, estando
el dtomo de nitrégeno opcionalmente mono- o disustituido independientemente
con alquilo C;-Cs; o ureido en. el que el dtomo de nitrégeno esta opcionalmente
sustituido independientemente con alquilo C,-Cs; o alquil C;-Cs, en el que el
dtomo de azufre estd opcionalmente oxidado a un sulféxido o sulfona,

estando cada grupo sustituyente de R’ opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes seleccionados de
alquilo C,-Ci, alcoxi C;-Ci, halégeno, hidroxi, oxo, ciano, amino o
trifluorometilo; y

es alquilo C;-Cj, alquenilo C;-Cs, alquinilo C;-Csg, carbociclo, heterociclilo, arilo,
heteroarilo, carbociclo-alquilo C;-Cs, aril-alquilo C-Cs, aril-haloalquilo C,;-Cs,
heterociclil-alquilo C,-Cs, heteroaril-alquilo C,-Cs, carbociclo-alquenilo C;-Cs,
aril-alquenilo C;-Cs, heterociclil-alquenilo C;-Cs o heteroaril-alquenilo C;-Cs,
cada uno opcionalmente sustituido independientemente con uno a tres grupos
sustituyentes,

siendo cada grupo sustituyente de R es independientemente alquilo C,-Cs,
alquenilo C»-Cs, alquinilo C,-C;, cicloalquilo C3-Cg, fenilo, alcoxi C,-Cs, fenoxi,
alcanoilo C;-Cs, aroilo, (alcoxi C;-Cs)carbonilo, alcanoiloxi C,-Cs,

o~
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aminocarboniloxi, (alquil C-Cs)aminocarboniloxi, di(alquil Ci-
Cs)aminocarboniloxi, aminocarbonilo, (alquil C,-Cs)aminocarbonilo, di(alquil
C,-Cs)aminocarbonilo, (alcanoil C;-Cs)amino, (alcoxi C;-Cs)carbonilamino,
(alquil C;-Cs)sulfonilamino, (alquil C;-Cs)aminosulfonile, di(alquil C;-
Cs)aminosulfonilo, halégeno, hidroxi, carboxi, ciano, oxo, trifluorometilo, nitro,
amino, estando el dtomo de nitrégeno opcionalmente mono- o disustituido
independientemente con alquilo C;-Cs; o ureido en el que el atomo de nitrogeno
estd opcionalmente sustituido independientemente con alquilo C-Cs; o alquiltio
C,-Cs en el que el atomo de azufre esta opcionalmente oxidado a un sulfdxido o
sulfona,

no pudiendo ser R trifluorometilo,

o uno de sus tautomeros, profarmacos, solvatos o sales.

Otro aspecto de la invencion incluye un compuesto de Férmula (IB), en la que:

R! es tienilo, fenilo, naftilo, dihidrobenzofuranilo, benzofuranilo, cromanilo,

dihidroindolilo, indolilo, dihidrobenzotienilo, benzotienilo, benzodioxolanilo,
benzoxazolilo, bencisoxazolilo, benzopirazolilo, bencimidazolilo, quinolinilo,

piridinilo, pirimidinilo o pirazinilo, cada uno opcionalmente sustituido

independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R! independientemente alquilo C;-Cj,
alquenilo Cz-C;, alquinilo C-C;, alcoxi C;-C;, alqueniloxi C;-C;, alcanoilo C;-
Ci, (alcoxi C,-Ci)carbonilo, alcanoiloxi C,-C,, halégeno, hidroxi, carboxi,
ciano, trifluorometilo, nitro o (alquil C,-Cj)tio, en el que el dtomo de azufre estd
opcionalmente oxidado a un sulfoxido o sulfona,

estando cada grupo sustituyente de R' opcionalmente sustituido
independientemente con un grupo sustituyente seleccionado de metilo,
metoxi, halégeno, hidroxi, oxo, ciano ¢ amino;

R’ y R’ son cada uno independientemente alquilo Cy-Cy;

R*es CHy;

%

¢
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es un grupo imidazolilo, piridilo, indolilo, azaindolilo, diazaindolilo,
benzofuranilo, furanopiridinilc, furanopirimidinilo, benzotienilo, tienopiridinilo,
tienopirimidinilo, benzoxazolilo, oxazolopiridinilo, benzotiazolilo,
tiazolopiridinilo, bencimidazolilo, imidazolopiridinile, quinolinilo ©
isoquinolinilo, cada uno opcionalmente sustituido independientemente con uno a
tres grupos sustituyentes,

siendo cada grupo sustituyente de R® independientemente alquilo C,-C,
alquenilo C;-Cs, fenilo, alcoxi C,-Cs, metoxicarbonilo, aminocarbonilo, (alquil
C,-Cs)aminocarbonilo, di(alcuil C,-Cj)aminocarbonilo, heterociclilcarbonilo,
fluore, cloro, bromo, ciano, trifluorometilo o (alquil C,-Cs)tio, en el que el
4tomo de azufre estd opcionalmente oxidado a un sulféxido o sulfona,

estando cada grupo sustituyente de R® opcionalmente sustituido
independientemente con un grupo sustituyente seleccionado de metilo,
metoxi, fluoro, cloro, bromo o trifluorometilo; y

es alquilo C,-Cs, alquenilo C;-Cs, cicloalquilo C3-Cg, fenilo, cicloalquil C3-Ce-
alquilo C,-C;, fenil-alquilo C,-Cj, fenil-haloalquilo C,-Cs, cicloalquil C;-Cs-
alquenilo C;-C;, fenil-alquenilo C;-C;, cada uno opcionalmente sustituido
independientemente con uno a ties grupos sustituyentes,

siendo cada grupo sustituyente de RS independientemente alquilo C,-Cs,
alquenilo C,-C,, alquinilo C;-Cs, alcoxi C,-C;, aminocarbonilo, (alquil C;-
C;)aminocarbonilo, di(alquil C;-Cs)aminocarbonilo, halégeno, hidroxi, carboxi,
ciano, trifluorometilo, nitro o alquiltio C;-C,, en el que el atomo de azufre esta
opcionalmente oxidado a un sulféxido o sulfona,

o uno de sus tautémeros, profirmacos, solvatos o sales.

Otro aspecto més de la invencion incluye compuestos de Férmula (IB), en la que:

R! es tienilo, fenilo, naftilo, piridilo, cromanilo, dihidrobenzofuranilo o benzofuranilo,

cada uno opcionalmente sustituido independientemente con uno o dos grupos
sustituyentes,

siendo cada grupo sustituyente de R' independientemente metilo, etilo, metoxi,
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etoxi, fluorg, cloro, bromo, hidroxi, trifluorometilo o ciano;

R? y R’ son cada uno metilo;

R*es CH;;

RS

es un grupo piridilo, indolilo, azaindolilo, benzofuranilo, furanopiridinilo,
tienopiridinilo, benzoxazolilo, bencimidazolile, quinolinilo o isoquinolinilo, cada
uno opcionalmente sustituido independientemente con uno a tres grupos
sﬁsﬁtuyentes,

siendo cada grupo sustituyente de R’ independientemente metilo, fenilo,
metoxicarbonilo, aminocarbonilo, metilaminocarbenilo,
dimetilaminoaminocarbonilo, morfolinilcarbonilo, fluoro, cloro, bromo, ciano, o
trifluorometilo; y

es alquilo C,-Cs, cicloalquilo Cs-Cs, cicloalquil C;-Cg-metil- o bencilo, cada uno
opcionalmente sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de RS independientemente metilo, metoxi, fluoro,
cloro, bromo, ciano, trifluorometilo o hidroxi,

o uno de sus tautdmeros, profirmacos, solvatos o sales.

Otro aspecto mas de la invencién incluye compuestos de Férmula (IB), en la que:

Rl

es fenilo, dihidrobenzofuranilo o benzofuranilo, cada uno opcionalmente
sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R' independientemente alquilo C;-Cs,
alquenilo C;-C;, alquinilo C;-Cs, alcoxi Ci-Cs, alqueniloxi C,-Cs, alcanoilo C;-
C;, (alcoxi C,-Cs)carbonilo, alcanoiloxi C)-C;, halbégeno, hidroxi, carboxi,
ciano, frifluorometilo, nitro o alquiltio C,-Cs, en el que el atomo de azufre esta
opcionalmente oxidado a un sulféxido o sulfona; y

R? y R? son cada uno independientemente alquilo C;-Cs,

ol



o uno de sus tautomeros, profirmacos, solvatos o sales.

Los siguientes compuestos son representativos de la Férmula (IB) conforme a la

invencion:

Nombre del compuesto Estructura del compuesto

2-Ciclopropil4-(5-fluoro-2-metoxifenil)-
1-(1H-indol-2-il)-4-metilpentan-2-o0l

5-(5-Fluoro-2-metoxifenil)-3-(1 H-indol-2-
ilmetil)-2,5-dimetilhexan-3-ol

5-(5-Fluoro-2-metoxifenil)-3-(1 A-indol-2-
ilmeti})-5-metilhexan-3-ol

2-Ciclohexilmetil-1-(4,6-dimetilpiridin-2-
il)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol

2-Ciclohexilmetil-4-(5-fluoro-2-
metoxifenil)-1-(1 H-indol-2-i1)-4-
metilpentan-2-ol
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7-(5-Fluoro-2-metoxifenil)-5-(1 H-indol-2-
ilmetil)-7-metiloctan-5-ol

2-(Bencimidazol-2-ilmetil)-4-metil-4-
(pirrol-1-il)pentan-2-ol

1-(1H-Benzoimidazol-2-il)-2- o~ N-Q
ciclohexilmetil-4-(5-fluoro-2-metoxifenil)- ! N
4-metilpentan-2-ol OH }l{
F
-

N
5-(5-Fluoro-2-metoxifenil)-3- ? [’Q
(bencimidazol-2-ilmetil)-2,2,5- OH I‘IJ
trimetilhexan-3-ol H

F

4-(5-Fluoro-2-metoxifenil )-2-fluorometil-
1-(1H-indol-2-il)-4-metilpentan-2-ol

2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-
il)-1-(1A-indol-2-i1)-4-metilpentan-2-ol
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2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-
il)-1-(quinolin-4-il)-4-metilpentan-2-ol

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-
1-(6-ciano-4-metilindol-2-il)-4-
metilpentan-2-ol

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-
4-metil-1-(1 H-pirrolo[2,3-c]piridin-2-
il)pentan-2-ol

4-(5-Bromo-2,3-dihidrobenzofuran-7-il}-2-
ciclopropil-4-metil-1-(1 H-pirrolo[2,3-
¢]pinidin-2-il)pentan-2-ol

o uno de sus tautomeros, profirmacos, solvatos o sales.

Compuestos preferidos de Formula (IE) incluyen los siguientes:

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-1-(1 H-indol-2-il)-4-metilpentan-2-ol;

5-(5-Fluoro-2-metoxifenil)-3-(indol-2-tlmetil)-2,5-dimetilhexan-3-ol;

5-(5-Fluoro-2-metoxifenil)-3-(indol-2-ilmetil)-5-metilhexan-3-ol;

1-Ciclohexil-4-(5-fluoro-2-metoxifenil)-2-(indol-2-ilmetil)-4-metilpentan-2-ol;

5-(5-Fluoro-2-metoxifenil)-3-(bencimidazol-2-ilmetil)-2,2,5-trimetilhexan-3-ol;
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4-(5-Fluoro-2-metoxifenil)-2-fluorometil-1-(1 H-indol-2-il)-4-metilpentan-2-ol;
2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-il)-1-(1 H-indol-2-il)-4-metilpentan-2-ol;
2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-il)-1-(quinolin4-il)-4-metilpentan-2-ol;

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-1-(6-ciano-4-metilindol-2-il)-4-metilpentan-2-
ol;

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-4-metil-1-(1 H-pirrolo[2,3-¢]pindin-2-
il)pentan-2-ol; y

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-ciclopropil-4-metil-1-(1 H-pirrolo[2,3-
c]piridin-2-il)pentan-2-ol,

o uno de sus tautémeros, profarmacos, solvatos o sales.
Compuestos mas preferidos de Férmula (IB) incluyen:
2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-il)-1-(1 H-indol-2-il)4-metilpentan-2-ol; y

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-4-metil-1-(1 H-pirrolo[2,3-c]piridin-2-
il)pentan-2-ol;

o uno de sus tautdmeros, profarmacos, salvatos o sales.

La invencién proporciona ademds procedimientos para preparar un compuesto de
Férmula (IB). Un procedimiento para preparar un compuesto Férmula (IB)

R’ H
5
2 4R
1 6
R R (IB)

en la que R' es un grupo 2-metoxifenilo opcionalmente sustituido y R R, R4 R yR®
son como se definen antes, comprendiendo el procedimiento:



-81-

(a) hacer reaccionar un fenol opcionalmente sustituido de Férmula (XXII) con un
cloruro de acriloilo de Férmula (XIII) en presencia de una base adecuada, seguido
por ciclacion del éster intermedio por tratamiento con un Acido de Lewis
adecuado, formando una lactona de Férmula (XIV)

0
OH
0
0O
R )J\ Base R
R + 07 = i
& 2.~ 3 R’ R
R R
5 Xl A Xiv .

(b) hacer reaccionar la lactona de Férmula (XIV) con una amina adecuada HNR'R”’,
seguido por tratamiento del fenol intermedio con yoduro de metilo en presencia de
una base adecuada formando una amida de Férmula (XV)

0]
O 9 OMe R’
R
= R3 1. HNRR 3
2. Mel R"'

Base
10 p(\Y ;

(c) hacer reaccionar la amida de Férmula (XV) con un reactivo organometilico
adecuado R®M, en el que M es Li 0 MgX y X es Cl, Br o I, en un disolvente
adecuado formando una cetona de Formula (XVI)

OMe R OMe R
R"  ReM

RIII

15 XV XV :
(d) hacer reaccionar la cetona de Férmula (XVI) con un reactivo organometilico
adecuado R’R*M en el que M es Li o MgX y X es Cl, Br o I, en un disolvente

adecuado formando un compuesto de Férmula (IB)
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OMe R O © OMe R'yq RE
Re R5R4M RS
R R? —_— R L3RR
oM
X IB,R!= °
R!

Un segundo procedimiento iJara preparar un compuesto de Férmula (IB) comprende:
(a’) hacer reaccionar una amida de Formula (XVII) con un bromuro de vinil magnesio

5 que tiene R? y R? de Férmula (XVIII) en un disolvente adecuado, proporcionando
una enona de Formula (XIX)
R
o -MgBr
)CJ’\ R RR 0
Xvlil
b \
RO o N
CH,

XVII . XIX

(b>) hacer reaccionar la enona de Formula (XIX) con un reactivo de organocobre

10 adecuado generado a partir de un reactivo organometalico R'M, en el que MesLi

o MgX, y una sal de cobre CuX, en la que X es Cl, Br o I, en un disolvente
adecuado, formando una cetona de Formula (XX)

R3 0O R1— M Rz R3 o]
S 6 —_— 'IX)J\ 8
CuX
XIX XX

Y

15 (c") hacer reaccionar la cetona de Férmula (XX) con un reactivo organometilico
adecuado R5R4M, en el que M es Li 0 MgX, y X es Cl, Br o I, en un disolvente
adecuado, formando el compuesto de Férmula (IB)
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2 2 5
R R® —_— R R4-R
XX 1B

En otro aspecto de la invencidn, los ¢compuestos conforme a la invencién se formulan en
composiciones farmacéuticas que comprenden una cantidad eficaz, preferiblemente una
cantidad farmacéuticamente eficaz, de un compuesto conforme a la invencion o uno de
sus tautémeros, profirmacos, solvatos o sales, y un excipiente © vehiculo
farmacéuticamente aceptable.

La invencién también proporciona un procedimiento para modular la funcién del
receptor de glucocorticoides en un paciente, comprendiendo el procedimiento
administrar a un paciente una cantidad eficaz de un compuesto conforme a la invencién
o uno de sus tautémeros, profarmacos, solvatos o sales.

La invencién proporciona ademds un procedimiento para tratar un estado de enfermedad
o afeccion mediado por la funcién d=1 receptor de glucocorticoides en un paciente que
necesite dicho tratamiento, comprendiendo el procedimiento administrar al paciente una
cantidad eficaz de un compuesto farmacéuticamente aceptable conforme a la invencién
o uno de sus tautomeros, profirmacos, solvatos o sales.

Ademds, la invencion proporciona también un procedimiento para tratar un estado de
enfermedad o afeccién seleccionado de: diabetes tipo II, obesidad, enfermedades
cardiovasculares, hipertension, arteriosclerosis, enfermedades neuroldgicas, tumores
suprarrenales y pituitarios y glaucoma, en un paciente que necesita dicho tratamiento,
comprendiendo el procedimiento administrar al paciente una cantidad eficaz de un
compuesto farmacéuticamente aceptable conforme a la invencién o uno de sus
tautémeros, profarmacos, solvatos o sales.

La invencion proporciona un procedimiento para tratar una enfermedad caracterizada
por procesos inflamatorios, alérgicos o proliferativos, en un paciente que necesita dicho
tratamiento, comprendiendo el procedimiento administrar al paciente una cantidad
eficaz de un compuesto farmacéuticamente aceptable conforme a la invencién o uno de
sus tautdmeros, profarmacos, solvatios o sales. En una realizacién preferida de la
invencién, la enfermedad caracterizada por procesos inflamatorios, alérgicos o
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proliferativos se selecciona de: (i) enfermedades del pulmén; (ii) enfermedades
reumdticas o enfermedades autoinmunes o enfermedades de las articulaciones; (iii)
enfermedades alérgicas; (iv) enfermedades por vasculitis; (v) enfermedades
dermatoldgicas; (vi) enfermedades renales; (vii) enfermedades hepaticas; (viii)
enfermedades gastrointestinales; (ix) enfermedades proctoldgicas; (x) enfermedades
oculares; (xi) enfermedades del 4rea del oido, nariz y garganta (ORL); (xii)
enfermedades neurolégicas; (xiil) =nfermedades de la sangre; (xiv) enfermedades
tumorales; {(xv) enfermedades endocrinas; (xvi) enfermedades de trasplantes de érganos
y tejidos y de injerto contra huésped; (xvii) estados severos de shock; (xviii) tratamiento
de sustitucién; y (xix) dolor de génesis inflamatoria. En otra realizacion preferida de la
invencién, la enfermedad caracterizada por procesos inflamatorios, alérgicos o
proliferativos se selecciona de: diabetes tipo I, osteoartritis, sindrome de Guillain-Barre,
restenosis después de angioplastia coronaria percutanea transluminal, enfermedad de
Alzheimer, dolor agudo y crénico, aterosclerosis, lesion por reperfusion, enfermedades
de resorcion 6sea,. insuficiencia cardiaca congestiva, infarto de miocardio, lesién por
calor, lesién en varios érganos secundaria a un traumatismo, meningitis purulenta
aguda, enterocolitis necrotizante y sindromes asociados con hemodialisis, leucoféresis y
transfusién de granulocitos.

La invenci6n proporciona ademds procedimientos para tratar los estados de enfermedad
o trastornos citados antes, en un paciente que necesita dicho tratamiento,
comprendiendo los procedimientos administrar de forma secuencial o simultinea al
paciente: (a) una cantidad eficaz de un compuesto farmacéuticamente aceptable
conforme a la invencion o uno de sus tautémeros, profdrmacos, solvatos o sales; y (b)
un glucocorticoide farmacénticamentt: aceptable.

La invencién proporciona ademis un procedimiento de ensayo de la funcién del
receptor de glucocorticoides en una muestra, que comprende: (a) poner en contacto la
muestra con una cantidad seleccionada de un compuesto conforme a la invencién o uno
de sus tautémeros, profarmacos, solvatos o sales; y (b) detectar la cantidad de
compuesto conforme a la invencién o uno de sus tautémeros, profirmacos, solvatos o
sales unida a los receptores de glucocorticoides en la muestra. En una realizacién
preferida de la invencién, el compuesto conforme a la invencién o uno de sus
tautémeros, profarmacos, solvatos o sales estdi marcado con un marcador detectable
seleccionado de; un marcador radiactivo, un marcador fluorescente, un marcador
quimioluminiscente, un croméforo y un marcador de espin.
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La invenci6én también proporciona un procedimiento para visualizar la distribucién del
receptor de glucocorticoides en una muestra o paciente, comprendiendo el
procedimiento: (a) poner en contacto la muestra o administrar al paciente un compuesto
conforme a la invencién o uno de sus tautémeraos, profarmacos, solvatos o sales que
tenga un marcador detectable; (b) detectar la distribucién espacial y la cantidad del
compuesto conforme a la invencién o uno de sus tautdmeros, profarmacos, solvatos o
sales que tenga un marcador detectable unido a los receptores de glucocorticoides en la
muestra o paciente usando un medio de visualizacién para obtener una imagen; y (c)
presentar una imagen de la distribucidn espacial y la cantidad de compuesto conforme a
la invencion o uno de sus tautémeros, profirmacos, solvatos o sales que tienen un
marcador detectable unido a receptores de glucocorticoides en la muestra. En una
realizacion preferida de la invencion, el medio de visualizacion se selecciona de:
radioescintigrafia, imagen por resonancia magnética nuclear (MRI), tomografia
computerizada (barride por CT), o tomografia por emisién de positrones (PET).

La invencién también proporciona unp kit para la determinacién diagnéstica in vitro de la
funcién del receptor de glucocorticoides en una muestra, que comprende: (a) una
cantidad eficaz para el diagndstico d2 un compuesto conforme a la invencién o uno de
sus tautémeros, profarmacos, solvatos o sales; y (b) instrucciones para usar el kit de
diagnéstico.

Descripci6n detallada de la invencién

Definiciéin de los términos v convenios usados

Los términos no definidos de forma especifica en la presente memoria tendran los
significados que les daria un experto en la técnica a la vista de la descripcion y el
contexto. No obstante, tal y como se usa en la memoria descriptiva y en las
reivindicaciones adjuntas, a no ser que se indique de otro modo, los siguientes términos
tienen los significados indicados y se rigen por los siguientes convenios.

A. Términos y convenios de nomenclatura quimica

En los grupos, radicales ¢ restos definidos a continuacién, el mimero de itomos de
carbono se especifica con frecuencia después del grupo, por ejemplo, alquilo C-C)g se
refiere a un grupo alquilo o un radical que tiene 1 a 10 dtomos de carbono. El término
“inferior” aplicado a cualquier grupe que contenga carbonos se refiere a un grupo que
contiene de ! a 8 dtomos de carbono, segiin sea lo apropiado para el grupo (es decir, un
grupo ciclico debera tener al menos 3 atomos para formar un anillo). En general, para
grupos que comprenden dos o més subgrupos, el dltimo grupo nombrado es el punto de
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unién del radical, por ejemplo, “alquilarilo” se refiere a un radical monovalente de
férmula Alk-Ar-, mientras que “arilalquilo” se refiere a un radical monovalente de
formula Ar-Alk- (siendo Alk un grupo alquilo y Ar un grupo Arilo). Por otre lado, el
uso de un término que designe un radicel monovalente en el que un radical divalente es
apropiado se considerard que designa el radical divalente respectivo y vice versa. A no
ser que se especifique de otro modo, se presuponen las definiciones convencionales de
términos y valencias de dtomos estables y se consiguen en todas las férmulas y grupos.

Los términos “alquilo” o “grupo alquilo” se refieren a un radical monovalente
hidrocarbonado alifitico saturado de cadena ramificada o lineal. Este término se
ejemplifica por grupos tales como metilo, etilo, n-propilo, 1-metiletilo (isopropilo), n-
butilo, n-pentilo, 1,1-dimetiletilo (ferc-butilo) y similares. Puede abreviarse como
“Alk”.

Los términos “alquenilo” o “grupo alquenilo” se refieren a un radical monovalente
hidrocarbonado alifitico de cadena ramificada o lineal que contiene al menos un doble
enlace carbono-carbono. Este término se ejemplifica por grupos tales como etenilo,
propenilo, n-butenilo, isobutenilo, 3-metilbut-2-enilo, n-pentenilo, heptenilo, octenilo,
decenilo y similares.

Los términos “alquinilo” o “grupo alquinilo” se refieren a un radical monovalente
hidrocarbonado alifatico de cadena ramificada o lineal que contiene al menos un triple
enlace carbono-carbono. Este término se ejemplifica por grupos tales como etinilo,
propinilo, n-butinilo, 2-butinilo, 3-metilbutinilo, #-pentinilo, heptinilo, octinilo, decinilo
y similares.

Los términos “alquileno” o “grupo alquileno” se refieren a un radical divalente
hidrocarbonado alifatico saturado de cadena ramificada o lineal que tiene el nimero
especificado de dtomos de carbono. Este término se ejemplifica por grupos tales como
metileno, etileno, propileno, n-butileno y similares y puede representarse
alternativamente en la presente memoria como -(alquil)-.

Los términos “alquenileno” o “grupo alquenileno” se refieren a un radical divalente
hidrocarbonado alifitico de cadena ramificada o lineal que tiene el nimero especificado
de atomos de carbono y al menos un doble enlace carbono-carbono. Este término se
ejemplifica por grupos tales como etenileno, propenileno, n-butenileno y similares, y se
puede representar de forma alternativa y equivalente como -(alquilenil)-.
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Los términos “‘alquinileno” o “grupo alquinileno” se refieren a un radical divalente
hidrocarbonado alifitico de cadena ramificada o lineal que tiene el nimero especificado
de &tomos de carbono y al menos un triple enlace carbono-carbono. Este término se
ejemplifica por grupos tales como etinileno, propinileno, n-butinileno, 2-butinileno, 3-
metilbutinileno, n-pentinileno, heptinileno, octinileno, decinileno y similares, y puede
representarse de forma alternativa y equivalente como -(alquinil)-.

Los términos “alcoxi” o “grupo alcoxi” se refieren a un radical monovalente de férmula
AlkO-, en Ja que Alk es un grupo alquilo. Este término se ejemplifica por grupos tales
como metoxi, etoxi, propoxi, isopropoxi, butoxi, sec-butoxi, ferc-butoxi, pentoxi y
sitilares.

Los términos “ariloxi”, “grupo ariloxi”, se refieren a un radical monovalente de
formula ArO-, en la que Ar es arilo. Este término se ejemplifica por grupos tales como
fenoxi, naftoxi y similares.

Los términos “alquilcarbonilo”, “grupos alquilcarbonilo”, “alcanocilo™ o “grupos
alcanoilo” se refieren a un radical mcnovalente de formula AlkC(O)-, en la que Alk es
alquilo o hidrégeno.

”» 113

Los términos “arilcarbonilo”,

grupo arilcarbonilo”, “aroilo” o “grupo aroilo” se
refieren a un radical monovalente de frmula ArC(O)-, en la que Ar es arilo.

Los términos “acilo” o “grupo acilo” se refieren a un radical monovalente de férmula
RC(0)-, en la que R es un sustituyente seleccionado de hidrégeno o un sustituyente
organico. Sustituyentes ejemplo incluyen alquilo, arilo, arilalquilo, cicloalquilo,
heterociclilo, heteroarilo, heteroarilalquilo y similares. Como tales, los términos
comprenden grupos alquilcarbonilo y grupos arilcarbonilo.

Los términos “acilamino” o “grupo acilamino” se refieren a un radical monovalente de
formula RC(O)N(R)-, en la que cada R es un sustituyente seleccionado de hidrégeno o
un grupo sustituyente.

Los términos “alcoxicarbonilo” o *“grupo alcoxicarbonilo” se refieren a un radical
monovalente de formula AlkQ-C(O)-, en la que Alk es alquilo. Grupos alcoxicarbonilo
ejemplo incluyen metoxicarbonilo, etoxxicarbonilo, terc-butiloxicarbonilo y similares.
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Los términos “alquilaminocarboniloxi” o “grupo alquilaminocarboniloxi” se refieren a
un radical monovalente de férmula R;NC(O)O-, en la que cada R es
independientemente hidrogeno o alquilo inferior.

El término “alcoxicarbonilamino™ o “grupo alcoxicarbonilamino™ se refiere a un radical
monovalente de formula ROC(O)NH-, en la que R es alquilo inferior.

Los términos “alquilcarbonilamino™ o “grupo alquilcarbonilamino™ o “alcanoilamino” o
“grupos alcanoilamino” se refieren a un radical monovalente de férmula AIkC(O)NH-,
en la que Alk es alquilo. Grupos alquilcarbonilamino ejemplo incluyen acetamido
(CH3C(O)NH-).

Los términos “alquilaminocarboniloxi” o “grupo alquilaminocarboniloxi” se refieren a
un radical monovalente de férmula AIkNHC(O)O-, en la que Alk es alquilo.

Los términos “amino” o “grupo amino” se refieren a un grupo -NH;.

Los términos “alquilamino” o “grupo alquilamino” se refieren a un radical monovalente
de formula (Alk)NH-, en la que Alk es alquilo. Grupos alquilamino ejemplo incluyen
metilamino, etilamino, propilamino, butilamino, ferc-butilamino y similares.

Los términos “dialquilamino” o “grupo dialquilamino” se refieren a un radical
monovalente de férmula (Alk)(AIKIN-, en la que cada es independientemente alquilo.
Grupos dialquilamino ejemplo incluyen dimetilamino, metiletilamino, dietilamino,
dipropilamino, etilpropilamino y similares, '

Los términos “amino sustituido™ o “grupo amino sustituido” se refieren a un radical
monovalente de formula -NR;, en la que cada R independientemente es un sustituyente
seleccionado de hidrégeno o los sustituyentes especificados (pero ambos R no pueden
ser hidrogeno). Sustituyentes ejemplo incluyen alquilo, alcanoilo, arilo, arilalquilo,
cicloalquilo, heterociclilo, heteroarilo, heteroarilalquilo y similares.

Los términos *alcoxicarbonilamino™ o “grupo alcoxicarbonilamino” se refieren a un
radical monovalente de formula AlkOC(O)NH-, en la que Alk es alquilo.

Los términos “ureido” o “grupo ureido™ se refieren a un radical monovalente de formula
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R;NC(O)NH-, en la que cada R es independientemente hidrégeno o alquilo.

Los términos “halégeno” o “grupo halégeno” se refieren a un grupo fluoro, cloro,
bromeo o ygdo.

El término “halo” se refiere a que uno o méds atomos de hidrogeno del grupo estan
reemplazados con grupos haldgeno.

Los términos “haloalquilo” o “grupc haloalquilo™ se refieren a un radical monovalente
hidrocarbonado alifitico saturado de cadena ramificada o lineal, en el que uno o mas
atomos de hidrogeno del mismo estéin cada uno independientemente reemplazados con
dtomos de halégeno. Este término se ejemplifica por grupos tales como clorometilo,
1,2-dibromoetilo, 1,1,1-trifluoropropilo, 2-yodobutilo, 1-cloro-2-bromo-3-fluoropentilo
y similares.

Los términos “sulfanilo”, “grupo sulfanilo”, “tioéter” o “grupo tioéter” se refieren a un
radical divalente de férmula -S-.

Los términos “alquiltio” o “grupo alquiltio” se refieren a un radical monovalente de
formula AlkS-, en la que Alk es alquilo. Grupos ejemplo incluyen metiltio, etiltio, n-
propiltio, isopropiltio, n-butiltio y similares.

Los términos “sulfonilo” o “grupo sulfonilo” se refieren a un radical divalente de
formula -SO;-.

Los términos “sulfonilamino” o “grupo sulfonilamino™ se refieren a un radical divalente
de formula -SO2NR-, en la que R es un hidrégeno o un grupo sustituyente.

Los términos “aminosulfonilo”™ o “grupo aminosulfonilo” se refieren a un radical
monovalente de formula NR2SO;-, en la que cada R es independientemente hidrégeno o
un grupo sustituyente.

Los términos *“carbociclo™ o “grupo carbociclico™ se refieren a un radical monovalente o
divalente monociclico o policiclico de 3 a 15 miembros alifitico estable formado
unicamente por atomos de carbono e hidrégeno que puede comprender uno o més
anillos condensados o con puentz, preferiblemente un anillo monociclico de 5 a 7
miembros o biciclico de 7 a 10 miembros. A no ser que se indique de otro modo, el
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carbociclo puede estar unido en cualquier atomo de carbono que origine una estructura
estable y , si estd sustituido, puede estar sustituido en cualquier atomo de carbono
adecuado que origine una estructura estable. El término comprende cicloalquilo
(incluyendo espirocicloalquilo), cicloalquileno, cicloalquenilo, cicloalquenileno,
cicloalquinilo y cicloalquinileno y similares.

Los términos “cicloalquilo” o grupo “‘cicloalquilo” se refieren a un radical monovalente
monociclico o policiclico de 3 a 15 miembros alifitico saturado estable formado
inicamente por atomos de carbono e hidrégeno que puede comprender uno o més
anillos condensados o con puente, preferiblemente un anillo monociclico de 5 a 7
miembros o biciclico de 7 a 10 miembros. A no ser que se indique de otro modo, el
anillo cicloalquilo puede estar unido en cualquier atomo de carbono que origine una
estructura estable y, si estd sustituido, puede estar sustituido en cualquier atomo de
carbono adecuado que origine una estructura estable. Grupos cicloalquilo ejemplo
incluyen ciclopropilo, ciclobutilo, ciclopentilo, ciclohexilo, cicloheptilo, ciclooctilo,
ciclononilo, ciclodecilo, norbornanilo, adamantilo, tetrahidronaftilo (tetralina), 1-
decalinilo, biciclo[2.2.2]actanilo, 1-metilciclopropilo, 2-metilciclopentilo, 2-
metilciclooctilo y similares.

Los términos “cicloalquenilo” o “grupo cicloalquenilo” se refieren a un radical
monovalente monociclico o policiclico de 3 a 15 miembros alifitico estable que tiene al
menos un doble enlace carbono-carbono y estd formado inicamente de atomos de
carbono e hidrégeno que puede comprender uno o mds anillos condensados o con
puente, preferiblemente un anillo monociclico de 5 a 7 miembros o biciclico de 7 a 10
miembros. A no ser que se indique de otro modo, el anillo cicloalquenilo puede estar
unido en cualquier dtomo de carbono que origine una estructura estable y, si estd
sustituido, puede estar sustituido en cualquier dtomo de carbono que origine una
estructura estable. Grupos cicloalquenilo estables incluyen ciclopentenilo,
ciclohexenilo, cicloheptenilo, ciclooctenilo, ciclononenilo, ciclodecenilo, norbornenilo,
2-metilciclopentenilo, 2-metilcicloocienilo y similares,

Los términos “cicloalquinilo” o “grupo cicloalquinilo” se refieren a un radical
monovalente monociclico o policiclico de 8 a 15 miembros aliféitico estable que tiene al
menos un triple enlace carbono-carbono y estd formado unicamente de atomos de
carbono e hidrégeno que puede comprender uno o mds anillos condensados o con
puente, preferiblemente un anillo monociclico de 8 a 10 miembros o biciclico de 12 a 15
miembros. A no ser que se indique lo contrario, el anillo cicloalquinilo puede estar
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sustituido en cualquier 4tomo de carbono que origine una estructura estable y, si esta
sustituido, puede estar sustituido en cualquier atomo de carbono que origine una
estructura estable. Grupos cicloalquinilo ejemplo incluyen ciclooctinilo, ciclononinilo,
ciclodecinilo, 2-metilciclooctinilo y similares.

Los términos *‘cicloalquileno” o “grupo cicloalquileno” se refieren a un radical

divalente monociclico o policiclico de 3 a 15 miembros alifatico saturado estable

formado (nicamente de dtomos de carbono e hidrégeno que puede comprender uno o
mads anillos condensados o con puente, preferiblemente un anillo monociclico de 5a 7
miembros o biciclico de 7 a 10 miembros. A no ser que se indique lo contrario, el anillo
cicloalquilo puede estar unido en cualquier atomo de carbono que origine una estructura
estable y, si esti sustituido, puede estar sustituido en cualquier 4tomo de carbono que
origine una estructura estable. Grupos cicloalquileno estables incluyen ciclopentileno y
similares.

Los términos “cicloalquenileno™ o “grupo cicloalquenileno” se refieren a un radical
divalente monociclico o policiclice de 5 a 15 miembros alifatico estable que tiene al
menos un doble enlace carbono-carbono y estd formado tnicamente de atomos de
carbono e hidrogeno que puede comprender uno o mas anillos condensados o con
puente, preferiblemente, un anillo monociclico de 5 a 7 miembros o biciclico de 7 a 10
miembros. A no ser que se indique de otro modo, el anillo cicloalquenileno puede estar
unido en cualquier dtomo de carbono que origine una estructura estable y, si esta
sustituido, puede estar sustituido en cualquier dtomo de carbono que origine una
estructura estable. Grupos cicloalquenileno ejemplo incluyen ciclopentenileno,
ciclohexenileno, cicloheptenileno, ciclooctenileno, ciclononenileno, ciclodecenileno,
norbornenileno, 2-metilciclopentenileno, 2-metilciclooctenileno y similares.

Los términos “cicloalquinileno” o “grupo cicloalquinileno” se refiere a un radical
divalente monociclico o policiclico de 8 a 15 miembros alifatico estable que tiene al
menos un triple enlace carbono-carbono y estd formado dnicamente de itomos de
carbono e hidrogeno que puede comprender uno o més anillos condensados o con
puente, preferiblemente un anillo monociclico de 8 a 10 miembros o biciclico de 12 a 15
miembros. A no ser que se indique de otro modo, el anillo cicloalquinileno puede estar
unido en cualquier atomo de cartono que origine una estructura estable y, si esth
sustituido, puede estar sustituido en cualquier itomo de carbono que origine una
estructura estable. Grupos cicloalqu{nileno estables incluyen ciclooctinileno,
ciclononinileno, ciclodecinileno, 2-metilciclooctinilenc y similares.
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Los términos “arilo” o “grupo arilo” se refieren a un radical monovalente o divalente
carbociclico aromdtico de 6 a 14 dtomos de carbono que tiene un anillo sencillo (por
ejemplo, fenilo o fenileno) o varios anillos condensados (por ejemplo, naftilo o
antranilo). A no ser que se indique de otro modo, el anillo arilo puede estar unido en
cualquier 4tomo de carbono adecuado que origine una estructura estable y, si estd
sustituido, puede estar sustituido en cualquier dtomo de carbono que origine una
estructura estable. Grupos arilo ejemplo incluyen fenilo, naftilo, antrilo, fenantrilo,
indanilo, indenilo, bifenilo y similares. Puede abreviarse como “Ar”.

Los términos “heteroarilo” o “grupo heteroarilo” se refieren a un radical monovalente o
divalente monociclico o policiclico de 5 a 14 miembros aromitico estable que puede
comprender uno o mas anillos condensados o con puente, preferiblemente un radical
monociclico de 5 a 7 miembros o biciclico de 7 a 10 miembros, que tiene de uno a
cuatro heterodtomos en el anillo o anillos, seleccionados independientemente de
nitcégeno, oxigeno y azufre, pudiendo estar cualquier heterodtomo azufre
opcionalmente oxidado y pudiendo estar cualquier heterodtomo nitrogeno
opcionalmente oxidado o cuaternarizado. A no ser que se indique de otro modo, el
anillo heteroarilo puede estar unido en cualquier heteroitomo o dtomo de carbono
adecuado que origine una estructura estable y, si estd sustituido, puede estar sustituido
en cualquier heteroitomo o atomo de carbono que origine una estructura estable.
Heteroarilos ejemplo y preferidos furanilo, tienilo, pirrolilo, oxazolilo, tiazolilo,
imidazolilo, pirazolilo, isoxazolilo, isofiazolilo, oxadiazolilo, triazolilo, tetrazolilo,
tiadiazolilo, piridinilo, piridazinilo, pirimidinilo, pirazinilo, triazinilo, indolizinilo,
azaindolizinilo, indolilo, azaindolilo, diazaindolilo, dihidroindolilo, dihidroazaindolilo,
isoindolilo, azaisoindolilo, benzofuranilo, furanopiridinilo, furanopirimidinilo,
furanopirazinilo, furanopiridazinilo, dihidrobenzofuranilo, dihidrofuranopiridinilo,

dihidrofuranopirimidinilo, benzodioxolanilo, benzotienilo, tienopiridinilo,
tienopirimidinilo, tienopirazinila, tienopiridazinilo, dihidrobenzotienilo,
dihidrotienopiridinilo, dihidrotienopirimidinilo, indazolilo, azaindazolilo,

diazaindazolilo, bencimidazolilo, imidazopiridinilo, benzotiazolilo, tiazolopiridinilo,
tiazolopirimidinilo, benzoxazolilo, oxazolopiridinilo, oxazolopirimidinilo,
benzoisoxazolilo, purinilo, cromanilo, azacromanilo, quinolizinilo, quinolinilo,
dihidroquinolinilo, tetrahidroquinolinilo,  isoquinolinilo,  dihidroisoquinolinilo,
tetrahidroisoquinolinilo, cinolinilo, azacinolinilo, ftalazinilo, azaftalazinilo,
quinazolinilo, azaquinazolinilo, quinoxalinilo, azaquinoxalinilo, naftindinilo,
dihidronaftiridinilo, tetrahidronaftiridinilo, pteridinilo, c¢arbazolilo, acridinilo,
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fenazinilo, fenotiazinilo y fenoxazinilo y similares.

Los términos “heterociclo”, “grupo heterociclo”, “heterociclilo” o “grupo heterociclilo”
se refieren a un anillo monovalente o divalente, monociclico o policiclico de 5 a 14
miembros no aromatico estable, que puede comprender uno o mas anillos condenados o
con puente, preferiblemente, un aniilo monociclico de 5 a 7 miembros o biciclico de 7 a
10 miembros, que tiene de uno a tres heteroitomos en el anillo, seleccionados
independientemente de nitrégeno, oxigeno y azufre, pudiendo estar cualquier
heterodtomo azufre opcionalmente oxidado y pudiendo estar cualquier heterodtomo
nitrégeno opcionalmente oxidado o cuaternarizado. A no ser que se indique de otro
modo, el anillo heterociclilo puede estar unido en cualquier heterodtomo o dtomo de
carbono adecuado que origine una estructura estable y, si esti sustituido, puede estar
sustituido en cualquier heterodtomo o 4tomo de carbono adecuado que origine una
estructura estable. Heterociclos ejemplo y preferidos incluyen pirrolinilo, pirrolidinilo,
pirazolinilo, pirazolidinilo, piperidinilo, morfolinilo, tiomorfolinilo, piperazinilo,
tetrahidropiranilo, tetrahidrotiopirenilo, tetrahidrofuranilo, hexahidropirimidinilo,
hexahidropiridazinilo y similares.

La expresién “compuestos de formula (I)” y las expresiones equivalentes incluirin
cualquiera ¢ ambos compuestos de Formula (IA) y compuestos de Férmula (IB) cuando
el contexto lo permita.

El término “compuestos de la invencién” y expresiones equivalentes incluirdn
compuestos de Formula (I) como se ha descrito en la presente memoria, incluyendo sus
tautomeros, los profirmacos, las sales, en particular las sales farmacéuticamente
aceptables y los solvatos e hidratos de los mismos, cuando el contexto asi lo permita. En
general y de forma preferida, se sobreentiende que los compuestos de la invencién y las
férmulas que designan los compuestos de la invencion incluyen solo compuestos
estables de los mismos y excluyen compuestos inestables, incluso si pudiera
considerarse un compuesto inestable que esté literalmente incluido por la formula del
compuesto. De igual forma, las referencias a intermedios, estén o no reivindicados
explicitamente, se refiere a la inclusion de sus sales y solvatos, cuando el contexto asi lo
permita. Por motivos de claridad, aigunas veces se indican en este texto gjemplos
particulares cuando el contexto asi lo permita, pero estos casos son meramente
ilustrativos y no se deben excluir otros casos cuando el contexto lo permita.

Los términos “opcional” u “opcionalmente” se refieren a que el suceso o circunstancias
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descritas seguidamente pueden ocwrrir o no, y que la descripcidn incluye casos en los
que el suceso ocurre y casos en los que no ocurre. Por ejemplo, “arilo opcionalmente
sustituido” significa que el radical arilo puede o no estar sustituido y que la descripcion
incluye tanto los radicales arilo sustituidos como los radicales arilo que no estdn
sustituidos.

Los términos “compuesto estable” o “estructura estable” se refieren a un compuesto que
es suficientemente robusto para superar ¢l aislamiento hasta un grado util de pureza a
partir de una mezcla de reaccion y la formulacién en un agente terapéutico o de
diagnostico eficaz. Por ejemplo, un compuesto que tenga una ‘“valencia libre” o es un
carbanidn no es un compuesto contemplado por 1a invencion,

El término “sustituido™ se refiere a que uno o mas hidrégenos cualesquiera en un dtomo
de un grupo o resto, esté o no designado de forma especifica, estd reemplazado con una
seleccion del grupo indicado de sustituyentes, con la condicién de que no se supere la
valencia normal del itomo y que la sustitucién origine un compuesto estable. Si un
enlace a un sustituyente se muestra cruzando el enlace que conecta dos dtomos en un
anillo, entonces dicho sustituyente puede estar unido en cualquier 4&tomo del anillo.
Cuando un sustituyente se preseata sin indicar el atomo mediante el cual dicho
sustituyente esta unido al resto del compuesto, entonces dicho sustituyente puede estar
unido a través de cualquier atomo de dicho sustituyente. Por ejemplo, cuando un
sustituyente es piperazinilo, piperidinilo o tetrazolilo, a no ser que se indique de otro
modo, dicho grupo piperazinilo, piperidinilo o tetrazolilo puede estar unido al resto del
compuesto de la invencién a través de cualquier dtomo en dicho grupo piperazinilo,
piperidinilo o tetrazolilo. Por lo general, cuando cualquier sustituyente o grupo aparece
mas de una vez en cualquier sustituyente o compuesto, su definicién en cada caso es
independiente de su definicién en cada uno de los otros casos. Asi, por ejemplo, si se
muestra que un grupo estd sustituido con 0 a 2 R°, entonces dicho grupo esta
opcionalmente sustituido con hasta dos grupos R® y R® en cada caso se selecciona
independientemente de la lista definida de posibles R’. No obstante, dichas
combinaciones de sustituyentes y/o variables, son posibles solo si dichas combinaciones
originan compuestos estables.

En una realizacion especifica, €l término “aproximadamente™ significa entorno al 20%,
preferiblemente 10% y mas preferiblemente 5% de un valor o intervalo dado.

El rendimiento de cada una de las reacciones descritas en la presente memoria esta
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expresado como porcentaje del rendimiento tedrico.

B. Términos y convenios para sal, profarmaco, derivado y solvato

Los términos “profirmaco” o “derivado profirmaco” se refieren a un derivado o
vehiculo unido covalentemente del compuesto principal o sustancia farmacolégica
activa que sufre al menos una biotransformacién antes de mostrar sus efectos
farmacolégicos. En general, tales profirmacos tienen grupos metabdlicamente labiles y
se transforman rdpidamente in vivo proporcionando el compuesto principal, por
ejemplo, por hidrélisis en la sangre y, por lo general, incluyen anilogos ésteres y amida
de los compuestos principales. Los profarmacos se formulan con el objeto de mejorar la
estabilidad quimica, mejorar la aceptacion y cumplimiento terapéutico del paciente,
mejorar la biodisponibilidad, duracién prolongada de la accion, mejorar la selectividad
por un 6rgano, mejorar la formulacion (por ejemplo, mayor solubilidad en agua) y/o
reducir los efectos secundarios (por ejemplo, toxicidad). En general, los propios
profirmacos tienen una actividad biolégica débil o nula y son estables en condiciones
normales. Los profirmacos se pueden preparar ficilmente a partir de los compuestos
principales usando procedimientos conocidos en la técnica, tales como los descritos en
A Textbook of Drug Design and Development, Krogsgaard-Larsen and H. Bundgaard
(eds.), Gordon & Breach, 1991, en particular, el capitulo 5: “Design and Applications of
Prodrugs™; Design of Prodrugs, H. Bundgaard (ed.), Elsevier, 1985; Prodrugs: Topical
and Ocular Drug Deliverv. K.B. Sloan (ed.), Marcel Dekker, 1998; Methods in
Enzymology, K. Widder ef al. (eds.), Vol. 42, Academic Press, 1985, en particular, las
péaginas 309-396; Burger’s Medicinal Chemistry and Drug Discovery, 5° Ed., M. Wolff
(ed.), John Wiley & Sons, 1995, en particular el Vol. 1 y las paginas 172-178 y las
paginas 949-982; Pro-Drugs as Novel Deliverv Systems, T. Higuchi and V. Stella
(eds.), Am. Chem. Soc., 1975; Bioreversible Carriers in Drug Design, E.B. Roche (ed.),

Elsevier, 1987, cada una de las cuales se incorpora en la presente memoria como

referencia en su totalidad.

El término “profdrmaco farmacéuticamente aceptable” tal y como se usa en la presente
memoria, se refiere a un profairmaco de un compuesto de la invencién que, dentro del
alcance del criterio médico, es adecuado para usar en contacto con los tejidos de seres
humanos y animales inferiores sin una toxicidad, irradiacion, respuesta alérgica y
respuestas similares indeseadas, proporcional con una relacion beneficio/riesgo
razonable y es eficaz para su uso deseado, asi como las formas hibridas, cuando son
posibles.
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El término *'sal” se refiere a una forma iénica del compuesto principal o el producto de
la reaccién entre el compuesto principal con un dcido o base adecuado para preparar la
sal de acido o sal de base del compuesto principal. Las sales de los compuestos de la
presente invencidn se pueden sintetizar a partir de los compuestos principales que
contienen un resto basico o icido por métodos quimicos convencionales. Por lo general,
las sales se preparan haciendo reaccionar el compuesto principal base libre o acido libre
con cantidades estequiométricas o con un exceso del acido o base inorganico u orgénico
formador de la sal deseado, en un disolvente adecuado o en diversas combinaciones de

disolventes.

El término “sal farmacéuticamente aceptable” se refiere a una sal de un compuesto de la
invencién que, dentro del alcance del criterio médico habitual, es adecudda para usar en
contacto con tejidos de seres humanos y animales inferiores sin una toxicidad,
irritacion, respuesta alérgica o respuesta indeseada similar, proporcional a una relacién
beneficio/riesgo razonable, por lo general soluble o dispersable en agua o aceite, y
eficaz para su uso deseado. El término incluye sales de adicidn de acidos
farmacéuticamente aceptables y sales de adicion de bases farmacéuticamente
aceptables. Como los compuestos de la presente invenci6n son utiles tanto en forma de
base libre como de sal, en la prictica, el uso de la forma de sal equivale al uso de la
forma de base. Por ejemplo, en S.M. Birge et al., J. Pharm. Sci., 1977, 66, pags. 1-19,
que se incorpora en la presente memoria como referencia en su totalidad, se encuentran
listas de sales adecuadas.

El término “sal de adicién de acidos farmacéuticamente aceptable™ se refiere a las sales
que mantienen la eficacia y propiedades biolégicas de las bases libres y que no son
biolégicamente o de cualquier otro modo indeseables, formadas con 4cidos inorganicos
tales como 4cido clorhidrico, Acido bromhidrico, dcido yodhidrico, acido sulfiirico,
cido sulfamico, dcido nitrico, 4cido fosforico y similares, y &cidos organicos tales
como 4cido acético, icido tricloroacético, cido tribromoacético, dcido adipico, 4cido
alginico, acido ascdrbico, dcido aspértico, acido bencenosulfénico, acido benzoico,
icido 2-acetoxibenzoico, acido tutirico, dcido canforico, acido canfosulfénico, dcido
cinamico, 4cido citrico, acido diglucénico, dcido etanosulfonico, acido glutamico, acido
glicdlico, 4cido glicerofosférico, dcido hemisulfico, acido heptanoico, dcido hexanoico,
acido férmico, 4cido fumarico, 4zido 2-hidroxietanosulfénico (:icido isetidnico), acido
lactico, écido maleico, acido hidroximaleico, acido malico, 4cido malénico, acido
mandélico, dcido mesitilenosulfénico, 4cido metanosulfonico, acido naftalenosulfénico,
acido nicotinico, dcido 2-naftalenosulfénico, acido oxélico, acido pamoico, acido
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pectinico, acido fenilacético, dcido 3-fenilpropiénico, acido picrico, acido pivalico,
dcido propanoico, acido pinivico, acido salicilico, acido estedrico, dcido succinico,
dcido sulfamico, 4cido tartarico, acido p-toluensulfénico, acido undecanoico y similares.

El término “sal de adicién de bases farmacéuticamente aceptable” se refiere a las sales
que mantienen la eficacia y propiedades biologicas de los acidos libres y que no son
biologicamente o de cualquier otr> modo indeseables, formadas con bases inorgénicas
tales como amoniaco o hidréxido, carbonato, o bicarbonato de amonio o un cation
metalico tal como sodio, potasio, litio, calcio, magnesio, hierro, cinc, cobre, manganeso,
aluminio y similares. Son particularmente preferidas las sales de amonio, potasio, sodio,
calcio y magnesio. Las sales derivadas de bases no tdxicas organicas farmacéuticamente
aceptables incluyen sales de aminas primarias, secundarias y terciarias, compuestos de
amina cuaternarios, aminas sustituidas incluyendo las aminas sustituidas naturales,
aminas ciclicas y resinas de intercambio idnico basicas tales como metilamina,
dimetilamina, trimetilamina, etilamina, dietilamina, frietilamina, isopropilamina,
tripropilamina, ftributilamina, etanolamina, dietanolamina, 2-dimetilaminoetanol, 2-
dietilaminoetanol, diciclohexilamina, lisina, arginina, histidina, cafeina, hidrabamina,
colina, betaina, etilenodiamina, glucosamina, metilglucamina, teobromina, purinas,
piperazina, piperidina, N-etilpiperidina, compuestos de tetrametilamonio, compuestos
de tetractilamonio, piridina, N,N-dimetilanilina, N-metilpiperidina, N-metilmorfolina,
diciclohexilamina, dibencilamina, N,N-dibencilfenetilamina, 1-efenamina, N,N’-
dibenciletilendiamina, resinas de poliaminas y similares. Las bases no téxicas organicas
particularmente preferidas son isopropilamina, dietilamina, etanolamina, trimetilamina,
diciclohexilamina, colina y cafeina.

El término “solvato” se refiere a una asociacidn fisica de un compuesto con una o mas
moléculas de disolvente o un complejo de estequiometria variable formado por un
soluto (por ejemplo, un compuesto de Férmula (1)) y un disolvente, por ejemplo, agua,
etanol o acido acético. Esta asociacion fisica puede implicar diversos grados de unién
ionica o covalente, incluyendo el ¢nlace de hidrogeno. En ciertos casos, el solvato podra
aislarse, por e¢jemplo, cuando una o mas moléculas de disolvente estén incorporadas en
la red cristalina del sélido cristalino. En general, los disolventes seleccionados no
interfieren con la actividad biolégica del soluto. Los solvatos incluyen tanto solvatos en
fase en solucion como los aislables. Solvatos representativos incluyen hidratos,
etanolatos, metanolatos y similares.

El término “hidrato” se refiere a un solvato en el que la(s) molécula(s) de disolvente

.S"{Q
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es/son H;0.

Los compuestos de la presente invencion tal y como se describen a continuacién
incluyen la base libre o su 4cido, sus sales, solvatos y profirmacos y pueden incluir
atomos de azufre oxidados o atomos de nitrégeno cuaternarizados en su estructura,
aunque no se exponga o muestra de forma explicita, en particular las formas
farmacéuticamente aceptables de los mismos. Se desea que tales formas, en particular,
las formas farmacéuticamente aceptables, estén incluidas en las reivindicaciones
adjuntas.

C. Términos y convenios para los isdmeros

El término “isémeros” se refiere & compuestos que tienen €l mismo nimero y tipo de
atomos y, por ello, el mismo peso molecular, pero se diferencian con respecto a la
disposicion o configuracion de los dtomos en el espacio. El término incluye
estereoisdmeros e isdmeros geoméiricos.

Los términos “estereoisomero” o “isémero dptico” se refieren a un isémero estable que
tiene al menos un dtomo quiral o rotacidn restringida que da lugar a planos de asimetria
perpendiculares (por ejemplo, ciertos bifenilos, alenos y espirocompuestos) y pueden
rotar la luz polarizada en el plano. Debido a que existen centros asimétricos y otras
estructuras quimicas en los compuestos de la invencién que pueden dar lugar a
estereoisomeria, Jla invencién contempla los estereoisémeros y sus mezclas. Los
compuestos de la invencién y sus sales incluyen atomos de carbono asimétricos y por
tanto, pueden existir como estereoisémeros individuales, racematos y mezclas de
enantiomeros y diastereoisémeros. De forma tipica, tales compuestos se prepararan
como una mezcla racémica. No obstante, si se desea, tales compuestos se pueden
preparar o aislar como estereoisomeros puros, es decir, como enantidmeros o
diastereoisémeros individuales o zomo mezclas enrriquecidas en un estereoisémero.
Como se describe mas adelante con mas detalle, los estereoisomeros individuales de
compuestos se preparan por sintesis a partir de materiales de partida 6pticamente activos
que contienen los centros quirales deseados o preparando mezclas de productos
enantioméricos seguido por separacion o resolucién, tal como conversion en una mezcla
de diastereoisomeros seguida por separacién o recristalizacion, técnicas
cromatogrificas, uso de agentes Jde resolucion quirales o separacién directa de los
enantiomeros en columnas cromatogrificas quirales. Los materiales de partida de
estereoquimica particular estin disponibles de forma comercial o se preparan por
procedimientos descritos a continnaciéon y se resuelven por procedimientos bien
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conocidos en la técnica.

El término “enantiémeros” se refiere a una pareja de estereoisdmeros que son imagenes
especulares no superponibles entre si..

Los términos “diastereoisémeros” o “‘diastereémeros™ se refieren a isdmeros opticos que
no son imédgenes especulares entre si.

Los términos “mezcla racémica” o “racemato” se refieren a una mezcla que contiene
partes iguales de los enantidmeros individuales.

El término “mezcla no racémica” se refiere a una mezcla que contiene partes desiguales
de los enantiémeros individuales.

El término “isébmero geométrico” se refiere a un isdbmero estable que se origina de una
libertad restringida de rotacién alr:dedor de dobles enlaces (por ejemplo, cis-2-buteno y
trans-2-buteno) o en una estructura ciclica (por ejemplo, cis-1,3-diclorociclobutano y
trans-1,3-diclorociclobutanc). Debido a que en los compuestos de la invencién pueden
estar presentes dobles enlaces carbono-carbono (olefinicos), dobles enlaces C=N,
estructuras ciclicas y similares, la invencién contempla cada una de los diversos
isémeros geométricos estables y sus mezclas resultantes de la disposicién de
sustituyentes alrededor de estos dobles enlaces y en estas estructuras ciclicas. Los
sustituyentes y los isdmeros se designan usando el convenio cis/trans o usando el
sistema E o Z, en el que el término “E” se refiere a sustituyentes de orden mayor en
lados opuestos del doble enlace v el término “Z” se refiere a sustituyentes de orden
mayor en el mismo lado del doble enlace. En J. March, Advanced Orpanic Chemistry:
Reactions. Mechanisms, and Stmcture, 4* ed., John Wiley & Sons, 1992, que se
incorpora en la presente memoria como referencia en su totalidad, se puede encontrar
una descripcién detallada de la isomeria £ y Z. Algunos de los siguientes e¢jemplos
representan isomeros E individuales, isomeros Z individuales y mezclas de isomeros
E/Z. La determinacion de los isémeros £ y Z se puede realizar por procedimientos
analiticos tales como cristalografia de rayos x, RMN de 'H y RMN de "*C.

Algunos de los compuestos de la invencién pueden existir en mas de un forma
tautdmera. Como se ha citado antes, los compuestos de ia invencién incluyen también
todos los citados tautémeros.
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Es bien conocido en la técnica que la actividad biologica y farmacolégica de un
compuesto es sensible a la estereoquimica del compuesto. Asi, por ejemplo, los
enantiomeros presentan con frecuencia una actividad biolégica marcadamente diferente
que incluye diferencias en las propiedades farmacocinéticas, incluyendo el
metabolismo, unién a proteinas y similares, y en las propiedades farmacologicas,
incluyendo el tipo de actividad mostrada, el grado de actividad, toxicidad y similares.
Asi, un experto en la técnica apreciard que un enantibmero puede ser mas activo o
puede mostrar efectos beneficiosos cuando esté enrriquecido con respecto al otro
enantiomero o cuando esté separado del otro enantiomero. Ademas, a partir de esta
descripcién y de los conocimientos de la técnica anterior, un experto en la técnica
conocera la forma de separar, enmiquecer o preparar de forma selectiva los
enantiomeros de los compuestos de la invencién .

Asi, aunque puede usarse la forma racémica del fdrmaco, con frecuencia es menos
eficaz que administrar una canticad igual del farmaco enantioméricamente puro; de
hecho, en algunos casos, un enantiémero puede ser farmacolOgicamente inactivo y
simplemente serviria como mero diluyente. Por ejemplo, aunque el ibuprofeno se ha
administrado anteriormente como racemato, se ha demostrado que solo e isémero § del
ibuprofeno es eficaz como agente antiinflamatorio (en el caso del ibuprofeno, no
obstante, aunque el isomero R es inactivo, se convierte in vivo en el isomero S, asi, la
rapidez de la accién de la forma racémica del firmaco es menor que la del isémero §
puro). Por otro lado, las actividades farmacologicas de enantidmeros pueden tener
actividad biologica diferenciada. Por ejemplo, la S-penicilamina es un agente
terapéutico para la artritis cronica, mientras que la R-penicilamina es téxica. De hecho,
algunos enantiémeros purificados tienen ventajas sobre los racematos, ya que se ha
descrito que isomeros individuales purificados tienen velocidades de penetracidn
transdérmica mas rdpidas compzradas con las de la mezcla racémica. Véanse las
patentes de Estados Unidos nimeros 5.114.946 y 4.818.541.

Asi, si un enantibmero es farmacologicamente mds activo, menos tdxico o tiene una
disposicion preferida en el cuerpc que el otro enantidmero, serd terapéuticamente mas
beneficioso administrar dicho enantiémero preferentemente. De este modo, el paciente
sometido a tratamiento estaria expuesto a una menor dosis total del farmaco y a una
menor dosis de un enantiGmero gue es posjblemente tdxico o un inhibidor del otro
enantidémero.

La preparacién de enantibmeros puros o mezclas de excesos enantioméricos (ee) o
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pureza enantiomérica deseados se lleva a cabo por uno o méis de los muchos
procedimientos de (a) separacion o resolucion de enantiémeros, o (b) sintesis
enantioselectiva conocida por los expertos en la técnica, o una combinacion de los
mismos. Estos procedimientos de resolucion se basan por lo general en el
reconocimiento quiral e incluyen, por ¢jemplo, cromatografia usando fases estacionarias
quirales, complejacién hospedador-huésped enantioselectiva, resolucién o sintesis
usando compuestos auxiliares quirales, sintesis enantioselectiva, resolucion cinética
enzimitica y no enzimitica, o cristalizacion enantioselectiva espontanea. Dichos
procedimientos se describen generalmente en Chiral Separation Techniques: A
Practical Approach (2nd Ed.), G. Subramanian (ed.), Wiley-VCH, 2000; T.E. Beesley
and R.P.W. Scott, Chiral Cromatography, John Wiley & Sons, 1999; y Satinder Ahuja,
Chiral Separations by Cromatography, Am. Chem. Soc., 2000. Por otro lado, existen
jgualmente procedimientos conocidos para la cuantificacion del exceso o pureza
enantiomérica, por ejemplo, GC, HPLC, CE o RMN, y para la asignacién de la
configuracién absoluta y conformacidn, por ejemplo, CD ORD, cristalografia por rayos
x o RMN.

En general, se incluyen todas las formas tautémeras y formas isoméricas y mezclas, ya
sean isémeros geométricos individuales o estereoisémeros o mezclas racémicas o no
racémicas, de una estructura o compuesto quimico, a no ser que se indique de forma
especifica en €] nombre del compuesto o estructura la estereoquimica o forma isomérica
especifica.

D. Términos y convenios sobre administracién de firmacos y diagnéstico y
tratamiento

El término “paciente” incluye a los seres humanos y a los animales no humanos.

El término “cantidad eficaz” se refiere a una cantidad de un compuesto conforme 2 la
invencion que, en el contexto que se estd administrando o usando, es suficiente para
conseguir el efecto o resultado deseado. Dependiendo del contexto, el término cantidad
eficaz puede incluir sinénimos con una cantidad farmacéuticamente eficaz o una
cantidad eficaz para el diagnéstico.

Los términos “cantidad farmacéuticamente eficaz” o “cantidad terapéuticamente eficaz™
se refieren a una cantidad de un compuesto conforme a la invencién que, cuando se
administra a un paciente que lo nacesita, es suficiente para efectuar el tratamiento de
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estados de enfermedad, trastornos o afecciones para los cuales tienen utilidad los
compuestos. Dicha cantidad serd suficiente para obtener una respuesta bioldgica o
médica de un tejido, sistema o paciente que se esté buscando por el médico o
investigador. La cantidad de compuesto conforme a la invencion que constituye una
cantidad terapéuticamente eficaz variard dependiendo de factores tales como el
compuesto y su actividad bioldgica, 1a composicién usada para administracion, el
tiempo de administracién, la via de administracién, la velocidad de excrecién del
compuesto, la duracion del tratamiento, el tipo de estado de enfermedad o trastorno que
se esté tratando y su intensidad, los farmacos usados en combinacién con o
coincidentemente con los compuestos de la invencién y la edad, peso corporal, estado
de salud general, sexo y dieta del paciente. Dicha cantidad terapéuticamente eficaz se
puede determinar de forma rutinaria por un experto en la técnica con ayuda de su
conocimiento, la técnica anterior y esta descripcién.

El término “cantidad eficaz para el diagnostico™ se refiere a una cantidad de un
compuesto conforme a la invencién que, cuando se usa en un procedimiento, aparato o
ensayo de diagnéstico, es suficiente para conseguir el efecto de diagnéstico deseado o la
actividad biologica deseada necesaria para el procedimiento, aparato o ensayo de
diagnostico. Dicha cantidad seri suficiente para producir la respuesta médica o
biolégica en un procedimiento, aparato o ensayo de diagndstico, que puede incluir una
respuesta biologica o0 médica en un paciente o en un tejido o sistema in vitro o in vivo,
que se pretenda por el médico o investigador. La cantidad de un compuesto conforme a
la invencién que constituye una cantidad eficaz para el diagnéstico variard dependiendo
de factores tales como el compuesto y su actividad biolégica, el procedimiento, aparato
o ensayo de diagndstico, la composicién useda para administracién, el tiempo de
administracion, la via de administracién, la velocidad de excrecion del compuesto, la
duracioén del tratamiento, los firmacos y otros compuestos usados en combinacién con o
coincidentemente con los compuestos de la invencién y, si el paciente es el sujeto de la
administracion para el diagnéstico, la edad, peso corporal, estado de salud general, sexo
y dieta del paciente. Dicha cantidad eficaz para el diagndstico se puede determinar de
forma rutinaria por un experto en la técnica con ayuda de su conocimiento, la técnica
anterior y esta descripcién.

El término “modular” se refiere a la capacidad de un compuesto de alterar la funcién del
receptor de glucocorticoides, por ejemplo, uniéndose a, y estimulando o inhibiendo las
respuestas funcionales del receptor de glucocorticoides.
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El término “modulador” en el contexto de describir los compuestos conforme a la
invencién se refiere a un compuesto que modula la funcién del receptor de
glucocorticoides. Como tales, dichos moduladores incluyen, aunque no quedan
limitados a los mismos, agonistas, agonistas parciales, antagonistas, y antagonistas
parciales.

El término “agonista” en el contexto de los compuestos descritos conforme a la
invencion se refiere a un compuest que, cuando se une al receptor de glucocorticoides,
mejora 0 aumenta la funcion del rezeptor de glucocorticoides. Como tales, los agonistas
incluyen agonistas parciales y agonistas totales.

El término “agonista total” en el contexto de describir los compuestos conforme a la
invencion se refiere a un compuesto que obtiene la respuesta estimuladora maxima del
receptor de glucocorticoides, incluso cuando estin presentes receptores de
glucocorticoides libres (no ocupados).

El término “agonista parcial” en el contexto de describir los compuestos conforme a la
invencién se refiere a un compuesto que no puede obtener la respuesta estimuladora
méaxima del receptor de glucocorticoides, incluso en concentraciones suficientes para
saturar los receptores de glucocorticoides presentes.

El término “antagonista” en el contexto de describir los compuestos conforme a la
invenci6n se refiere a un compuesto que inhibe directa o indirectamente la funcién del
receptor de glucocorticoides. Como tales, los antagonistas incluyen antagonistas
parciales y antagonistas totales.

El término “antagonista total” en ¢l contexto de describir los compuestos conforme a la
invencion se refiere a un compuesto que obtiene la respuesta inhibidora méxima del
receptor de glucocorticoides, incluso cuande estin presentes receptores de
glucocorticoides libres {no ocupados).

El término “antagonista parcial” en el contexto de describir los compuestos conforme a
la invencién se refiere a un compuesto que no puede obtener la respuesta inhibidora
méxima del receptor de glucocorticoides, incluso en concentraciones suficientes para
saturar los receptores de glucocorticoides presentes

Los términos “tratar’” o “tratamiento” se refieren al tratamiento de un estado de
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enfermedad en un paciente, ¢ incluyen:
(i) prevenir la aparicion del estado de enfermedad en un paciente, en particular,
' cuando dicho paciente esti predispuesto genéticamente o por cualquier otro

motivo al estado de enfermedad aunque todavia no se le haya diagnosticado;

(ii) inhibir o mejorar el estado de enfermedad en un paciente, es decir, detener o
ralentizar su desarrollo; o

(iii) aliviar el estado de enfermedad en un paciente, es decir, provocar la regresion o
curacién del estado de enfermedad.

Procedimientos generales de sintesis para preparar compuestos de Formula (TA) v
Fbérmula (IB)

La invencién también proporciona procedimientos para pfepamr compuestos de
Formula (IA) y Férmula (IB). En todos los esquemas, a no ser que se indique de otro
modo, R' a R® en las formulas siguientes tendrdn el significado de R'aRenla
Férmula (TA) de la invencién descrita antes en la presente memoria; y cuando sea
apropiado, R' a R® en las formulas siguientes tendrén el significado usado en la Férmula
(IB) de la invencion descrita antes en la presente memoria. Los intermedios usados en la
preparacién de compuestos de la invencion estin disponibles de forma comercial o se
preparan ficilmente por procedimientos conocidos por los expertos en la técnica.

Las condiciones oOptimas de reaccién y los tiempos de reaccion pueden variar
dependiendo de los reaccionantes particulares usados. A no ser que se indique de otro
modo, disolventes, temperaturas, presiones y oftras condiciones especificas de la
reaccion se pueden seleccionar ficilmente por un experto en la técnica. En la seccién de
Ejemplos experimentales se proporcionan procedimientos especificos. De forma tipica,
el progreso de la reaccidn se puede controlar por cromatografia en capa fina (TLC), si se
desea, y los intermedios y productos se pueden purificar por cromatografia sobre gel de
silice y/o recristalizacion.

Los compuestos de Formula (I) se puede preparar por el procedimiento representado en
el Esquema L.
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3
reduccion R\ HO_CF,  ruptura
oxidativa

R1

RSRM S&ca
—_— R? R R’

Esquema I

Como se ilustra en el Esquema ], se reduce un intermedio éster de Férmula (II) en el que
R’ es Me o Et, con un agente reductor adecuado, como hidruro de litio y aluminio, en
un disolvente adecuado, como THF o éter dietilico, produciende el 1,2-diol de Férmula
(III). La ruptura oxidativa de los 1,2-dioles es bien conocida en la técnica y se puede
conseguir con acido peryédico o tetraacetato de plomo, por ejemplo, en un disolvente
adecuado como metanol, proporcionando la cetona (IV). La reaccion de la cetona (IV)
con un reactivo orgamometalico adecuado R°R*M, tal como un reactivo de Grignard (M
es MgBr o MgCl) o un reactivo dz organolitio (M es Li) en un disolvente adecuado
como THF o éter dietilico proporciona el compuesto deseado de Férmula (I). Dichos
reactivos de organolitio y haluros de alquilmagnesio o reactivos de Grignard son bien
conocidos en la técnica, por ejemplo, los reactivos de Grignard se preparan facilmente
haciendo reaccionar ¢l haluro de alguilo correspondiente con magnesio metalico en un
disolvente adecuado, como éter o THF en condiciones anhidras.

El Esquema II representa otra técnica que se puede usar pafa obtener compuestos de
Férmula (I).
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Esquema 11
En el Esquema II, se protege la funcién hidroxilo en el intermedio (II) proporcionando
un éster (V). Grupos protectores de hidroxilo son bien conocidos en la técnica, un
ejemplo de un grupo protector de hidroxilo es un éter metoximetilico. La reduccién del
éster (V) con un agente reductor adecuado tal como hidruro de litio y aluminio
proporciona ¢l alcohol (VI). La oxidecion del alcohol (VI) con un agente oxidante como
clorocromato de piridinio {PCC) proporciona el aldehido (VII). El tratamiento del
aldehido (VII) con un reactivo organometalico adecuado R°M en el que M es Li o MgX,
y X es Cl, Br o ], es decir, un reactivo de organolitio o reactivo de Grignard o haluro de
alquilmagnesio que tiene R’, proporciona el alcohol (VII). La desproteccién por
procedimientos convencionales que dependerin del grupo protector usado, da el
compuesto deseado de Férmula (I) en la que R* s -CH(OH)-. La oxidacién del alcohol
(VIII) a (IX) con un agente oxidante tal como PCC o 1,1,1-triacetoxi-1,1-dihidro-1,2-
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benzoyodoxol-3(1H}-ona, seguida por desproteccion proporciona el compuesto deseado
de Férmula (D) en la que R* es -C(0)-.

Los compuestos de Férmula (I) también se pueden preparar por el procedimiento
representado en el Esquema III.

R3
H
o o | Q PN
J'I\ JJ\ HGIN\O/(:HS ) FCJJ\N/O\CH
FC” 07 cF, t 7 ] 3
HCI X CH,
3
[ 2 \ —— [ i 2 _5
R CFs  cux R CF, R R-R
Xl v |
Esquema III

En esta técnica, se acoplan anhidrido trifluoroacético e hidrocloruro de N,O-
dimetilhidroxilamina en condiciones basicas proporcionando trifluoroacetamida (X)
(amida de Weinreb). La amida de Weinreb (X) se hace reaccionar con un bromuro de
vinil-magnesio que tiene R y R proporcionando el intermedio (XI) de
trifluorometilenona. El intermedio (3) de trifluorometilenona se trata con un reactivo
de organocobre derivado de un reactivo de Grignard u organolitio tratando con una sal
de cobre, proporcionando el producto de adicion 1,4 (IV). Este intermedio de
trifluorocetona (IV) se hace reaccionar con un reactivo organometilico R*R’M (como se
describe en el Esquema I) proporcionando el compuesto deseado de Férmula ().

Los compuestos de Formula (I) en la que R*-R’ es un grupo bencimidazol-2-ilmetilo
opcionalmente sustituido también se pueden preparar por el procedimiento representado
en el Esquema IV.
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2 30 1. Base R R OH
R1><R/[L EtOAc X/k\/ _6[
R CF
? 2. Hidrblisis
v X
R R 9 g ciclacién RA R’ OH N/@
94 ———
R ¢, ) R
H NH, |
Xii N
(en la que R5-R4es R"(:I \>—CH,)
N

H
Esquema IV
Como se ilustra en ¢l Esquema IV, se hace reaccionar trifluorometilcetona (IV) con
acetato de etilo en presencia de una base fuerte como diisopropilamida de litic (LDA)
en un disolvente adecuado como THF. El éster intermedio se hidroliza, por ejemplo, por
tratamiento con base acuosa, proporcionando el intermedio de acido carboxilico (XII).
Este intermedio de acido carboxilico (XII) se acopla a continuacién con una o-
fenilendiamina: opcionalmente sustituida en condiciones convencionales de
acoplamiento conocidas en la técnica, por ejemplo, por tratamiento con 1-(3-
dimetilaminopropil}-3-etilcarbodiimida (EDC) en presencia de 1-hidroxibenzotriazol en
un disolvente adecuado comao DMF, proporcionando el compuesto (XIII). El cierre del
anillo por procedimientos conocidos en la técnica, por ejemplo, cierre del anillo
catalizado por acido mediante tratamiento con é4cido polifosforico, proporciona el

compuesto deseado de Férmula (I).

Los compuestos de Formula (IB) se pueden preparar por €l procedimiento ilustrado en
el Esquema V
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A 1 R?

L CI ——
RZ. R3
X XV XV
oMe ®° O
e " E
HNR'R . SN r;‘,R REM
Mel E = R™
XV
OMe R° O OMe Ryo g
R®  RSR'M RS
R R3 - . R R3 R R
oM
Xvii IB,R! = °
RI
Esquema V

En el Esquema V, se hace reaccionar el fenol sustituido (XIV) con un cloruro de
acriloilo qﬁe tiene R? y R® (XV) en presencia de una base adecuada, como trietilamina,
proporcionando un éster intermedio que se cicla por tratamiento con un 4cido de Lewis,
como tricloruro de aluminio, en un disolvente adecuado, como disulfuro de carbono,
proporcionando la lactona (XVI). La lactona (XVI) se trata con una amina adecuada
HNR™R’, tal como morfolina, de modo que en la amida resultante (XVII}), -NR"R""’
funcionard como un grupo labil en la siguiente reaccion, El fenol intermedio que se
forma se protege, por ejemplo, por reaccién con yoduro de metilo en presencia de una
base adecuada como hidroxido potésico formando el fenol protegido (XVII), en este
caso con un grupo metoxi. La amida se hace reaccionar entonces con un reactivo
organometélico (R°M), tal como un reactivo de Grignard (M es MgBr o MgCl) o un
reactivo de organolitio (M es Li) en un disolvente adecuado, como THF o éter dietilico,
proporcionando la cetona (XVIII). La reaccién de la cetona (XVIII) con R’R*M como
se describe en la 1ltima etapa del Esquema I proporciona el compuesto deseado de
Formula (IB) en la que R' es un grupo metoxifenilo opcionalmente sustituido,

En un procedimiento mas general, adecuado para una diversidad de R', se puede usar un
método andlogo al descrito en el Esquema III. Como se ilustra en ¢l Esquema VI,
usando una amida de Weinreb que tiene R® se puede emplear el procedimiento descrito
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en el Esquema III para preparar el compuesto deseado de Formula (IB).

Rl
Rz&/WBr

o o ) 0
N ~CH O.
RG/U\OJLRS + HSC o/ 3 R R.)thl, CHa
HCI CH,
—M R4 RSR‘M R HO g°
— )\)J\ X)L 2R>1\)<R‘-R5
B
Esquema VI

En el Esquema VII se ilustra un procedimiento alternativo para preparar el intermedio
5 (IV), usado en los procedimientos ilustrados en los Esquemas I-IV.

S

2

Condensacion
P
R'” "R CO,Me —— . CN
CO,Me
XIX xX
RU R Hidrolisis
—_— 2 CN CN Reducc:on
Cul R R’ Deecarbo:ulaclon
COMe
XX XXII
3 3
U CFSiMe, S\/‘i" Oxidacion M\
? — 2 —_— 2
R H R CF, R CF,
XXIV XXV "
Esquema VII

En el Esquema VII, se hace reaccionar una cetona que tiene R' y R? (XIX) con un éster
10 de 4cido cianoacético, tal como éster metilico (XX) en condiciones de condensacion
conocidas en la técnica proporcionando la olefina (XXI). La reaccién de la olefina
(XXT) con R’Li en presencia de una sal de cobre como Cul proporciona el compuesto
(XXII). La hidrélisis y descarboxilacién del compuesto (XXII} produce el nitrilo
(XXIII). La reduccion del nitrilo (XXIII), por ejemplo, por tratamiento con hidruro de
15 diisobutilaluminio (DIBAL) proporciona €l aldehido (XXIV). El tratamiento del

K
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aldehido (XXIV) con trimetil(trifluorometil)silano en presencia de una sal de amonio
como fluoruro de tetrabutilamonio proporciona el alcohol (XXV). La oxidacién del
alcohol (XXV) por procedimientos conocidos en la técnica, tal como por tratamiento
con peryodinano de Dess-Martin, preporciona el compuesto (IV).

Con el fin de que pueda comprenderse mejor esta invencion, se presentan los siguientes
ejemplos. Estos e¢jemplos tienen el objeto de ser ilustraciones de realizaciones de esta
invencion, y no se considerara que limitan el alcance de la invencién en modo alguno,
como se reconocerd por un experto en la técnica, los reaccionantes o condiciones
particulares se podran modificar segiin sea necesario para los compuestos particulares.
Los materiales de partida usados estan disponibles de forma comercial o se preparan
facilmente por los expertos en la técnica a partir de materiales disponibles
comercialmente.

Ejemplos experimentales
Ejemplo 1: Sintesis de 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-
fenilbenzoxazol-2-ilmetil)pentan-2-ol

Mn HO CF
OEt 3

Y

o] THF 3 AIC),
Me HO, CF, LAH Me HO CF, NalO,
OEt OH —
Eter MeOH
F F
i‘@_<‘ Y OMe CF, o
OMa o] =
Me N '--.N
CF, - OH
LDA
F F 1

Se afiadieron 200 pl (2 mmol) de 1-bromo-2-metilpropeno a una mezcla de 8,5 g (49,9
mmol} de trifluorometilpiruvato de etilo, 6,6 g (120 mmol) de manganeso y 0,65 g (4,8
mmol) de cloruro de cinc en 40 ml de THF calentado hasta reflujo. Después de 30
minutos, se afiadieron, gota a gota durente un periodo de 1 hora 9,13 ml (90,5 mmol) de
1-bromo-2-metilpropeno en 3¢ ml de THF. La mezcla se llevé a reflujo durante 1 hora

)
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después de la adicion y a continuacién se enfrié hasta 0°C y se diluyd con 150 ml de
cloruro de amonio acuoso saturado y 100 ml de EtOAc. La fase organica se separd y se
extrajo la fase acuosa con tres porciones de 100 ml de EtOAc. Las fases organicas
reunidas se lavaron con dos porciones de 50 ml de cloruro aménico acuoso saturado,
seguido por dos porciones de 50 ml de salmuera, s¢ secaron sobre sulfato magnésico
(MgSQ,), se filtraron y se concentraron a vacio. El residuo bruto se purificé por
cromatografia sobre gel de silice eluyendo con EtQAc-hexanos (5:95) proporcionando
5,9 g (52%) de éster etilico del dcido 2-hidroxi-4-metil-2-trifluorometilpent-4-enoico.

Se afiadieron en varias porciones 5,2 g (39,4 mmol) de cloruro de aluminio a una
mezcla de 5,9 g (26,1 mmol) del anterior éster etilico del acido 2-hidroxi-4-metil-2-
trifluorometilpent-4-enoico en 30 ml de 4-fluoroanisol. La mezcla se hizo exotérmica y
viré a color negro con la primera adicion y se enfrié con un bafio de hielo-agua. La
mezcla se agitdé durante 3 dias y luego se vertié en 200 ml de HCI acuoso IN enfriado
en hielo y se extrajo con tres porciones de 150 ml de EtOAc. Las capas organicas
reunidas se lavaron con 50 ml de acido clorhidrico acuoso 1IN, tres porciones de 50 ml
de salmuera, se secaron sobre sulfato magnésico, se filtraron y se concentraron a vacio.
El residuo bruto se purificéd por cromatografia en columna sobre gel de silice eluyendo
con EtQOAc-hexanos (1:9, luego 2:8, luego 3:7, luego 4:6) proporcionando 6,6 g (71%)
del éster etilico del dacido 4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentanoico.

Se afladieron 2,4 g (61,5 mmol) de hidruro de litio y aluminio en porciones a una
solucién enfriada (bafio de hielo-agua) de 6 g (17,0 mmol) del anterior éster etilico del
acido 4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentanoico en 60 ml
de THF seco. Después de la adicién, se retird el bafio de enfriamiento y se agité la
mezcla a temperatura ambiente durante toda la noche. La mezcla se calentd a
continuacién a reflujo durante 3 horas y luego se inactivé cuidadosamente mediante la
adicidn lenta de 100 ml de THF que contenia 2 ml de agua. Se afiadié cuidadosamente
agua adicional hasta un total de 15 ml y la mezcla resultante se agité durante 2 horas. El
agua en exceso se secO sobre sulfato de magnesio y se afladieron 300 ml de EtOAc.
Después de 1 hora, se filtrd la mezcla a través de tierra de diatomeas y se concentré a
vacio proporcionando 4,9 g (92%) de 4-(5-flucro-2-metoxifenil)-4-metil-2-
trifluorometilpentano-1,2-diol como un aceite.

Se afiadieron 10 g (45,9 mmol) de peryodato sédico a una solucién de 4,9 g (15,8
mmol) del anterior 4-(5-fluoro-2-metoxifenil)-4-metil-2-trifluorometilpentano-1,2-diol
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en 100 ml de MeOH. La mezcla se agité durante 4 horas y luego se diluyd con 100 ml
de éter y 100 ml de hexanos, se filtrd a través de tierra de diatomeas y se concentrd a
vacio. El residuo bruto se disolvié en hexanos y se hizo pasar a través de un lecho de getl
de silice eluyendo primero con hexanos y luego con EtOAc-hexanos (2:98, luego 4:96)
proporcionando 3,85 g (87%) de 1,l1,]1-trifluoro4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ona como un aceite transparente.

Se afiadié n-butil litio (0,246 ml, 1,6 M en hexanos) a una solucién de diisopropil amina
(0,055 ml, 0,45 mmol)} en THF anhidro (5 ml) a 0°C. La mezcla de reaccion se enfrié
hasta -78°C y se agitd durante 15 minutos. Se afiadi6 a esta mezcla, gota a gota, 2-metil-
5-fenil benzoxazol (75 mg, 0,4 mmol) disuelto en THF anhidro (2 ml). Después de la
adicién, la mezcla de reaccién se agitd durante 15 a 30 minutos. Se afladié 1,1,1-
trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ona (100 mg, 0,4 mmol) en forma
de una solucién en THF anhidro (2 ml), se retird el baiflo de enfriamiento y se agitd la
reacci6n a temperatura ambiente durante 12 horas. Se evaporé el THF a presion
reducida. Se afiadié agua (2 ml) al residuo y la mezcla se extrajo con tres porciones de 5
ml de EtOAc. El extracto se seco sobre sulfato de magnesio. Después de evaporar, se
someti6 el residuo a cromatografia sobre una columna de gel de silice proporcionando
150 mg del compuesto del epigrafe como cristales blancos, p.f. 103°C-104°C.

Ejemplo 2: Sintesis de 2-benzoxazol-2-ilmetil-1,1,1-trifluoro4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol

OMe F, o~
s
(o] Me
LDA
F

Se afladioé #-butil litio (0,246 ml, 1,6 M en hexanos) a una solucién de diisopropil amina
(0,055 ml, 0,45 mmol) en THF anhidro (5 ml) a 0°C. La mezcla de reaccion se enfrié
hasta -78°C y se agitd durante 15 minutos. Se afiadid, gota a gota a esta mezcla una
solucion de 2-metilbenzofurano (48 mg, 0,4 mmol) en 2 m] de THF anhidro. Después
de la adicidn, la mezcla de reaccion sz agitd durante 15 a 30 minutos. Se afiadié como
una solucion en THF anhidro (2 ml)} 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ona (100 mg, 0,4 mmol) (Ejemplo 1) en una porcion, se retird el bafio de
enfriamiento y la reaccion se agité a temperatura ambiente durante 12 horas. Se evapord
el THF a presion reducida. Se afiadi6 agua (2 ml) al residuo y la mezcla se extrajo con
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tres porciones de 5 ml de EtQAc. El extracto se secO sobre sulfato de magnesio.
Después de evaporar, ¢l residuo se someti6 a cromatografia sobre una columna de gel
de silice, proporcionando 86 mg del compuesto del epigrafe como un aceite.

Ejemplo 3: Sintesis de 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-
metilbenzofuran-2-ilmetil)pentan-2-ol

o]
OMe F 2
2 Me/l\ '—i
O Me
-
LDA
F

Se afladio n-butil litio (0,246 ml, 1,6 M en hexanos) a una soluci6én de diisopropil amina
(0,055 ml, 0,45 mmol) en THF anhidro (5 ml) a 0°C. La mezcla de reaccién se enfrié
hasta -78°C y se agitd durante 15 minutos. Se afladi6, gota a gota a esta mezcla, una
solucion de 2,3-dimetilbenzofurano (48 mg, 0,4 mmol) en 2 ml de THF anhidro.
Después de la adicion, la mezcla de reaccion se agitd durante 15 a 30 minutos. Se
afiadi0 como una solucion en THF anhidro (2 ml) 1,1,1-trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ona (100 mg, 0,4 mmol) (Ejemplo 1) en una porcion, se
retir6 el bafio de enfriamiento y la reacci6n se agitd a temperatura ambiente durante 12

horas. Se evapor6 el THF a presién reducida. Se afiadié agua (2 ml) al residuo y la
mezcla se extrajo con tres porciones de 5 ml de EtOAc. El extracto se secd sobre sulfato
de magnesio. Después de evaporar, el residuo se sometié a cromatografia sobre una
columna de gel de silice proporcionando 80 mg del compuesto del epigrafe como un
aceite.

Ejemplo 4: Sintesis de 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-2-(1H-indol-2-
ilmetil)-4-metiipentan-2-ol

H
OMe Fq N
A
o) Me
n-BuLi
F -BuOK

Se afiadié n-butil litio (0,673 ml, 1,6 M en hexanos) seguido de terc-butéxido potdsico
(81 mg, 0,718 mmol) a una solucién de 2-metil indol (47 mg, 0,359 mmol) en éter



10

15

20

25

-115-

dietilico anhidro (5 ml) a temperatura ambiente. En 5 a 10 minutos, la mezcla de
reaccidn vird a color naranja brillante. Se afladié gota a gota como una solucién en éter
dietilico anhidro (2 ml) 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ona
(100 mg, 0,4 mmol) (Ejemplo 1). La reaccidn se inactivé con agua después de 1 hora, se
extrajo con tres porciones de 5 ml de FtOAc, se secd sobre sulfato de magnesio y se
concentré a presion reducida. El residuo se purificé por cromatografia en columna sobre
gel de silice proporcionando 45 mg del compuesto del epigrafe como un aceite.

Ejemplo 5: Sintesis de 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-2-(piridin-2-
ilmetil)-4-metilpentan-2-ol

=%
OMe Fy |
Me N/
(o}
t-BuLi
F

Se afladi6, gota a gota ferc-butil litio (1,7 M en pentano, 0,5 ml) a una solucién de 2-
metilpiridina (0,050 g) en THF (0,5 ml) enfriado hasta -70°C en argon. La mezcla se
agit6 a -70°C durante 10 minutos v se afiadié durante 1 minuto 1,1,1-trifluoro-4-(5-
fluoro-2-metoxifenil)-4-metilpentan-2-ona (0,080 g) (Ejemplo 1) en THF (0,5 ml). La
mezcla de reaccion se agitd durante 5 minutos y luego se inactivé con MeOH. La
mezcla de reaccién se concentré a vacio y el residuo se fraccioné directamente por
cromatografia en capa de preparacioén sobre gel de silice (cloruro de metileno-hexanos)
(1:1), proporcionando 57 mg del compuesto del epigrafe, p.f. 94°C-96°C.

Ejemplo 6: Sintesis de 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-2-(4,6-
dimetilpiridin-2-ilmetil)-4-metilpentan-2-ol

Me
x
OMe F I
-
o Me” N “Me
£BuLi
F

Se afladié terc-butil litio (1,7 M en pentano, 0,5 ml} a una solucion de 2,4,6-
trimetilpiridina (0,12 g) en THF (0,5 ml) enfriada hasta -70°C en argon. La mezcla se
agité a -70°C durante 15 mimitos y se afiadié 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ona (0,10 g) (Ejemplo 1) en THF (0,5 ml). La mezcla de reaccién se
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agité durante 20 minutos y luego se inactivo con &cido acético. La mezcla se diluyd con
EtOAc, se lavo con agua, se secd, se filtré y se concentré a vacio. El fraccionamiento
por cromatografia en capa de preparacion sobre gel de silice (cloruro de metileno-
hexanos) seguido por cristalizacién proporciond 43 mg del compuesto del epigrafe, p.f.
95°C-98°C. '

Ejemplo 7: Sintesis de 2-(2,6-dicloropiridin-4-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol

-
0 0
Cl I N B
CFS + N. .z + Mg(o)___
Cl
F

Se afiadieron 73 mg (3,0 mmol) de polvo de magnesio, un par de cristales de I y 5 ml
de éter dietilico seco a un matraz de fondo redondo seco de 100 ml y la mezcla se dejé
agitar en argon. Se afiadid gota a gota a través de un embudo de adicién 4-bromometil-
2,6-dicloropiridina (723 mg; 3,0 mmol) en 10 ml de éter dietilico y la mezcla resultante
se calentd hasta reflujo durante 1 hora. Se afiadi6é cuidadosamente gota a gota a través
de un embudo de adicién 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ona
(278 mg, 1,0 mmol) (Ejemplo 1) en éter dietilico (5 ml) y la mezcla se dejo agitar hasta
temperatura de reflujo durante 4 horas y luego durante toda la noche (16 horas) a
temperatura ambiente. La reaccién se inactivé con la adicién de 3 ml de solucidn acuosa
de NH4Cl y la mezcla resultante se extrajo con tres porciones de 30 ml de EtOAc, se
lavé con agua (10 ml) y salmuera (10 ml) y la fase orgénica se secod sobre Na,SOq, se
filtré y se concentré a vacio. El residuo se purificé por cromatografia ultrarrdpida sobre
gel de silice usando un gradiente de EtOAc-hexanos. Las fracciones de productos
reunidas se concentraron a vacio proporcionando el producto deseado que se purificd
luego por HPLC de preparacién usando un gradiente de 80%-100% (CH3CN-agua) en
15 minutos y un caudal de 20 mlkmin, proporcionando 76 mg del compuesto del
epigrafe (17,2% de rendimiento} como un liquido amarillento.

Ejemplo 8: Sintesis de 2-(5-cloro-7-fluoro-1H-indol-2-ilmetil)-1,1,1-trifluoro-4-(5-
fluoro-2-metoxifenil}4-metilpentan-2-ol
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tetramethyi-
guanidine

Se enfrié sobre hielo una suspensidn agitada de polvo de cinc (0,656 g) y cloruro
merciirico (25 mg) en 5 ml de THF anhidro. Se afiadié una solucién de bromuro de
trimetilsilil-propargilo (0,96 g, 5 mmol) en THF anhidro (1 ml), se retird el baflo de
hielo y la mezcla de reaccién se agitd a temperatura ambiente durante 20 horas. Se
afiadié una solucién de 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ona
(0,2 g, 0,72 mmol) (Ejemplo 1) en THF anhidro (1 ml) a una solucién del reaccionante
de organocinc resultante y la mezcla de reaccidon se agité a temperatura ambiente
durante 4 horas. La TLC (hexanos-EtOAc (95:5)) indic6 el consumo del material de
partida con una mancha més polar Unica. La mezcla de reaccion se inactivé con una
soluci6n saturada de cloruro amoénico. La mezcla resultante se extrajo con tres porciones
de 30 ml de diclorometano, los extractos reunidos se lavaron con dos porciones de 20
ml de agua, se secaron sobre sulfato sédico enhidro y se concentraron a vacio. El
producto bruto se purificé por cromatografia en columna sobre gel de silice eluyendo
con hexanos-EtOAc (95:5) proporcionando el alcohol intermedio deseado como un
aceite incoloro.

Se afladieron 0,5 ml de una solucion 1M de fluoruro de tetrabutilamonio en THF a una
solucién agitada del alcohol anterior (200 mg, 0,51 mmol) en THF anhidro (2 ml)
enfriado en hielo. Después de 30 minutos, la TLC en hexanos-EtOAc (95:5) indicd el
consumo del material de partida. La mezcla de reaccidon se inactivé con solucién
saturada de cloruro aménico (5 ml), se extrajo con éter (100 ml), se lavé con dos
porciones de 25 ml de agua, se secéd sobre sulfato sddico anhidre y se concentré a vacio
proporcicnando el intermedio de acetileno terminal deseado (160 mg, 98%).

Se agité y se calenté en un bafio de aceite mantenido a 80°C durante 20 horas una
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mezcla del intermedio de acetileno anterior (85 mg, 0,27 mmol), 4-cloro-2-fluoro-6-
yodoacetanilida (90 mg, 0,29 mmol), catalizador de cloruro de
bis(trifenilfosfina)paladio(Il) (20 mg, 0,028 mmol), yoduro de cobre (I) (8 mg, 0,042
mmol) y tetrametilguanidina (0,2 ml) en dioxano anhidro (0,5 ml). Después de enfriar
hasta temperatura ambiente, la mezcla de reaccién se diluyd con diclorometano (25 ml)
y se filtré a través de tierra de diatomeas, que se aclararon seguidamente con
diclorometano. El filtrado y las aguas de lavado se recogieron, se lavaron con tres
porciones de 20 ml de H;S04 IN, tres porciones de 20 ml de agua, se secaron sobre
sulfato sédico anhidro y se concentraron a vacio proporcionando un aceite pardusco. El
producto bruto se purificé por TLC de preparacion eluyendo con hexanos-EtOAc
(90:10). Se recogié la banda correspondiente a Rr 0,26, proporcionando el compuesto

como un aceite.

Ejemplo 9: Sintesis de 2-(1 H-bencimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol

OMe F, H~N
o) Me
F

Se afiadi6 lentamente n-butil litio (1,6M en pentanos, 3 ml, 4,8 mmol) a una solucién de
2-metilbencimidazol (300 mg, 2,3 mmol) en 20 ml de THF anhidro a -30°C. La mezcla
heterogénea de color rojo resultante sz agit6 durante 2 horas a esta temperatura y luego
se afiadié gota a gota una solucién de 1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ona (700 mg, 2,55 mmol) (véase el Ejemplo 1} en THF anhidro (1 ml).Se
dejé que la temperatura de reaccion se enfriara lentamente durante un periodo de 2
horas, momento en el que se traté la reaccion con solucién saturada de NH4Cl. La
mezcla resultante se extrajo con éter dietilico. Los extractos organicos reunidos se
secaron sobre sulfato de magnesio, se¢ filtraron y se concentraron a vacio
proporcionando un aceite que se purificé por cromatografia sobre gel de silice
proporcionando 200 mg de 2-metilbencimidazol no modificado y 60 mg del compuesto
del epigrafe como un sélido blanco, p.f. 80°C-82°C.

Ejemplo 10: Sintesis de 2-(1H-indol-2-ilmetil)-1,1,1-trifluoro-4-(4-fluorofenil)-4-
metilpentan-2-ol
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Se afiadieron 21,7 ml de anhidrido trifluoroacético, gota a gota a 0°C, a una mezcla de
15,8 g de hidrocloruro de N,0-dimetilhidroxilamina en 400 ml de CH,Cl,. Se afiadié
entonces piridina (37 ml) a la mezcla anterior gota a gota a 0°C. La mezcla resultante se
dejo agitando a §°C durante 30 minutos y luego se inactivé con agua. La capa orginica
se lavd con agua, HCl acuoso 1N, agua y salmuera, se seco sobre sulfato magnésico, se
filrd vy se concentré a vacio. El residuo se bombed a vacio durante 5 minutos
proporcionando 2,2,2-trifluoro-N-metoxi-N-metilacetamida como un aceite incoloro.

Se enfrié hasta 0°C una mezcla de 3 g de 2,2,2-trifluoro-N-metoxi-N-metilacetamida y
30 ml de éter anhidro y se traté con 42 ml de una solucién 0,5M de bromuro de 2-metil
propenilmagnesio en THF. La reacci6n se agité a 0°C durante 0,5 minutos y luego se
calentd hasta temperatura ambiente ¥ se agit6 durante toda la noche. La reaccién se
inactivé con NH4Cl acuoso saturado y se extrajo con éter tres veces. Las capas
organicas se reunieron y se lavaron con agua y salmuera, se secaron sobre sulfato de
magnesio y se filtraron. La solucién resultante en éter/THF de 1,1,1-trifluoro-4-
metilpent-3-en-2-ona se usé para la siguiente reaccion sin purificacion adicional.

Se afiadieron 3,8 g de yoduro de cobre (I) y 10 ml de una solucién 2M en éter de
bromuro de 4-fluorofenilmagnesio a 0°C a una solucién 2M en éter /THF de 1,1,1-
trifluoro-4-metilpent-3-en-2-ona. La mezcla se calenté hasta temperatura ambiente y se
agitd durante 2 horas. La reaccién se inactivé con NH4Cl acuoso saturado y se extrajo
tres veces con EtOAc. Las capas orgénicas reunidas se lavaron con agua, salmuera, se
secaron sobre sulfato de magnesio, se filtraron y se concentraron a vacio. El residuo se
purificé por cromatografia ultrarrdpidn proporcionando 460 mg de 1,1,1-trifluoro-4-(4-
fluorofenil)-4-metilpentan-2-ona.

Se afladieron 3 equivalentes de n-butil litio, seguidos de 90 mg de terc-butdxido
potésico (+-BuOK) (sélido) a temperatura ambiente a una solucion en éter dietilico de 53
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mg de 2-metilindol. La mezcla se dejé agitando durante 30 minutos. Se aftadié entonces
a la mezcla anterior 1,1,1-trifluoro-4-(4-fluorofenil)-4-metilpentan-2-ona (100 mg) en
éter dietilico. La reaccién se agit6 a iemperatura ambiente durante una hora. La reaccién
se inactivé con cloruro aménico acuoso saturado y se extrajo tres veces con EtOAc. Las
capas orgdnicas reunidas se lavaron con agua, salmuera, se secaron sobre sulfato de
magnesio, se filtraron y se concentraron a vacio. El residuo se purificé por
cromatografia en columna proporcionando 40 mg del compuesto del epigrafe como una
espuma. La resolucién de los enantiémeros (+) y (-) se llevd a cabo por HPLC quiral en
una columna CHIRALCEL® OD™, eluyendo con isopropanol al 10%-hexanos.

Los siguientes ejemplos se prepararon por procedimientos andlogos a los descritos en el
Ejemplo 10,

1,1,1-Trifluoro-4-(3-fluorofenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
4-(3,4-Diclorofenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metilferil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol; y
4-(3,4-Difluorofenil)-1,1,1-trifleoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol.

Ejemplo 11: Sintesis de 4-(4-clorofenil)-1,1,1-trifluoro-4-metil-2-piridin-2-
ilmetilpentan-2-ol

F
0 |/l CFB " I
SN “
Cl t-BuLU/THF Cl

11
Se enfri6 hasta -78°C una mezcla de 2-picolina en 1 ml de THF. Se afiadi6, gota a gota
durante 5 minutos terc-butil litio (1,7 M en pentanos, 0,2 ml (0,34 mmol)). La mezcla

se agité a -78°C durante 15 minutos y luego se afiadié una solucién de 40 mg de 4-(4-
clorofenil)-1,1, 1-trifluoro-4-metilpentan-2-ona en 0,5 ml de THF. Se continué agitando
a -78°C durante 20 minutos. La reaccién se inactivé con HCI 0,5N y se extrajo tres
veces con EtOAc, Las capas orgénicas se reunieron y se lavaron con agua, salmuera, se
secaron sobre sulfato magnésico, se filtraron y se concentraron a vacio. El residuo se
purificé por cromatografia en columna proporcionando 9,6 mg del compuesto del
epigrafe como un aceite amariliento claro.
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Ejemplo 12: Sintesis de 1,1,1-trifluoro-2-(1H-indol-2-ilmetil)-4-metil-4-piridin-2-
ilpentan-2-ol

S5 Se diluy6 en diclorometano una solucién de 4,5 ml (9 mmol, 1,2 eq.) de cloruro de

oxalilo (solucion 2,0 M en diclorometano). A esta solucion se afiadié una solucion de

1,2 ml (17,5 mmol, 2,4 eq.) de DMSO in 3 ml de diclorometano a -60°C y la mezcla se

agité durante 10 minutos a esta temperatura. A esta mezcla se afladié una solucion de 1

g (7,3 mmol) de 4-piridinapropancl en 7 ml de diclorometano 2 -60°C. La mezcla

10 resultante se agit6 a -60°C durante 15 minutos y luego se afiadieron 5,0 ml (36,5 mmol,

5,0 eq.) de trietilamina. Se retird €l bafio de enfriamiento y se dejo calentar la mezcla de

reaccidn hasta temperatura ambiente y se inactivo con agua. La capa organica se separd

y la capa acuosa se extrajo fres veces con diclorometano. Las capas organicas reunidas

se secaron sobre sulfato de magnesin, se filtraron y se concentraron & vacio. El residuo

15 se purificé por cromatografia ultrarripida proporcionando 3-piridin-2-ilpropionaldehido
como un aceite pardo. Rendimiento: 769 mg (78%).
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20 Se tratd una solucién de 760 mg (5,6 mmol) de 3-piridin-2-ilpropionaldehido en 3 ml de
THF con 13,6 ml (6,8 mmol, 1,2 eq.) de trimetil(trifluorometil)silano (solucién 0,5 M
en THF) y 0,06 ml (0,06 mmol) de fluoruro de tetrabutilamonio (solucién 1,0 M en
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THF) a 0°C. La mezcla resultante se agité a 0°C durante 10 minutos y se inactivé con
solucién 1IN de HCI. Después de agitar durante 5 minutos, se ajustd el pH de la mezcla
de reaccion hasta 9 con solucién saurada de NaHCO;, y se extrajo el producto en éter.
La capa de éter se lavo con agua y salmuera, se secd sobre sulfato de magnesio y se
concentrd a vacio. El residuo se purificd por cromatografia ultrarrdpida proporcionando
706 mg (61%) de 1,1,1-trifluoro-4-piridin-2-ilbutan-2-ol como un aceite incoloro.

Se trat6 una solucién de 700 mg (3,4 mmol) de 1,1,1-trifluoro-4-piridin-2-ilbutan-2-ol
en 10 ml de diclorometano con 616 mg (4,1 mmol, 1,2 eq.) de clomro de fterc-
butildimetilsililo, 697 mg (10,2 mmol, 3,0 eq.) de imidazol y 415 ng (3,4 mmol) de 4-
dimetilaminopiridina a 0°C. La mezcla resultante se dejé calentar hasta temperatura
ambiente y se agitd durante 36 horas. A continuacién se concentré la mezcla y el
residuo se purificd por cromatografia ultrarrdpida proporcionando 970 mg (89%) de 2-
[3-(terc-butildimetilsilaniloxi)-4,4,4-trifluorobutilpiridina como un aceite incoloro.

Se traté con 2,54 ml (3,81 mmol, 1,5 eq.) de LDA (solucién 1,5M en ciclohexano) a -
75°C una solucién de 810 mg (2,54 mmol) de 2-[3-(rerc-butildimetilsilaniioxi)—4,4,4-
trifluorobutil]piridina en 8 ml de THF. Después de agitar a -75°C durante 45 minutos,
se afiadieron 474 ul (7,61 mmol, 3,0 eq.} de yoduro de metilo a -75°C. La mezcla
resultante se agitd a esta temperatura durante 10 minutos y se inactivé con solucién
saturada de NH4Cl. El producto se extrajo en éter. La capa de éter se lavo con agua,
salmuera, se secé sobre sulfato de magnesio, se filtrd y se concentrdé a vacio
proporcionando 750 mg (89%) de 2-[3-(terc-butildimetilsilaniloxi)-4,4,4-trifluoro-1-
metilbutil]piridina (una mezcla de dos diastereoisomeros) como un aceite pardo.

Se afiadieron gota a gota a -75°C 1,55 ml (3,87 mmol, 1,5 eq.) de n-butil litio (solucion
2,5M en hexanos) a una solucién de 3,87 ml (3,87 mmol, 1,5 eq.) de ferc-butéxido
potasico (solucién 1,0 M en THF) y 542 ul (3,87 mmol, 1,5 eq.} de diisopropilamina. La
mezcla resultante se dejé calentando hasta -50°C durante 15 minutos. A continuacion se
trat6 la mezcla de reaccibn con 860 mg (2,58 mmol) de 2-[3-(terc-
butildimetilsilaniloxi)-4,4,4-trifluoro- 1-metilbutil]piridina a -50°C y la mezcla de
reaccion se agité durante 30 minutos a -50°C. La mezcla de reaccién se enfrié hasta -
75°C y se traté con 482 pl (7,74 mmol) de yoduro de metilo y se agit6é durante 1 minuto.
La mezcla de reaccion se inactivé con solucién saturada de NH4Cl y el producto se
extrajo en éter. La capa de éter se lavd con agua y salmuera, se secéd sobre sulfato de
magnesio, se filtré y se concentrd a vacio. El residuo se purificd por cromatografia
ultrarrdpida proporcionando 555 mg (62%) de 2-[3-(ferc-butildimetilsilaniloxi)-4,4,4-



10

15

20

25

30

35

-123-

trifluoro-1,1-dimetilbutil]piridina como un aceite incoloro.

Se agit6 a temperatura ambiente durante 2 horas una mezcla de 550 mg (1,58 mmol) de
2-[3-(terc-butildimetilsilaniloxi)-4,4,4-trifluoro- 1,1-dimetilbutil]piridina en 4,5 ml (4,5
mmol) de fluoruro de tetrabutilamonio (solucién 1,0 M en THF). La mezcla se
concentré a vacio y el residuo se purificoé por cromatografia ultrarrapida proporcionando
367 mg (99%) de 1,1,1-trifluoro-4-metil-4-piridin-2-ilpentan-2-ol como un aceite
amarillo claro.

Se diluyo con 2 m] de diclorometano una solucién de 516 ul (1,03 mmel, 1,2 eq) de
cloruro de oxalilo (solucidn 2,0 M en diclorometano). A esta solucién se afladioé una
solucién de 146 ul (2,06 mmdl, 2,4 eq.) de DMSO en 0,2 ml de diclorometano a -60°C
y la mezcla se agitd durante 10 minutos a esta temperatura. A continuacion se afiadi6 a
esta mezcla una solucién de 200 mg (0,86 mmol) de 1,1,1-trifluoro-4-metil-4-piridin-2-
ilpentan-2-ol en 2 ml de diclorometnno a -60°C. La mezcla resultante se agit6 a -60°C
durante 15 minutos y luego se afiadicron 600 pl (4,3 mmol, 5,0 eq.) de trietilamina. Se
retird el bafio de enfriamiento y se dej6 calentar la mezcla de reaccion hasta temperatura
ambiente y se inactivd con agua. Se separo la capa orginica. La capa acuosa se extrajo
tres veces con diclorometano. Las capas orginicas reunidas se secaron sobre sulfato de
magnesio, se filtraron y se concentraron a vacio. El residuo se purific6 por
cromatografia ultrarrdpida proporcionando 172 mg (86%) de 1,1,1-trifluoro-4-metii-4-
piridin-2-ilpentan-2-ona como un aceite pardo.

Se afiadieron gota a gota a -75°C a una solucién de 42,4 mg (0,324 mmol, 1,5 eq.} de 2-
metilindo! en 2 ml de THF, 389 ul (0,972 mmol, 4,5 eq.) de »#-butil litio (solucién 2,5 M
en hexanos) y 648 pul (0,648 mmol, 3,0 eq.) de ferc-butdxido potasico (solucién 1,0 M
en THF). La mezcla resultante se dejé calentar hasta -20°C durante 30 minutos. La
mezcla de reaccidn se enfrié hasta -75°C y se afiadib a esta temperatura una solucién de
50 mg (0,216 mmol) de 1,1,1-trifluoro4-metil-4-piridin-2-ilpentan-2-ona en 1 ml de
THF. La mezcla resultante se agité a esta temperatura durante 30 minutos y luego se
inactivd con solucién saturada de NH4Cl. El producto se extrajo en éter y la capa de éter
se lavé con agua y salmuera, se secéd sobre sulfato de magnesio, se filtrd y se concentrd
a vacio. El residuo se purificé por cromatografia ultrarrdpida proporcionando 22 mg
(28%) del compuesto del epigrafe como una espuma blanca.

Ejemplo 13: Sintesis de 7-(5-fluoro-2-metoxifenil)-5-(indol-2-ilmetil)-7-
metiloctan-5-ol
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Se afiadi6 trietilamina (14 ml) gota a gota durante 20 minutos a una solucién de 4-
fluorofenol (11,2 g) y cloruro de dimetilacriloilo (11,9 g) en éter dietilico (200 ml)
enfriado en hielo. Después de otros 30 minutos mas la mezcla de reaccién se filtr a
través de tierra de diatomeas para =liminar el hidrocloruro de trietilamina precipitado.
La solucién de éter se lavé con agua y salmuera, se secd sobre sulfato sodico y se
evapord proporcionando el éster intermedio bruto (19 g). El éster se disolvié en
disulfuro de carbono (50 mi) y se aiiadié tricloruro de aluminio (19 g) lentamente como
un sélido durante 1 hora (reaccién exotérmica). La mezcla se dej6 agitar a temperatura
ambiente a continuacién durante toda la noche. El disulfure de carbone se eliminé en
una corriente de nitrégeno. El residuo se inactivd vertiendo sobre hielo y se neutralizd
con bicarbonato sddico acuoso. I.a mezcla se extrajo con éter, y la fase organica se seco,
se filtré y se evaporé. La cromatografia del residuc sobre una columna de gel de silice
rellena en la parte superior con silicato magnésico activado con FLORISIL® (eluyente:
éter-hexanos (95:5) proporciond la lactona deseada como un aceite que solidificé al
triturar con hexanos (rendimiento: 10,5 g).
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Se calentaron la lactona y morfolina a 80°C (temperatura del bafio) durante 30 minutos.
Aparecié un producto cristalino. La mezcla se enfrié hasta temperatura ambiente y se
triturd con agua. El producto cristalino se recogié por filtracion. El producto se
suspendi6 en DMSO (20 ml) y se afiadié6 yoduro de metilo (2 ml). Se afiadi6 una
solucidn de hidréxido potésico (1,2 g) en agua (10 ml) durante 20 minutos (exotermia
moderada). Se afiadié mis yoduro de metilo (0,5 ml) seguido por hidroxido potésico
(0,25 g) en agua (5 ml). La mezcla se agit6 durante 20 minutos. El producto cristalino se
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recogi6 por filtracién, se lavd con agua y se secd a vacio a 40°C proporcionando 3-(5-
fluoro-2-metoxifenil)-3-metil- 1 -morfolin-4-ilbutan-1-ona (5,1 g).

Se afladié gota a gota durante 5 minutos x-butil litioc (2M en pentano, 1 ml) a una
solucién de la anterior 3-(5-fluoro-2-metoxifenil)-3-metil-1-morfolin-4-ilbutan-1-ona
(0,29 g) en THF (2 ml) enfriada hasta -70°C en argon. La mezcla se agitdé a -70°C
durante 15 minutos y luego se inactivé con EtOH (0,2 ml). Se afiadieron agua (1 ml) y
EtOAc (2 ml) y la mezcla se calentd hasta temperatura ambiente. La fase organica se
separd y se lavd con agua, se seco sobre sulfato sédico y se evapor6 proporcionando el
producto como un aceite (0,26 g).

Se afiadié n-butil litio (2,5 M en hexano, 1,3 ml) gota a gota a una solucién de 2-
metilindol (0,13 g) en THF (1 ml) enfriada hasta -70°C en argon. Después de 5 minutos,
se afiadi6 terc-butdxido potisico (1M en THF, 2 ml) y se retiré el bafio de enfriamiento.
Después de aproximadamente § minutos, apareci6 un precipitado sélido y la mezcla se
volvib a enfriar en un bafio de hielo seco/acetona. La cetona anterior (0,24 g) en THF (1
ml) se afiadid de una vez y la mezcla se agitd calentando hasta temperatura ambiente
durante 1 hora. La reaccién se inactivé con EtOH (0,3 ml) y se diluy6 con EtOAc. La
mezcla se lavé con agua, se secd se filtré y se evapord. La cromatografia en capa de
preparacion del residuo (cloruro de metileno como revelador), seguida por una segunda
cromatografia en capa de preparacién (revelador: EtOAc-hexanos 5:95)) proporciono el
compuesto del epigrafe como un aceite (24 mg).

Los Ejemplos 14-17 ilustran la sintesis de otras cetonas que se pueden usar como
intermedios para preparar los compuestos de Formula (IB) en procedimientos anilogos
a los descritos en el Ejemplo 13,

Ejemplo 14: Sintesis de 1-ciclopropil-3-(5-fluoro-2-metoxifenil)-3-metilbutan-1-ona
~ o ~ 0
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Se afladi6 gota a gota durante 5 minutos a una solucién de bromuro de ciclopropilo
(0,120 g) en THF (0,8 ml) enfriada hasta -70°C, una solucién de ferc-butil litio (1,7 M
en pentano, 0,8 ml). La mezcla se agit6 a -70°C durante 30 minutos. Se afiadid entonces
de una vez una solucién de 3-(5-fluoro-2-metoxifenil)-3-metil-1-morfolin-4-ilbutan-1-
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ona (0,29 g) en THF (1 ml) y la mezcla se agité durante 30 minutos. La mezcla se
inactivd con EtOH (0,3 ml) y se calentdé hasta temperatura ambiente. La mezcla se
diluyé con EtOAc, se lavo con agua, se secé sobre suifato sddico, se filtré y se evapord
proporcionando el compuesto del epigrafe como un aceite (0,23 g).

Ejemplo 15: Sintesis de 1-ciclohexil-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ona
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Se afladié gota a gota durante 5 minutos a una solucién de bromuro de ciclohexilmetilo
(0,26 g) en THF (1 ml) enfriada hasta -70°C en argon, ferc-butil litio (1,7 M en pentano,
1,8 ml). La mezcla se agité a -70°C durante 30 minutos. Se afiadié de una vez una
solucién de 3-(5-fluoro-2-metoxiferil)-3-metil-1-morfolin-4-ilbutan-1-ona (0,33 g) en
THF (1 ml) y la mezcla se agit6 durante 1 hora. La temperatura de reaccion se elevé
hasta aproximadamente -20°C. La reaccién se inactivé con EtOH (0,3 ml) y se calentd
hasta temperatura ambiente. La mezcla se diluyd con EtOAc, se lavo con agua, se sec6,
se filtrd y se evapor6. La cromatografia del residuo sobre gel de silice (eluyente:
gradiente de hexanos-cloruro de metileno) proporcioné el compuesto del epigrafe como
un aceite (0,2 g).

Ejemplo 16: Sintesis de 5-(5-fluoro-2-metoxifenil)-2,5-dimetilhexan-3-ona
- ~ o

QA —
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Se afiadié isopropil litio (0,7 M en pentano, 3 ml) durante 10 minutos a una solucién de
3-(5-fluoro-2-metoxifenil)-3-metil-1-morfolin-4-ilbutan-1-ona (0,45 g} en THF (2 ml)
agitada en argon y enfriada en hielo seco/acetona, La mezcla se agité durante 20
minutos y se inactivd con EtOH (0,3 ml). La mezcla se calent6 hasta temperatura
ambiente y se afiadié 1 ml de agua. La fase orgénica se separd, se lavd, se seco, se filtrd

y se evapord. El residuo se fraccion6 en una columna corta de gel de silice (eluyente:
hexanos-cloruro de metileno (1:1)) provorcionando el producto como un aceite (0,40 g).

Ejemplo 17: Sintesis de 4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ona
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F F 17
Se afiadié metil litio (1,4M en pentano, 2 ml) durante 2 minutos a una solucién de 3-(5-
fluoro-2-metoxifenil)-3-metil-1-morfolin-4-ilbutan-1-ona (0,59 g) en THF (1 ml)
agitada en argon y enfriada en hielo seco/acetona. La mezcla se agité durante 30
minutos y se inactivé con EtOH (0,3 ml). La mezcla se calenté hasta temperatura
ambiente y se afiadi6é 1 ml de agua. La fase organica se separd, se lavé, se secd, se filtro
y se evapord. El residuo se fracciond en una columna corta de gel de silice (eluyente:
hexanos-cloruro de metileno (1:1)), proporcionando ¢l compuesto del epigrafe como un
aceite (0,36 g).

Ejemplo 18: Sintesis de 4-(5-fluoro-2-metoxifenil)-2-(indol-2-ilmetil)-4-
metilpentan-2-ol

0
Cy
N\
H
Fooar F 18

Se afiadi6 »-butil litio (2M en pentano, 1,6 ml) a una solucién de 2-metilindol (130 mg)
en THF (2 ml) agitada en argon y enfriada en hielo seco/acetona. Después de 2 minutos,
se afiadié ferc-butéxido potésico (1M en THF, 2 ml) y la mezcla se dejo calentar hasta
aproximadamente -20°C. Después de 5 minutos se observé un precipitado y la mezcla se
enfrié hasta -70°C. Se afiadié de una vez 4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-
ona (Ejemplo 17) (440 mg) en THF (1,5 ml). Se retir6 el bafio de enfriamiento y la
mezcla se agitd durante 10 minutos y luego se inactivd con EtOH (0,5 ml). La mezcla se
diluyé con EtOAc, se lavé con agua, se secd, se filtrd y se evapord. La cromatografia
sobre gel de silice (EtOAc-hexanos (1:9)) proporcioné un producto que solidificé al
triturar con hexanos-éter. El sélido se recristalizé en éter-hexanos, se recogié por

~

filtracién y se sec6 a vacio proporcionando 0,11 g del compuesto del epigrafe, p.f.
118°C-120°C.

Ejemplo 19: Sintesis de 4-(5-fluoro-2-metoxifenil)-2-(4,6-dimetilpiridin-2-ilmetil)-
4-metilpentan-2-ol
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Se aftadié gota a gota durante 2 minutos a una solucidn de 2,4,6-trimetilpiridina (0,14 g)
en THF (1 ml) agitada en argon y enfriada hasta -70°C, terc-butil lito (1,7M en
pentano, 0,75 ml). Después de agitar durante otros 2 minutos mds, se afiadio de una vez
4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ona (Ejemplo 17) (0,22 g} en THF (0,8 ml).
Después de 5 minutos, se inactivé la reaccién con EtOH (0,2 ml) y se dej6 calentar
hasta temperatura ambiente. La mezzla se diluyé con EtOAc, se lavé con agua, se seco,
se filtrd y se evapord. La cromatografia del residuo sobre gel de silice (eluyente:
EtOAc-cloruro de metileno (gradiente de 2:98 a 8:92)) proporcioné el producto como
un aceite (0,19 g).

Ejemplo 20: Sintesis de 1-ciclohexil-4-(5-fluoro-2-metoxifenil)-2-(indol-2-ilmetil)-4-
metilpentan-2-ol

~ ~
éxbi) CR- —
H
F 15 20

Se afiadié n-butil litio (2M en pentano, 0,8 ml) a una solucién del 2-metilindol (65 mg)
en THF (1 ml) agitado en argon y enfriado en hielo seco/acetona. Después de 2 minutos,
se afiadio rerc-butdxido potasico (1M en THF, 1 ml) y la mezcla se dejé calentar hasta

F

aproximadamente -20°C. Después de 5 minutos, se observé un precipitado y la mezcla
se enfrié hasta -70°C. Se afiadid gota a gota 1-ciclohexil-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ona (Ejemplo 15) (100 mg) en THF (1 ml) y la mezcla se agité durante
20 minutos a -70°C. La reaccién se inactivé con EtOH (0,5 ml). La mezcla se diluyd
con EtQAc, se lavd con agua, se sec, se filtré y se evapord. La cromatografia sobre gel
de silice (cloruro de metileno-hexanos (1:2)) proporcioné el compuesto del epigrafe
como un aceite (0,095 g).

Ejemplo 21: Sintesis de 5«(5-fluoro-2-metoxifenil)-3-(indol-2-ilmetil)-5-metilhexan-

£0
V\\ A
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Se afiadié gota a gota una solucidon de 4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ona
(0,44 g) en THF (1 ml) a una solucién de diisopropilamida de litio (2 M en THF-
hexanos-etilbenceno, 1,0 ml) en 1 ral de THF en argon enfriada hasta -70°C. La mezcla
se agito durante 30 minutos y luego se adadié gota a gota una solucion de yoduro de
metilo (0,28 g) en THF (0,5 ml) y la mezcla se agité alcanzando la temperatura
ambiente durante toda la noche. La mezcla se diluyo en hexanos, se lavé con agua, se
seco, se filtrd y se evapor6. La cromatografia del residuo sobre gel de silice (hexanos-
cloruro de metileno 1:4-1:1)) proporciono la hexan-3-ona deseada como un aceite (0,20

g)

Se afiadid »#-butil litio (2M en pentano, 0,8 ml) a una solucién de 2-metilindol (64 mg)
en THF (1 ml) agitada en argon enfriada sobre hielo seco/acetona. Después de 2
minutos, se afiadié ferc-butéxido potisico (IM en THF, 1 ml) y la mezcla se dey6
calentar hasta aproximadamente -20°C. Después de aproximadamente 5 minutos, se
observé un precipitado y la mezcla se enfrid hasta -70°C. La hexan-3-ona (100 mg) en
THF (1 ml) se afiadié gota a gota y se agit6 la mezcla durante 20 minutos a -70°C. La
reaccidn se inactivé con EtOH (0,5 ml). La mezcla se diluy$ con EtOAc, se lavd con
agua, se seco, se filtr6 y se evapon. La cromatografia sobre gel de silice ( cloruro de
metileno-hexanos (1:2)) proporciond el compuesto del epigrafe como un aceite (0,062

g).

Ejemplo 22: Sintesis de 1-ciclohexil-2-(4,6-dimetilpiridin-2-ilmetil)-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol
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Se afladié gota a gota durante 3 minutos ferc-butil litio (1,7 M en pentano, 0,55 ml) a
una solucién de colidina (0,113 g) en THF (1 ml) enfriada hasta -70°C. La mezcla se
agitd durante 5 minutos y luego se afadi6 gota a gota 1-ciclohexil-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ona (Ejemplo 15) (0,095 g) en THF (0,5 ml). Después de
10 minutos a -70°C, la reaccion se inactivo mediante adicion de EtOH (0,2 ml} y se
calento hasta temperatura ambiente. La mezcla se diluyo con EtOAc, se lavé con agua,

se secO sobre sulfato sddico, se #iltré y se evapord. El residuo se fraccioné por
cromatografia en capa de preparacidn (revelador: cloruro de metileno-EtOAc (99:1))
seguida por cromatografia en capa de preparacion (revelador: hexanos-cloruro de
metileno-EtOH (1:1:0,01)) proporcionando el compuesto del epigrafe como un aceite
(73 mg).

Los Ejemplos 23 y 24 ilustran la sintesis de dihidrobenzofuranos sustituidos. Estos se
pueden convertir en intermedios de trifluorometilcetona por el procedimiento descrito

en el Ejemplo 1 para 4-fluoroanisol.

Ejemplo 23: Sintesis de 5-metil-2,3-dihidrobenzofurano

0 n-Bull o)
Br, Mel
—_— —_—
Acetic Acid THF
Br CH,
23

Se afiadieron gota a gota durante un periodo de 10 minutos 4 ml (78 mmol} de bromo en
6 ml de 4cido acético a una solucién enfriada (10°C) de 10 g (83 mmol) de 2,3-
dihidrobenzofurano en 50 ml de 4cido acético. Después de 1 hora, la mezcla se basifico
mediante el vertido cuidadoso de la mezcla de reaccion en solucion de bicarbonato
sodico acuosa saturada/sdlida y agitando durante toda la noche. La mezcla se extrajo
entonces con tres porciones de 100 ml de EtQAc. Las capas orgdnicas reunidas se
lavaron con dos porciones de 50 ml de bicarbonato sédico acuoso saturado, tres
porciones de 50 ml de salmuera, se secaron sobre sulfato de magnesio, se filtraron y se
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concentraron proporcionando un aceite amarillo. El aceite se diluy6 con hexanos y se
hizo pasar a través de un lecho de gel de silice en un embudo de 600 ml eluyendo con
hexanos, proporcionando un sélido blanco que se diluyd con hexanos frios (hielo seco-
acetona) y se recogié por filtracidn proporcionando 4,7 g (28%) de 5-bromo-2,3-
dihidrobenzofurano como un solido blanco, p.f. 45°C-48°C. El filtrado se concentrd
proporcionando 5,1 g de 5-bromo-2,3-dihidrobenzofurano que tenia una pureza del
70%.

Se afladieron 13,4 ml (26,8 mmol) e una solucién 2,0 M de »-butil litio en pentano a
una solucion fria (-78°C) de 5,2 g (26,12 mmol) de 5-bromo-2,3-dihidrobenzofurano en
THF anhidro. Después de 10 minutas, se afiadieron gota a gota 4 ml (64,25 mmol) de
yodometano. Después de la adicion, se retird el baito de enfriamiento y se agitd la
mezcla a temperatura ambiente, Después de 2 horas, la mezcla se diluyd con 40 ml de
cloruro de amonio acuoso saturado v se extrajo con tres porciones de 30 ml de EtOAc.
Las capas orginicas reunidas se lavaron con tres porciones de 30 ml de salmuera, se
secaron sobre sulfato de magnesio, se filtraron y se concentraron proporcionando 3,7 g
de un aceite amarillo. El aceite se destild6 a vacio (Kugelrohr) a 70°C-80°C
proporcionando 1,6 g (45%) del compuesto del epigrafe que se us6 sin purificacion
adicional.

La siguiente cetona se preparé usando el procedimiento descrito en el Ejemplo 1: 1,1,1-
Trifluoro-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il)pentan-2-ona.

Ejemplo 24: Sintesis de 5-Fluoro-2,3-dihidrobenzofuran

0 HCI, HBF,
HNO, NaNO=
Acehc Acid M.OH Tduona D

N,BF,
Se afiadi6 una cuarta parte de 4,5 ml (0,227 mol) de acido nitrico acuoso al 70% gota a
gota a una solucién de 25,5 g (0,212 mol) de 2,3-dihidrobenzofurano en 175 ml de
dcido acético. La reaccién se controlé por TLC (EtOAc-hexanos, 15:85). La mezcla se
calenté hasta 70°C, momento en el que comenz? la reaccién. Se afiadié entonces el resto
del Acido nitrico mientras se mantenia la reaccién a 70°C. Después de 30 minutos, se
enfrio la reaccion y se vertié en 1,5 1 de agua helada. Se recogi6 el sélido negro por
filtracion lavando con agua. El sélido se repartié entre 500 ml de bicarbonato sddico
acuoso saturado y 150 ml de EtOAc. Se separ6 la capa acuosa y se extrajo con tres
porciones de 150 ml de EtQOAc. Las capas orgénicas reunidas se lavaron con tres
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porciones de 100 ml de bicarbonato sédico acuoso saturado, 100 m! de cloruro aménico
acuoso saturado, 100 ml de salmuera, se secaron sobre sulfato de magnesio, se filtraron
y se concentraron proporcionando un aceite/sélido rojo. La mezcla se disolvié en
diclorometano y se hizo pasar a través de un lecho de gel de silice, eluyendo con
diclorometano y se concentr6. La mezcla roja resultante se trituré6 con éter-hexanos
(1:1) y se filtrd proporcionando 10,5 g (29%) de 5-nitro-2,3-dihidrobenzofurano como
un sélido color castafio.

Se afiadieron 350 mg de paladio al 10% sobre carb6n a una suspension de 10,3 g (62,37
mmol) de 5-nitro-2,3-dihidrobenzofurano en 50 ml de MeOH y 10 ml de diclorometano
y la mezcla se colocd en gas hidrogeno a 370 kPa. La absorcion de gas fue evidente
durante los primeros treinta minutos. Después de 18 horas, se filtré la mezcla a través de
tierra de diatomeas y se concentré proporcionando 8,2 g de 2,3-dihidrobenzofuran-5-
ilamina como un sélido gris que se usd sin purificacion adicional.

Se afladieron 6 ml de HCl acuoso concentrado en varias porciones a una solucion de 8,2
g (60,66 mmol) de 2,3-dihidrobenzofuran-5-ilamina en 250 ml de THF. Se afiadieron al
precipitado blanco resultante 11 ml de acido tetrafluoroborico gota a gota. La mezcla se
enfri6 entonces (-15°C) y se afiadieron gota a gota 4,7 g (68,12 mmol) de nitrito sédico
en 20 ml de agua. La suspensién vird a gris intenso, se hizo homogénea y luego se
formé un precipitado. La mezcla se agité durante 30 minutos a -15°C y luego se recogié
el sdlido por filtracién lavando con agua fria, etanol frio y éter frio. El sélido se secod
haciendo vacio a través de la torta del filtro proporcionando 9,7 g (68%) de sal
tetrafluoroborato de 5-diazonio-2,3-dihidrobenzofurano, que se usé sin purificacién
adicional.

Se calenté a reflujo durante 1 hora una suspension de 9,7 g (41,46 mmol) del la sal de
diazonio tetrafluoroborato anterior en xilenos. La mezcla se enfrié entonces y se diluyé
con 200 ml de bicarbonato sédico acuoso saturado. Se separd la capa acuosa y se extrajo
con tres porciones de 50 m] de bicarbonato sédico acuoso, 50 ml de salmuera, se secéd
sobre sulfato de magnesio, se filtré y se concentrd proporcionando un aceite. El aceite
bruto se sometié a cromatografia sobre gel de silice usando EtOAc-hexanos (0:100,
fuego 0,5:99,5) proporcionando 2,6 g (45%) del compuesto del epigrafe.

Usando el procedimiento descrito en =1 Ejemplo 1, se preparo la siguiente cetona: 1,1,1-
Trifluoro4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metilpentan-2-ona.
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Ejemplo 25:; Sintesis de 1,1,1-trifluoro-3-[1-(5-fluocro-2-
metoxifenil)ciclopropil]propan-2-ona

Se afiadieron 30 ml (30 mmol) de una solucién 1M de tetracloruro de titanio en
diclorometano durante un periodo de 10 minutos a una solucién fria (-78°C) de 5,2 ml
(30,18 mmol) de 2-bromoaliltrimetilsilano y 5,3 g (31,16 mmol) de trifluoropiruvato de
etilo en 75 ml de diclorometano. Sz retiré a continuacién el bafio de enfriamiento y la
mezcla se calent6 hasta temperatura ambiente. Después de 3 horas, la mezcla se afiadié
cuidadosamente a 100 ml de cloruro aménico acuoso saturado y se filtré a través de
tierra de diatomeas, lavando con diclorometano. El diclorometano se separd y la capa
acuosa se extrajo con tres porciones de 50 ml de diclorometano. Las capas organicas
reunidas se lavaron con dos porciones de 50 ml de bicarbonato sodico acuoso saturado,
50 ml de salmuera, se secaron sobre snlfato de magnesio, se filtraron y se concentraron
proporcionando 6,7 g (76%) de éster etilico del dcido 4-bramo-2-hidroxi-2-
trifluorometilpent-4-enoico como un aceite amarillo que se usé sin purificacién

adicional.
| o~ OH
i Ticl F B.
d + PO Aoy ————— g OEt OH
CH,Cl, " Ho
Br (8] O
F
-~
Pd[P(Ph),], Fy
2 M ag. Na,CO4 ZnCu OEt
—_— HO
EtOH CH,l, , o)
Toluena, A Ether
F F
-~ -~
F3
LAH OH NalO, CF
—— ———— 3
THF HO MeOH
F F
25

Se calentd a reflujo una mezcla de 500 mg (1,71 mmol) de éster etilico del 4cido 4-
bromo-2-hidroxi-2-trifluorometilpent-4-enoico, 509 mg (3 mmol) de dcido 3-fluoro-5-
metoxifenilborénico y 25 mg (0,022 mmol) de tetrakis(trifenilfosfina)paladio(0) en 4 ml
de tolueno, 2 ml de etanol y 1 ml de carbonato sédico acuoso 2 M. Después de 24 horas,
la mezcla se enfrié y se diluyé con cloruro aménico acuoso saturado y se extrajo con
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tres porciones de 10 ml de EtOAc. Las capas orgénicas reunidas se lavaron con tres
porciones de 5 ml de salmuera, se secaron sobre sulfato magnésico, se filtraron y se
concentraron. El producto bruto solidificd en reposo y se adsorbio sobre gel de silice y
se sometié a cromatografia sobre gel de silice usando EtQAc-hexanos (0:100, luego

0,5:99,5, luego 1:99, luego 2:98) proporcionando el producto parcialmente purificado.

La trituracién con éter-hexanos separé un subproducto insoluble. El filtrado se sometié
a cromatografia sobre gel de silice usando diclorometano-hexanos (5:95, luego 1:9,
luego 15:85, luego 2:8, luego 3:7, luego 4:6) proporcionando 280 mg (48%) de éster
etilico del écido 4-(5-fluoro-2-metoxifenil)-2-hidroxi-2-trifluorometilpent-4-enoico
como un aceite que solidificé en reposo.

Se afiadieron, gota a gota, 500 pl (6,20 mmol) de diyodometano a una solucién de 620
mg (1,84 mmol) de éster etilico del acido 4-(5-fluoro-2-metoxifenil)-2-hidroxi-2-
trifluorometilpent-4-enoico, 475 my de par de cinc cobre y un cristal de yodo en éter
anhidro en un tubo herméticamente cerrado calentado hasta 55°C. La reaccién se
controlé por TLC en diclorometanc-hexanos (1:1) o éter-hexanos (2:8). Después de 18
horas, la mezcla se enfrié, se diluyd con EtQAc y se filtrd a través de tierra de
diatomeas. El filtrado se lavd con tres porciones de 10 ml de bicarbonato sédico acuoso
saturado, se secd sobre sulfato de magnesio, se filtré y se concentré. El material bruto se
adsorbié sobre gel de silice y se sometié a cromatografia sobre gel de silice usando ¢éter-
hexanos (0:100, luego 1:99, luego L:98) proporcionando 494 mg (76%) de éster etilico
del acido 3,3,3-trifluoro-2-[ 1-(5-fluoro-2-metoxifenil)ciclopropilmetil ]-2-

hidroxipropionico.

Se afiadieron 98 mg (2,58 mmol) de hidruro de litio y aluminio en varias porciones a
una solucidn enfriada (0°C) de 400 mg (1,14 mmol) de éster etilico del acido 3,3,3-
trifluoro-2-[ 1-(5-fluoro-2-metoxifenil)ciclopropilmetil]-2-hidroxipropionico en 5 ml de
THF anhidro. Se retir a continuacién el bafio de enfriamiento y la mezcla se agit6 a
temperatura ambiente. Después de 4,5 horas, la mezcla se enfrié en un bafio de agua
helada y se inactivé cuidadosamente con agua, se secé sobre sulfato de magnesio y se
filtr$ a través de tierra de diatomeas, lavando con EtQOAc proporcionando 278 mg (78%)
del compuesto del epigrafe que se usé sin purificacion adicional. La torta del filtro se
repartié entre 15 ml de 4cido clorhfdrico acuoso 1N y se extrajo con tres porciones de
10 ml de EtOAc. Las capas orgénicas reunidas se lavaron con dos porciones de 10 mi de
gcido clorhidrico acuoso 1IN, 10 ml de salmuera y dos porciones de 10 ml de
bicarbonato sédico acuoso saturado, se secaron sobre sulfato de magnesio, se filtraron y
se concentraron proporcionando ademas 32 mg (8,9%) de 3,3,3-trifluoro-2-[1-(5-fluore-



10

15

20

-135-

2-metoxifenil)ciclopropilmetil]propano-1,2-diol.

Se afiadieron 1,5 g (7,01 mmol) de peryodato sodico a una solucién de 310 mg (1,01
mmol) de 3,3,3-trifluoro-2-[ 1-(5-fluoro-2-metoxifenil)ciclopropilmetil]propane-1,2-diol
en 15 ml de MeOH. Después de 7 horas, se concentrd la mezcla y el residuo se diluyo
con hexanos y se filtré a través de tierra de diatomeas. El residuo bruto se sometio a
cromatografia sobre gel de silice usando hexanos para cargar la muestra y luego
cluyendo con EtOAc-hexanos (0:100, luego 0,25:99,75, luego 0,5:99,5, luego 1:9'9)
proporcionando 200 mg del compuesto del epigrafe como un aceite transparente.

Las siguientes trifluorometil cetonas también se prepararon por €l procedimiento del
Ejemplo 25:

1,1,1-Trifluoro-3-[1-(2-trifluorometoxifenil)ciclopropil |propan-2-ona;
3-[1-(2,5-Difluorofenil)ciclopropil]-1,1,1-trifluoropropan-2-ona; y
1,1,1-Trifluoro-3-[ 1-(4-fluorofenil)ciclopropil]propan-2-ona.

Ejemplo 26: Sintesis de 1,1,1-trifluoro-4-(4-fluoro-2-metoxifenil)-4-metilpentan-2-
ona
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Se afiadié una mezcla de 19,54 g (116 mmol) de 4-fluoro-2-metoxiacetofenona, 15,29
ml (174 mmol) de cianoacetato de raetilo, 1,42 ml (13 mmol) de bencilamina y 6,6 ml
de 4cido acético en 170 ml de tolueno a un matraz de fondo de redondo dotado de una
trampa de Dean-Stark y la mezcla sz calent6 hasta reflujo. La reaccion se controlé por
TLC (EtOAc-hexanos, 2:8). Después de 18 horas, la reaccién se enfrié y se concentrd a
vacio proporcionando un aceite naranja oscuro. El aceite bruto se destilé a 130°C a
vacio (Kugelrohr) para eliminar la 4-fluoro-2-metoxiacetofenona sin reaccionar. El
producto bruto se hizo pasar entonces a través de un lecho de gel de silice usando
EtOAc al 10% en una mezcla 1:1 de diclorometano en hexanos, proporcionando 27,64 g
(95%) de éster metilico del dcido 2-ziano-3-(4-fluoro-2-metoxifenil)but-2-enoico como
un aceite naranja claro que era una mezcla de isémeros geométricos.

Se afiadieron 26 ml (41,60 mmol) de una solucién 1,6 M de metil litio en éter durante
un periodo de 15 minutos a una suspension enfriada (0°C) de 4,3 g (22,58 mmol) de
yoduro de cobre (I) (purificado por extraccion de Soxhlet con THF) en 100 ml de éter
dietilico. Después de la adicibn, la mezcla se agité durante 10 minutos y luego se enfrio
hasta -25°C y se afiadié durante un periodo de 20 minutos una solucién de 4,0 g (15,19
mmol) de éster metilico del 4cido 2-ciano-3-(4-fluoro-2-metoxifenil)but-2-enoico en 50
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ml de éter dietilico. La mezcla se agitd a -25°C durante 30 minutos y luego se dejé
calentar hasta temperatura ambiente. La reaccién se controlé por RMN de proton.
Después de 1,5 horas, se repartié una parte alicuota entre EtOAc y HCI acuoso IN
indicando que el material de partida habia desaparecido y estaba presente el producto
deseado. La reaccién se vertié cuidadosamente en salmuera y luego se afiadié cloruro
amoénico acuoso saturado, seguido por HC] acuoso 1N y EtOAc. La mezcla se filtr6 a
través de tierra de diatomeas y se separ0 la capa acuosa y se exirajo con tres porciones
de 50 ml de EtOAc. Las capas orginicas reunidas se lavaron con 30 ml de HCI acuoso
IN, 30 ml de salmuera y tres porcicnes de 25 ml de bicarbonato sédico acuoso saturado,
se secaron sobre sulfato de magnesio, se filtraron y se concentraron proporcionando 4,2
g (99%) de éster metilico del 4cido 2-ciano-3-(4-fluoro-2-metoxifenil)-3-metilbutirico.

Se calent6 hasta reflujo una mezcla de 4,2 g (15,03 mmol) de éster metilico del acido 2-
ciano-3-(4-fluoro-2-metoxifenil)-3-metilbutirico y 2,5 g (42,77 mmol) de cloruro sddico
en 40 m] de DMSO con 2 ml de agua. L.a formacion de gas fue claramente evidente al
comienzo de la reaccién. Después de 4 horas, la reaccion se enfrié y se diluyo con 100
ml de salmuera y se extrajo con cuatro porciones de 75 ml de EtQAc. Las capas
orgdnicas reunidas se lavaron con seis porciones de 50 ml de salmuera, se secaron sobre
sulfato de magnesio, se filtraron y se concentraron proporcionando un aceite que
solidificé a vacio. El sdlido color castafio se trituré con hexanos y se recogidé por
filtracién proporcionando 2,52 g (81%) de 3-(4-fluoro-2-metoxifenil)-3-
metilbutironitrilo, p.f. 80°C-83°C.

Se afiadieron 20 ml (20 mmol) de una solucién 1M de hidruro de diisobutilaluminio en
diclorometano durante un periodo de 10 minutos a una solucién enfriada (40°C)de 2 g
(9,65 mmol) de 3-(4-fluoro-2-metoxifenil)-3-metilbutironitrilo en 20 ml de
diclorometano. La mezcla se dejé enfriar hasta temperatura ambiente a continuacion.
Después de 4 horas, la mezcla sz afiadié cuidadosamente a HCl acuoso IN y se
concentrd a vacio para eliminar el diclorometano. El residuc se extrajo con tres
porciones de 40 ml de EtOAc. Las capas organicas reunidas se lavaron con 30 ml de
HCl acuoso 1IN, dos porciones de 30 ml de salmuera, 30 ml de bicarbonato sédico
acuoso saturado, se secaron sobre sulfato de magnesio, se filtraron y se concentraron
proporcionando 1,89 g (93%) de 3-(4-fluoro-2-metoxifenil)-3-metilbutiraldehido como
un aceite que se usé sin purificacién adicional.

Se afiadieron 25 ml (12,5 mmol) de una solucién 0,5 M de trimetil(trifluorometil)silano
en tetrahidrofurano y 2 ml de una solucién 1M de fluoruro de tetrabutilamonio en
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tetrahidrofurano durante un periodo de 2 minutos a 1,89 g (8,99 mmol) de 3-(4-fluoro-
2-metoxifenil)-3-metilbutiraldehide. La mezcla se agité durante 30 minutos y luego se
afladieron 8 m! més (8 mmol) de una solucién 1M de fluoruro de tetrabutilamonio. La
mezcla se diluy6 a continuacion con agua y se extrajo con tres porciones de 25 ml de
HCI acuoso IN, tres porciones de 20 ml de salmuera y tres porciones de 20 ml de
bicarbonato sédico acuoso saturado, se secaron sobre sulfato de magnesio, se filtraron y
se concentraron proporcionando 2,78 g de 1,1,1-trifluoro-4-(4-fluoro-2-metoxifenil)-4-
metilpentan-2-ol como un aceite, El aceite se seco a alto vacio hasta peso constante 2,36
g (93%) y se uso sin purificacion adicional.

Se afiadieron 4,96 (11,70 mmol) de peryodinano de Dess-Martin a una soluciénde 2,3 g
(8,42 mmol) de 1,1,1-triflucro-4-(4-fluoro-2-metoxifenil)-4-metilpentan-2-0l en 40 ml
de diclorometano. Después de 1 hora, la mezcla se concentré y se diluy6 con éter-
hexanos (1:9) y se filtr6 a través de un lecho de gel de silice, lavando con éter-hexanos
(1:1). El uso de un segundo lecho de gel de silice lavando con EtOAc-hexanos (1:9)
proporciono el compuesto del epigrafe como un aceite. El producto se sec6 a vacio

hasta peso constante de 2 g (85%).

Las siguientes trifluorometil cetonas también se prepararon por el procedimiento del
Ejemplo 26:

4-(3,5-Dimetoxifenil)-1,1,1-trifluorc-4-metilpentan-2-ona;
1,1,1-Trifluoro-4-(1-metoxinaftalen-2-il)-4-metilpentan-2-ona;
1,1,1-Trifluoro-4-metil-4-naftalen-2-ilpentan-2-ona;
1,1,1-Trifluoro4-(3-metoxifenil)-4-metilpentan-2-ona; y
1,1,1-Trifluoro-4-metil-4-(3-trifluorometilfenil)pentan-2-ona.

Ejemplo 27: Sintesis de 4-(5-bromo-4-fluoro-2-metoxifenil)-1,1,1-trifluoro-4-
metilpentan-2-ona
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Se afiadieron 70 pl (1,35 mmol} de bromo a una solucion de 300 mg (1,078 mmol) de
1,1,1-trifluoro4-(4-fluoro-2-metoxifenil)-4-metilpentan-2-ona (Ejemplo 26) en 0,5 ml
de 4cido acético. La reaccioén se controld por TLC (EtOAc-hexanos (1:9)) repartiendo
una alicuota entre bicarbonato sédico acuoso saturade y EtOAc. Se observé un producto
nuevo ligeramente mas polar. La reaccion se basificé con bicarbonato sédico acuoso
saturado y se exirajo con tres porciones de 15 ml de EtOAc. Las capas organicas
reunidas se lavaron con dos porciones de 10 ml de bicarbonato sédico acuoso saturado y
10 ml de salmuera, se secaron sobre sulfato de magnesio, se filtraron y se concentraron.
El residuo se disolvié en hexanos y se hizo pasar a través de un lecho de gel de silice,
eluyendo con EtOAc-hexanos (0,5:99,5) proporcionando 375 mg (97%) del compuesto
del epigrafe.

Los siguientes compuestos se prepararon por el procedimiento del Ejemplo 27.
4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metilpentan-2-ona; y
4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1, 1 -trifluoro-4-metilpentan-2-ona.

Ejemplo 28: Sintesis de 1,1,1-Trifluoro-4-(S-fluoro-2-metoxifenil)-4-metil-2-(1H-
pirrolo|2,3-c]piridin-2-ilmetil)pentan-2-ol

Se preparb amalgama de aluminio a partir de una hoja de aluminio (1,16 g, 14,4 mmol)
y cloruro mercurico (12 mg, cantidad catalitica) en THF seco (20 ml) agitando
intensamente la mezcla a temperatura ambiente durante una hora en atmdsfera de argon.
Se afiadi6 lentamente una solucién de bromuro de propargilo (4,80 ml, 80 % en peso en
tolueno, 43,1 mmol) en THF seco (25 ml} a una suspensién agitada mantenida a una
temperatura de 30°C-40°C y, después de la adicion, se continué agitando a 40°C hasta
que se obtuvo una solucién color gris oscuro (aproximadamente 1 hora). La solucidon de
sesquibromuro de propargil aluminio se afladié a una solucién de trifluorometilcetona
(4,0 g, 14,4 mmol) en éter seco (150 ml) a -78°C. La mezcla de reaccidn se agit6 a esta
temperatura durante 3 horas y luego se dejé calentar hasta temperatura ambiente,
momento en el que se agité durante 12 horas. La mezcla de reaccion se vertié a
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continuacién en 20 ml de agua helada y se extrajo con cuatro porciones de 30 ml de
é&ter. Los extractos reunidos se lavaron con 20 ml de salmuera, se secaron sobre sulfato
de magnesio y se concentraron. El aceite residual se sometié a cromatografia en
columna sobre gel de silice proporcionando el compuesto propargilado puro como un
aceite.

-~ |
0 O Q/ H =
///\ “Br 2 NI P
CF, - NHBoc
CF, -
Al, HgCl, Suzuki Reaction
F F

HCl

F

_ —
BuOK PR
t-Bu A
NMP CF,
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Se agitd a temperatura ambiente durante 20 horas una mezcla del intermedio de
acetileno anterior (656 mg, 2,06 mmol), éster terc-butilico del acido (4-yodopiridin-3-
il)-carbdmico (600 mg, 1,87 mmol) (véase T.A. Kelly et al., J. Org. Chem., 1995, 60,
1877), catalizador de cloruro de bis(trifenilfosfina)paladio(Il) (72 mg, 0,1 mmol) y
yoduro de cobre (I) (39 mg, 0,2 mmol) en trietilamina anhidra (6 ml) y DMF seco (1
ml). La mezcla de reaccion se diluy a continuaciéon con 50 ml de éter y se lavo con 20
ml de solucién de cloruro aménico acuoso saturado y 20 ml de salmuera. La capa
organica se secé sobre sulfato de magnesio y se concentrd a vacio. La cromatografia en
columna sobre gel de silice con hexanos-EtOAc (5:1 a 1:1) proporciond el éster terc-
butilico del acido {4-[6-(5-fluoro-2-metoxifenil)-4-hidroxi-6-metil-4-trifluorometilhept-
1-inil]piridin-3-il}carbdmico como una espuma.

Se tratd el éster ferc-butilico anterior (480 mg, 0,94 mmol) con una solucién de cloruro
de hidrégeno (2M en éter, 15 ml) y se agité a temperatura ambiente durante 6 horas. A
continuacién, se concentrd la solucién a vacio proporcionando la amina bruta como un
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aceite, que se trituréd con hexanos proporcionando la amina como un sélido amarillo.

Se afiadi6é +-BuQOK (449 mg, 112 mmol) a la amina bruta producto anterior (742 mg,
1,81 mmol) en 1-metil-2-pirrolidinona anhidra (NMP) (7 ml) y la mezcla se agité en
atmadsfera de argon a temperatura ambiente durante 24 horas. La mezcla se diluyd con
30 ml de éter y se lavo con cuatro porciones de 10 ml de agua y las capas acuosas
reunidas se volvieron a extraer con 20 ml de éter, mientras que las capas orginicas
reunidas se lavaron con 10 ml de salmuera, se secaron sobre sulfato de magnesio y se
concentraron a vacio. El aceite residual se sometié a cromatografia en columna sobre
gel de silice (cloruro de metileno-MeOH del 1% al 10%), proporcionande 1,1,1-
trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol en forma de cristales amarillentos.

Se llevo a cabo la resolucién a los enantibmeros (+) y (-) por HPLC quiral en una
columna CHIRALCEL™ OD eluyendo con isopropanol del 15% al 25% -hexanos.

Determinacién de las proniedades biolégicas

Se evaluaron los compuestos de la invencion para determinar la union al receptor de
esteroides por un ensayo de unién competitiva con polarizacién de fluorescencia. Las
descripciones detalladas para la preparacion del complejo receptor de glucocorticoides
recombinante (GR) usado en el ensayo se describen en la solicitud provisional de
Estados Unidos n® 60/291,877, presentada el 18 de mayo de 2001 e incorporada en la
presente memoria como referencia en su totalidad. La preparacion de la sonda de
dexametasona marcada con tetrametil rodamina {TAMRA) se llevo a cabo usando un
procedimiento convencional de la bibliografia (M. Pons et al., J. Steroid Biochem.,
1985, 22, pags. 267-273).

A. Ensayo de unién competitiva al receptor de glucocorticoides

Etapa 1. Caracterizacion de la sonda fluorescente

Se miden en primer lugar las longitudes de onda para la maxima excitacion y emisién
de la sonda fluorescente. Un ejemplo de dicha sonda es dexametasona marcada con
rodamina (TAMRA).

Se determind a continuacién la afinidad de la sonda por el receptor de esteroides en un
experimento de valoracién. Se midié el valor de polarizacién de fluorescencia de la
sonda en un tampén de ensayo en un fluorémetro SLM-8100 usando valores méaximos
de excitacién y emision descritos antes. Se afiadieron alicuotas del lisado del vector de

\
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expresion y se midid la fluorescencia después de cada adicion hasta que no se observo
cambio en el valor de la polarizacién. Se usé andlisis de regresién por minimos
cuadrados no lineal para calcular 1z constante de disociacion de la sonda a partir de los
valores de polarizacidn obtenidos para la union del lisado a la sonda.

Etapa 2. Rastreo de inhibidores de union a la sonda

Este ensayo usa polarizacién por fluorescencia (FP) para cuantificar la capacidad de los
compuestos de ensayo para competir con dexametasona marcada con tetrametil
rodamina (TAMRA) para la unién al complejo receptor de glucocorticoides humano
(GR) preparado a partir del sistema de expresion de un insecto. El tampé6n de ensayo
comprendia: TES 10 mM, KCl 50 mM, Na;MoQO4s2H;0 20 mM, EDTA 1,5 mM,
CHAPS al 0,04% p/v, glicerol al 10% v/v, ditiotreitol 1 mM, pH 7,4. Los compuestos
de ensayo se disolvieron hasta 1 mM en DMSO puro y luego se diluyeron
adicionalmente hasta 10x la concentracion de ensayo en tampdén de ensayo
suplementado con DMSO al 10% v/v. Los compuestos de ensayo se diluyeron en serie a
concentraciones de ensayo 10x en tampén que contenia DMSO al 10% en placas de
polipropileno de 96 pocillos. Las mezclas para la reaccion de unién se prepararon en
placas de microvaloraci6én de 96 pocillos negras Dynex mediante adicion secuencial de
los siguientes componentes de ensayo a cada pocillo: 15 pl de solucién de compuesto de
ensayo 10x, 85 pl de lisado de baculovirus que contenia GR diluido 1:170 en tampén de
ensayo y 50 ul de dexametasona marcada con TAMRA 15 nM. Los controles positivos
eran mezclas de reaccién que no contenian compuesto de ensayo; los controles
negativos (blancos) eran mezclas de reaccién que contenian dexametasona 0,7 pM a 2
uM. Las reacciones de unién se incubaron durante 1 hora a temperatura ambiente y
luego se ley6 la polarizacién por flzorescencia en el equipo LJL Analyst ajustado a 550
nm en excitacién y 580 nm en emisidn, con el espejo dicroico Rodamina 561 instalado.
Se determinaron los valores de Clsg por ajuste no lineal a una curva de los datos de
sefial FP a una ecuacién logistica de 4 variables.

Los compuestos que se encontrd se unian al receptor de glucocorticoides se pueden
evaluar para determinar la unién al receptor de progesterona (PR), receptor de
estrogenos (ER) y receptores de mineralocorticoides (MR) para evaluar la selectividad
del compuesto por el GR. Los protocolos para PR y MR son idénticos al procedimiento
anterior de GR con las siguientes salvedades: se diluye et lisado de células de insecto
PR 1:7,1 y el lisado MR se diluye 1:9,4. La sonda para PR es mifepristona marcada con
TAMRA, usada a una concentracién final de 5 nM en el ensayo, y los controles
negativos (blancos) eran reacciones gue contenian mifepristona a 0,7 pM a 2 pM.
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El protocolo para ER es similar a los protocolos anteriores pero usa un receptor en el kit
Pan Vera, sonda marcada con fluoresceina. Los componentes del ensayo se preparan en
los mismos volumenes que antes, para producir concentraciones finales de ensayo para
ER de 15 nM y sonda ES2 de 1 nM. Ademas, el orden de adicion de los componentes se
modifica con respecto a los ensavos anteriores: se afade la sonda en primer lugar,
seguida por el receptor y el compuesto de ensayo. Las placas se leen en el equipo LIL
Analyst ajustado a 485 en excitacion y a 530 nm en emision, con el espejo dicroico de
Fluoresceina 505 instalado.

Los compuestos que se encuentra se unen al receptor de glucocorticoides se pueden
evaluar para determinar la disociacién de la transactivacién y transrrepresion por
ensayos citados en los Antecedentes de la invencién (C.M. Bamberger and H.M.
Schulte, Eur. J. Clin. Invest., 2000, 30 (suppl. 3) 6-9) o por los ensayos descritos a

continuacion.

B. Ensavos celulares del receptor de glucocorticoides

1. Induccion de aromatasa en fibroblastos (Ensayo celular para la transactivacién)

La dexametasona, un ligando sintético para el receptor de glucocorticoides (GR) induce .

la expresion de aromatasa en células de fibroblastos de prepucio humanos. La actividad
aromatasa se mide por la conversién de testosterona en estradiol en medios de cultivo.
Los compuestos que presentan union a GR se evalian para determinar su capacidad
para inducir actividad aromatasa en fibroblastos de prepucio humanos.

Se cultivan células de fibroblastos de prepucio humanos (ATCC N° de catdlogo CRL-
2429, designacion CCD1128SK) en placas de 96 pocillos a 50.000 células por pocillo 5
dias antes de usar, en medio de Dulbecco modificado por Iscove (GibcoBRL Life
Technologies N° de catalogo 12440-053) suplementado con FBS filtrada en carb6n al
10% (Clonetech N° de catdlogo SH30068) y gemtamicina (GibcoBRL Life
Technologies N° de catdlogo 15710-064). El dia del experimento, se reemplaza el
medio en los pocillos con medio nuevo. Se tratan las células con compuestos de ensayo
hasta concentraciones finales de 10° M a 10° M, y testosterona hasta una concentracion
final de 300 ng/ml. Cada pocillo #iene un volumen total de 100 ul. Las muestras se
preparan por duplicado. Los pocillos control incluyen: {a) pocillos que reciben solo
testosterona, y (b) pocillos que reciben testosterona més 2 uM de dexametasona para
proporcionar una induccion maxima de aromatasa. Las placas se incuban a 37°C durante
la noche (15 a 18 horas) y se recogen los sobrenadantes al finalizar la incubacién. Se
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mide el estradiol en el sobrenadante usando kits ELISA para estradiol (preparados por
ALPCO, obtenido de American Laboratory Products N° de catilogo 020-DR-2693)
segin las instrucciones del fabricante. La cantidad de estradiol es inversamente
proporcional a las sefiales de ELISA en cada pocillo. El grado de induccién de
aromatasa por los compuestos de ensayo se expresa como porcentaje con respecto a
dexametasona. Los valores de CEsq de los compuestos de ensayo se obtienen por ajuste
no lineal de la curva.

2. Inhibicion de la produccion de IL-6 en fibroblastos (Ensayo celular para
transrrepresion) -

Las células de fibroblastos de prepucio humanos producen IL-6 como respuesta a la
estimulacion por citoquina IL-1 proinflamatoria. Esta respuesta inflamatoria, medida
por la produccién de IL-6, se pusde inhibir de forma eficaz por dexametasona, un
ligando sintético para el receptor de glucocorticoides (GR). Los compuestos que
presentan unién a GR se evalian para determinar su capacidad para inhibir la
produccion de IL-6 en fibroblastos de prepucio humanos.

Se cultivan células de fibroblasto de prepucio humanos (ATCC N° de catdlogo CRL-
2429) en placas de 96 pocillos a 5.000 células por pocillo el dia antes de su uso en
medio de Dulbecco modificado por Iscove (GibcoBRL Life Techxiologies N°® de
catilogo 12440-053) suplementado con FBS filtrada en carbon al 10% (Clonetech N° de
catilogo SH30068) y Gentamicira (GibcoBRL Life Technologies N° de catalogo
15710-064). Al dia siguiente, se reemplaza el medio de los pocillos por medio nuevo.
Las células se tratan con IL-1 (thIL-1a, R&D Systems N° de catilogo 200-LA) hasta
una concentracion final de 1 ng/ml, y con compuestos de ensayo hasta concentraciones
finales de 10° M a 10® M, en un volumen total de 200 pl por pocillo. Las muestras se
preparan por duplicado. Los pocillos control basales no reciben compuestos de ensayo o
IL-1. Los pocillos control positivos reciben solo IL-1 y representan la cantidad maxima
(0 100%) de produccion de IL-6. Las placas se incuban a 37°C durante la noche (152 18
horas) y se recogen los sobrenadantes al final de la incubacién. Se determinan los
niveles de IL-6 mediante un kit ELISA para IL-6 (MedSystems Diagnostics GmbH,
Viena, Austria, N° de catilogo BMS213TEN) de acuerdo con las instrucciones del
fabricante. El grado de inhibicién de IL-6 por los compuestos de ensayo se expresa
como porcentaje con respecto a los controles positivos. Los valores de Clsp de los
compuestos de ensayo se obtienen por ajuste no lineal a una curva.

La evaluacion de la actividad agorista o antagonista de la union de los compuestos al
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receptor de glucocorticoides se puede determinar por cualquiera de los ensayos.

3. Modulacion de la induccion de Tirosina Aminotransferasa (TAT) en células de
hepatoma de rata

Se ensayan los compuestos para determinar la actividad agonista o antagonista en la
induccién de tirosina aminotransferasa (TAT) en células de hepatoma de rata.

Se incubaron células H4-II-E-C3 durante la noche en placas de 96 pocillos (20.000
células/100 pl/pocillo) en medio MEM que contenia FBS inactivado por calor al 10% y
aminodcidos no esenciales al 1%. El dia siguiente, se estimularon las c€lulas con las
concentraciones indicadas de dexametasona o compuesto de ensayo (disuelios en
DMSO, concentracién final de DMSO 0,2%) durante 18 horas. Las células control se
trataron con DMSO al 0,2%. Después de 18 horas, las células se lisaron en un tampén
que contenia Triton X-100 al 0,1% y se midié la actividad TAT en un ensayo
fotométrico usando como sustratos tirosina y alfa-cetoglutarato.

Para medir la actividad antagonista, se preestimularon células de hepatoma mediante
adicion de dexametasona (intervalos de concentracién de 3 x 10° M a 3 x 10 M) poco
antes de aplicar el compuesto de ensayo a las células. Como control se usé mifepristona
como antagonista de esteroides no selectivo de GR/PR.

4. Modulacion de la induccion de MMTV-Luc en células HeLa

Se ensayan los compuestos para determinar la actividad agonista o antagonista en la
estimulacién del promotor del MMTYV (virus del tumor de mama en el ratén) en células
HeLa.

Se transfectaron de forma estable células HeLa con el plasmido pHHLuc que contenia
un fragmento de MMTV-LTR (-200 a +100 con respecto al sitio de inicio de la
transcripcion) clonado delante del gen de la luciferasa {(Norden, 1988) y plasmido
pcDNA3,1 (Invitrogen) que expresa constitutivamente la resistencia para el antibidtico
selectivo GENETICIN®. Se seleccionaron los clones con mejor induccion por el
promotor del MMTYV y se usaron para los posteriores experimentos.

Se cultivaron las células durante la noche en medio DMEM sin rojo fenol, se
suplementaron con CCS (suero de ternero tratado con carbén) al 3% y luego se
transfirieron a placas de 96 pocillos (15.000 células /100 pl/pocillo). El dia siguiente, se
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estimuld la activacién del promotor del MMTV mediante la adicién de compuesto de
ensayo o dexametasona disueltos en DMSO (concentracion final 0,2%). Las células
control se trataron solo con DMSO. Después de 18 horas, se lisaron las células con
reactivo de lisis celular (Promega, N° de catilogo E1531), se afiadio reactivo de ensayo
de luciferasa (Promega, N° de catilogo E1501) y se midi6 la luminiscencia usando un
luminémetro (BMG, Offenburg). '

Para medir la actividad antagonista, se preestimuld el promotor del MMTYV afiadiendo
dexametasona (3 x 10° M a 3 x 10" M) poco antes de aplicar el compuesto de ensayo a
las células. Como contro] se usé mifepristona como antagonista esteroide no selectivo
de GR/PR.

5. Modulacion de la produccion de IL-8 en células U937
Se ensayan los compuestos para dzterminar la actividad agonista y antagonista en la
inhibicién mediada por GR de la secrecion de IL-8 inducida por LPS en células U-937.

Se incubaron células U-937 durante 2 a 4 dias en medio RPMI1640 que contenia CCS
(suero de temero tratado con carbén) al 10%. Las células se transfectaron a placas de 96
pocillos (40.000 células/100 pl/pocillo) y se estimularon con 1 pg/ml de LPS (disuelto
en PBS) en presencia o ausencia de dexametasona o compuesto de ensayo (disuelto en
DMSO, concentracion final 0,2%). Los pocillos control se trataron con DMSO al 0,2%.
Después de 18 horas, se midi6é por ELISA la concentraciéon de IL-8 en el sobrenadante
celular usando el equipo “OptEIA para IL-8 humana” (Pharmingen, N° de catilogo
2654K1I).

Para medir la actividad antagonista, se inhibidé la secrecion de IL-8 inducida por LPS
afiadiendo dexametasona (3 x 10° M a 3 x 10 M) poco antes de aplicar el compuesto
de ensayo a las células. Como control se usé mifepristona como antagonista esteroide
no selectiva de GR/PR.

6. Modulacion de la expresion de ICAM-Luc eii células Hela
Se ensayan los compuestos para determinar la actividad agonista o antagonista de la
activacion del promotor de ICAM inducida por TNF-alfa en células HeLa.

Se cotransfectaron de forma estable células HeLa con un plasmido que contenia un
fragmento de 1,3 kb del promotor de ICAM humano (-1353 a -9 con respecto al sitio de
inicio de la transcripcion, Ledebur and Parks, 1995} clonade delante del gen de la
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luciferasa y plasmido pcDNA3,] (Invitrogen)} que expres¢ constitutivamente el gen de
la resistencia al antibitico GENETICIN®, Se seleccionaron los clones con mejor
induccion del promotor de ICAM y se usaron para los posteriores experimentos. Las
células se transfectaron a placas de 96 pocillos (15,000 ¢élulas/100 pl/pocillo) en medio
DMEM suplementado con CCS al 3%. El dia siguiente se indujo la activacion del
promotor de ICAM mediante adicién de 10 ng/ml de TNF-alfa recombinante (R&D
System, N° de.catalogo 210-TA). De forma simultinea, se trataron las células con el
compuesto de ensayo o dexametasona (disueltos en DMSO, concentracion final 0,2%).
Las células control se trataron solo con DMSO. Después de 18 horas, se lisaron las
c€lulas con reactivo de lisis celular (Promega, N° de catilogo E1531), se afiadi6 reactivo
de ensayo de liciferasa (Promega, N° de catilogo E1501) y se midi6 la luminiscencia
por incandescencia usando un luminémetro (BMG, Offenburg).

Para medir la actividad antagonista, se inhibié la activacion del promotor de ICAM
inducida por TNF-alfa afladiendo dexametasona (3 x 107 M a 3 x 10°® M) poco antes de
aplicar el compuesto de ensayo a las células. Como control se usé mifepristona como
antagonista esteroide no selectivo de GR/PR.

En general, el intervalo de potencia preferido en los anteriores ensayos varia de 0,1 nM
a 10 uM, el intervalo de potencia méas preferido es 0,1 nM a 1 pM, y el intervalo de
potencia mas preferido es 0,1 nM a 100 nM.

Los compuestos representativos de la invencién se han ensayado y han mostrado
actividad como moduladores de la funcién del receptor de glucocorticoides en uno o
mas de los anteriores ensayos. Por ejemplo, los siguientes compuestos de la invencién
de Formula (IA) han demostrado una potente actividad en el ensayo de unién a GR:

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-(2,6-Dicloropiridin4-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metilfenil)-2-( 1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-[3-(2,6-Dicloropiridin-4-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-dimetilbutil ] -4-
fluorofenol;
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4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

2-(1 H-Bencimidazol-2-ilmetil)-1,1, 1 -trifluoro-4-( 5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorofenil)-2-( 1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(quinolin-4-ilmetil)pentan-2-o};

4-(2,3-dihidro-5-cianobenzofuran-7-il)-1,1,1-trifluaro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-(2-cloropiridin4-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloropiridin-4-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloroquinolin4-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-(4-metoxifenil)-4-metilpentan-2-ol;
4-[4,4,4-Trifluoro-3-hidroxi-3-(1H-indol-2-ilmetil)-1,1-dimetilbutil)fenol;

1,1,1-Trifluoro-2-(5-fluoro-1 H-indol-2-ilmetil}-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluore- 1 H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-

metilpentan-2-ol;

4-(2,3-dihidrobenzofuran-7-il)-1,1, L -trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-bromopiridin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(4-metil- 1 H-indo]-2-
ilmetil)butil]fenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro- 1 H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

1,1,1-Trifluoro-2-(6-fluoro-1 A-benzoimidazol-2-ilmetil}-4-(5-fluoro-2-metoxifenil)4-
metilpentan-2-ol;

2-(6,7-Difluoro-1 H-benzoimidazol-2-ilmetil)-1,1,1-trifluoro-4-{5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-(3-Etil-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
2-Etil-6-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;
2-Etil-6-[4,4,4-trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil ]fenol;

2-(5,7-Dimetil-1 H-benzoimidazol-Z-ilmetil)-1,1, 1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

2-[3-(5,7-Dimetil-1H-benzoimidazol-2-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]-4-fluorofenol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
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1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(3-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo{2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1 -Triﬂuoro-4-(5-ﬂuoro-2-metilfeni1)-4-metil-2-(4-metil—1H—indo]-2-i1metil)pe1{tan-
2-0l;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro4-metil-2-quinolin-4-ilmetil-4-(3-trifluorometilfenil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)4-metil-4-(3-trifluorometilfenil)pentan-2-ol;
1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1-trifluoro4-metil-2-quinolin-4-ilmetilpentan-
2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1.H-
indol-6-carbonitrilo;

2-(2-Fenil-4-metilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;
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2-(2-Fenilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluore-2,3-dihidrobenzofuran-7-il)-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-metil-4-(5-metil-2, 3-dihidrobenzofuran-7-il)-2-quinolin-4-
ilmetilpentan-2-ol,

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol,

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-m-tolilpentan-2-ol;
1,1,1-Trifluoro-2-(1H-indol-2-ilmetil)-4-metil-4-naftalen-2-ilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-p-tolilpentan-2-ol;
4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1, 1, 1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(1-metoxinaftalen-2-il)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)naftalen-1-ol;

1,1,1-Trifluoro-4-metil-4-naftalen-2-il-2-quinolin-4-ilmetilpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-( 1 -metoxinaftalen-2-il)-4-metilpentan-2-ol;
1,1,1 -Triﬂuoro-4-metil-2—q;.linolin-4-ilmetil-4-p-tolilpentan-Z-ol;
4-Croman-8-il-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;
4-(6-Bromocroman-8-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 3,2-&]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 2,3-b]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil )pentan-2-
ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoroquinolin-4-ilmetil}-4-metilpentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-2-{ 7-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro4-(4-fluorofenil)-2-(5-fluoroquinolin-4-ilmetil}-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo;
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2-[4-(2,3-Dihidrobenzoﬁzran-?-il)-fz-hidroxi-4-metil-i-triﬂuorometilpcntil]-lH-indo!—B-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 A-indo!-
6-carbonitrilo;

1,1,1-Trifluoro-4-(2-metoxifenil)}-4-metil-2-quinolin-4-i!metilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(2-metoxifenil}-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-triflucrometilpentil]-
1 H-indol-3-carbonitrilo;

4-(5-Bromo-2-metoxifenil)-1, 1,1 -trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol,
2-(4,4,4-Trifluoro-3-hidroxi-1, 1-dimetil-3-quinolin-4-ilmetilbutil)fenol;
1,1,1-Triflucro-4-metil-4-fenil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil }-
1 H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidro:i-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(1 H-pirrolo[ 2,3-c]piridin-2-ilmetil)pentan-2-
ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometil-
pentil]-1H-indol-3-carbonitrilo;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluvorometilpentil)-4-metil- 1 H-indol-6-carbonitrilo;
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2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil ]-4-metil- 1 A-indol-6-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil ]-4-metil- 1 H-indol-6-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1H-
indol-6-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol,

1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-o};

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 H-indol-5-carbonitrilo;
2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil}-1 -indol-3-carbonitrilo;
2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 A-indol-3-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil}-4-metil-2(5,6, 7,8-tetrahidroquinolin-4-
ilmetil)pentan-2-ol;

1-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo{3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 H-indol-3-carbonitrilo;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol,
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2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-triflucrometilpentil}- 1 H-indol-5-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-35-
carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-carbonitrilo;
2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-triflucrometilpentil - 1 H-indol-5-carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1-trifluore-2-(7-fluoro-1 H-indol-2-ilmetil)-4-
metilpentan-2-ol,

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-2-(7-fluoro-1 A-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;

Ester metilico del 4cido  2-[4-(4-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
triflucrometilpentil]-1 A-indol-5-carboxilico;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 #-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-mztilfenil)-4-metil-2-( 1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil-1 H-pirrolo[ 2,3-c]piridin-
2-ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil)pentan-
2-ol;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil]-1 H-indo}-5-carbonitrilo;
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4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro- 1 H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1. H-
indol-6-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(3-metil-1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trfluoro-2-(1 H-indol-2-ilmetil)}-4-metil-4-tiofen-3-ilpentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-tiofen-3-ilpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi- 1, 1 -dimetil-3-(1 H-pirmrolo[ 3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 H-pirrolo{ 3,2-c]piridin-2-ilmetil)pentan-2-
ol;

3-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol,;

Ester metilico del A4cido  2-[4-(5-bromo-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carboxilico;

Ester metilico del 4cido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
triflnorometilpentil]-1H-indol-5-carboxilico;

4-(2,6-Dimetilfenil)-1,1,1-trifluoro4-metil-2-quinolin-4-ilmetilpentan-2-ol;
3-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil}fenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-(1 H-pirrolo[ 2, 3-
c]piridin-2-ilmetil)pentan-2-ol;
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2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil | -4-metil- 1 H-indol-6-
carbonitrilo; y

2-[4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]4-metil -1 H-
indol-6-carbonitrilo.

Los siguientes compuestos de la invencién de Férmula (IB) han demostrado una potente
actividad en el ensayo de unién a GR:

5-(5-Fluoro-2-metoxifenil)-3-(bencimidazol-2-ilmetil)-2,2, 5-trimetilhexan-3-ol;
4-(5-Fluoro-2-metoxifenil)-1-fluoro-2-(indol-2-ilmetil)-4-metilpentan-3-ol;
1-Ciclopropil-4-(5-fluoro-2-metoxifenil)-2-(indol-2-ilmetil)-4-metilpentan-2-ol;
5-(5-Fluoro-2-metoxifenil)-3-(indol-2-ilmetil)-2,5-dimetilhexan-3-ol;
5-(5-Fluoro-2-metoxifenil)-3-(inclol-2-ilmetil)-5-metilhexan-3-ol; y

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-4-metil-1-( 1 H-pirrolo[2,3-c]piridin-2-
il)pentan-2-ol.

Ademds, se han ensayado los siguientes compuestos de la invencion de Férmula (IA) y
han mostrado actividad como potentes agonistas de la funcion del receptor de
glucocorticoides en uno o mas de los ensayos anteriores:

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-(2,6-Dicloropiridin-4-ilmetil)-1,1,1 -trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-metilfenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(quinolin4-ilmetil)pentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil )4~
metilpentan-2-ol;

4-(2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(4-metil-1 H-indol-2-
itmetil)butil]fenol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

2-[3-(5,7-Dimetil-1H-benzoimidazol-2-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]-4-fluorofenol;

1,1,1-Trifluoro-4-(3-metoxifenil }-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1H-indol-2-ilmetil)-4-(3-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-
2-ol; '

1,1,1-Trifluoro4-(4-flucrofenil-4-metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil4-(3-trifluorometilfenil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-2-(1 A-indol-2-ilmetil)-4-metilpentan-2-ol;
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1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)4-metil-4-(3-trifluorometilfenil)pentan-2-ol;
1,1,1-Trifluoro-4-{4-fluoro-2-metcxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol,
5-Fluoro-2-(4,4 ,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin4-ilmetilbutil)fenol;

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-
2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H4-
indol-6-carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il}-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il)-2-quinolin-4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-m-tolilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1, 1 -trifluoro-4-metil-2-quinolin-4-
iimetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-

_carbonitrilo;
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1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol,

1,1,1-Trifluoro-4-(5-fluoro-2-metcxifenil)-2-(7-fluoroquinolin-4-ilmetil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-2-(5-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-triflnorometilpentil]- 1 H-indol-3-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- | H-indol-
6-carbonitrilo;

1,1,1-Trifluoro-4-(2-metoxifenil) 4-metil-2-quinolin-4-iimetilpentan-2-ol,
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(2-metoxifenil)}-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil ]-
1H-indol-3-carbonitrilo;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
4-(5-Bromo-2-metoxifenil)-1, 1,1 -trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-o];
2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;
1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1 H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin-4-ilmetilbutil)fenol;

4-(2,3-Dihidrobenzofuran-7-il)- 1,1, 1-trifluoro-4-metil-2-(1 H-pirrolo[ 2, 3-c]piridin-2-
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ilmetil)pentan-2-ol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometil-
pentil}-1H-indol-3-carbonitrilo;

2-(2-Hidroxi-4-meti1-4-fcni1-2-triﬂuorc.Jmetilpentil)-4-meti1-1H-indol-6-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-indol-6-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil ]-4-metil-1 H-indol-6-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il}-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-

indol-6-carbonitrilo;

1,1,1-Trifluoro4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol,

2-(2-Hidroxi-4-metil4-fenil-2-trifluorometilpentil)-1 H-indol-5-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5,6,7,8-tetrahidroquinolin4-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 3,2-¢]piridin-2-
ilmetil)pentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;



10

15

20

25

30

35

-162- . \K@

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indo}-5-carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil] -1 H-indol-5-
carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)butil]fenol;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil)- 1 //-indol-3-
carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo[ 2,3-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol; )

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil- 1 H-pirrolo[ 2,3-c]piridin-
2-ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometiipentil]-4-metil-1 H-
indol-6-carbonitrilo;
2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil]-4-metil-1 H-indol-6-
carbonitrilo; y

2-[4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 4-
indol-6-carbonitrilo.

Se han ensayado los siguientes compuestos de Férmula (IB) y han mostrado actividad
como agonistas de la funcion del receptor de glucocorticoides en uno o més de los
ensayos anteriores:

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-1-(1 H-indol-2-il)-4-metilpentan-2-ol; y
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2-Ciclopropil-4-(5-fluoro-2-metoxifenil}-4-metil-1-(1 H-pirrolo[2,3-c]piridin-2-
il)pentan-2-ol.

La invencion también proporciona procedimientos para modular la funcidn del receptor
de glucocorticoides en un paciente que comprende administrar al paciente un compuesto
conforme a la invencion. Si el proposito de modular la funcién del receptor de
glucocorticoides en un paciente es tratar un estado de enfermedad o trastorno, la
administracién  comprende  preferiblemente una cantidad terapéutica o
farmacéuticamente eficaz de un compuesto farmacéuticamente aceptable conforme a la
invencion. Si el proposito de modular la funcidn del receptor de glucocorticoides en un
paciente es para fines de diagndstico u otros fines (por ejemplo, determinar la idoneidad
del paciente para la terapia o la sensibilidad a diversas subdosis terapéuticas de los
compuestos conforme a la invenci6n), la administracién comprende preferiblemente una
cantidad eficaz de un compuesto conforme a la invencién, es decir, la cantidad necesaria
para obtener el efecto o grado de modulacién deseado.

Procedimientos de uso teranéutico

Como se ha expuesto antes, los compuestos de la invenci6n son ttiles para modular la
funcién del receptor de glucocorticoides. Al hacerlo, estos compuestos tienen uso
terapéutico en el tratamiento de estados de enfermedad y trastornos mediados por la
funcion del receptor de glucocorticoides o que se beneficiarian de modulacién de la
funcién del receptor de glucocorticoides.

Puesto que los compuestos de la invencién modulan la funcién del receptor de
glucocorticoides, tienen actividad antiinflamatoria y antialérgica, inmunosupresora y
antiproliferativa muy util y pueden usarse en pacientes como firmacos, en particular en
forma de composiciones farmacéuticas como las mostradas a continuacién, para el
tratamiento de estados de enfermedad y trastornos.

Los compuestos agonistas contorme a la invencion se pueden usar en pacientes como
farmacos para el tratamiento de los signientes estados de enfermedad o indicaciones que
se llevan a cabo por procesos inflamatorios, alérgicos y/o proliferativos:

@) Enfermedades pulmonares: enfermedades pulmonares obstructivas, cronicas de
cualquier génesis, en particular asma bronquial y enfermedad pulmonar
obstructiva cronica (EPOC); sindrome de dificultad respiratoria en el adulto
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(SDRA); bronquiectasias; bronquitis de diversas génesis; todas las formas de
enfermedades pulmonares restrictivas, en particular alveolitis alérgica; todas las
formas de edema pulmonar, en particular edema pulmonar téxico; todas las
formas de enfermedades pulmonares intersticiales de cualquier génesis, por
ejemplo, pneumonitis por radiacién; y sarcoidosis y granulomatosis, en
particular, enfermedad de Boeck;

Enfermedades reumaticas o enfermedades autoinmunes o enfermedades de las
articulaciones; todas las formas de enfermedades reumaticas, especialmente
artritis reumatoide, fiebre reumética aguda y polimialgia reumdtica; artritis
reactiva; enfermedades .reumaticas de los tejidos blandos; enfermedades
inflamatorias de los tejidos blandos de otra génesis; sintomas artriticos en
enfermedades degenerativas de las articulaciones (artrosis); artritis traumatica;
colagenosis de cualquier génesis, por ejemplo, lupus eritematoso sistémico,
esclerodermia, polimiositis, dermatomiositis, sindrome de Sjogren, enfermedad
de Still y sindrome de Felty;

Enfermedades alérgicas: todas las formas de reacciones alérgicas, por ejemplo,
edema angioneurdtico, fiebre del heno, picaduras de insectos, reacciones
alérgicas a farmacos, derivados de la sangre, agentes de contraste y similares,
shock anafilactico (anafilaxis), urticaria, edema angioneurético y dermatitis por
contacto;

Enfermedades por vasculitis: panarteritis nudosa, poliarteritis nudosa, arteritis
temporal, granulomatosis de Wegner, artritis de células gigantes y eritema
nudoso;

Enfermedades dermatologicas: dermatitis atbpica, en particular en niflos;
psoriasis; pitiniasis rubra pilaris; enfermedades eritematosas desencadenadas por
diversos agentes nocivos, por ejemplo, radiacién, agentes quimicos, quemnaduras
y similares; dermatosis ampollosa; enfermedades del complejo liquenoide;
prurito (por ejemplo, ée génesis alérgica); dermatosis seborreica; rosicea;
pénfingo vulgar; eritema multiforme exudativo; balanitis; vulvitis; pérdida de
cabello tal como la encontrada en alopecia aereata; y linfomas cutineos por
linfocitos T;

Enfermedades renales; sindrome nefrético; y todos los tipos de nefritis, por
ejemplo, glomerulonefritis;

Enfermedades hepiticas: disgregacion aguda de células del higado; hepatitis
aguda de diversas génesis, por ejemplo, viral, téxica, inducida por firmacos; y
hepatitis agresiva y/o crénicamente intermitente;

Enfermedades gastrointestinales: enfermedades inflamatorias del intestino, por
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ejemplo, enteritis regional (enfermedad de Crohn), colitis ulcerosa; gastritis;
esofagitis péptica (esofagitis por reflujo); y gastroenteritis de otra génesis, por
ejemplo, esprué no tropical;

Enfermedades proctologicas: eccema anal; fisuras; hemorroides; y proctitis
idiopatica;

Enfermedades de los ojos: queratitis alérgica, uveitis o iritis; conjuntivitis;
blefaritis; neuritis det nervio éptico; coroiditis; y oftalmia simpética,
Enfermedades del area del oido, nariz y garganta (ORL): rinitis alérgica o fiebre
del heno; otitis externa, por ejemplo, causada por eccema por contacto, infeccién
o similar; y otitis media;

Enfermedades  neuroldgicas: edema cerebral; esclerosis  miltiple;
encefalomielitis aguda; meningitis; lesién aguda de la médula espinal; apoplejia;
y diversas formas de convulsiones, por ejemplo, espasmos con movimientos
oscilatorios de cabeza;

Enfermedades de la sangre: anemia hemolitica adquirida; y trombocitopenia
idiopatica;

Enfermedades tumorales: leucemia linfitica aguda;, linfoma maligno;
linfogranulomatosis; linfosarcoma; metdstasis extensiva, en particular en
carcinoma de mama, bronquial y de préstata;

Enfermedades endocrinas; oftalmopatia endocrina; orbitopatia endocrina; crisis
tirotdxica; tiroiditis de Quervain; tiroiditis de Hashimoto; Morbus Basedow;
tiroiditis granulomatosa; estruma linfomatosa; y enfermedad de Grave;
Enfermedades de trasplantes de 6rganos y tejidos y del injerto frente al huésped;
Estados severos de shock, por ejemplo, shock séptico, shock anafilactico y
sindrome de respuesta inflamatoria sistémica (SRIS);

(xviii) Terapia de sustitucién en: insuficiencia suprarrenal primaria congénita, por

{(xix)

(xx)

ejemplo, sindrome adrenogenital, insuficiencia suprarrenal primarnia adquirida,
por ejemplo, enfermedad de Addison, adrenalitis autoinmune, posinfeccion,
tumores, metastasis, etc.; insuficiencia suprarrenal secundaria congénita, por
ejemplo, hipopituitarisrno congénito; e insuficiencia suprarrenal secundaria
adquirida, por ejemplo, posinfeccién, tumores, metéstasis, etc.;

Dolor de génesis inflamatoria, por ejemplo, lumbalgia; y

Otros estados de enfenmedad o trastornos diversos incluyendo diabetes tipo I
diabetes dependiente de insulina), osteoartritis, sindrome de Guillian-Barre,
restenosis después de unz angioplastia coronaria percutinea transluminal,
enfermedad de Alzheimer, dolor crénico y agudo, aterosclerosis, lesién por
reperfusién, enfermedades de resorcion ésea, insuficiencia cardiaca congestiva,

&
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infarto de miocardio, lesidn térmica, lesién en varios érganos secundaria a
traumatismo, meningitis purulenta aguda, enterocolitis necrotizante y sindromes
asociados con hemodidlisis, leucoféresis y transfusién de granulocitos.

Ademads, los compuestos conforme a la invencién se pueden usar para el tratamiento de
cualquier otro estado de enfermedad o trastorno no citado antes que se haya tratado, se
trate o se vaya a tratar con glucocorticoides sintéticos (véase por ejemplo, H.J. Hatz,

Glucocorticoide: Immunologische Grundlagen, Pharmakologie und Therapierichtlinien
[Glucocorticoids: Immunological Fundamentals, Pharmacology, and Therapeutic

Guidelines], Stuttgart: Verlagsgesellschaft mbH, 1998, que se incorpora en la presente
memoria como referencia en su totalidad). La mayoria o todas las indicaciones (i) a (xx)
citadas antes se describen con detalle en H.J. Hatz, Glucocorticoide: Immunologische
Grundlagen. Pharmakologie und Therapierichtlinien. Por otro lado, los compuestos de
la invencion también se pueden usar para tratar trastornos distintos a los listados antes o
citados o descritos en la presente memoria, incluyendo los Antecedentes de la
Invencion.

Los compuestos antagonistas conforme a la invencion, ya sean antagonistas totales o
antagonistas parciales, se pueden usar en pacientes como firmacos para el tratamiento
de los siguientes estados de enfermedad o indicaciones sin quedar limitados a los
mismos: diabetes tipo II (diabetes no dependiente de insulina); obesidad; enfermedades
cardiovasculares; hipertension; arteriosclerosis; enfermedades neurolégicas, tales como
psicosis y depresién; tumores suprarrenales y pituitarios; glaucoma; y sindrome de
Cushing basado en un tumor que segregue ACTH como adenoma pituitario. En

particular, los compuestos de la invencién son utiles para tratar obesidad y todos los

estados de enfermedad e indicaciones relacionadas con el metabolismo mal regulado de
los 4cidos grasos como Thipertension, aterosclerosis y otras enfermedades
cardiovasculares. Usando los compuestos de la invencién que son antagonistas del GR
sera posible obtener un efecto antagonico del metabolismo de los hidratos de carbono y
del metabolismo de los dcidos grasos. Asi, los compuestos antagonistas de la invencién
son utiles en el tratamiento de todos los estados de enfermedad y trastornos que
implican un metabolismo aumentado de los hidratos de carbono, proteinas y lipidos e
incluirdn estados de enfermedad y trastornos que conducen a catabolismo como
debilidad muscular (como un ejemplo de metabolismo de las proteinas).

Procedimientos de uso diagndstico

Los compuestos de la invencion se pueden usar también en aplicaciones de diagnéstico
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y para fines comerciales y de otro tipo como patrones en ensayos de unién competitiva.
En tales usos, los compuestos de la invencioén se pueden usar en forma de los propios
compuestos o pueden modificarse uniéndolos a radioisétopos, marcadores luminiscentes
o fluorescentes o similares, con ¢l fin de obtener una sonda con radioisétopos,
luminiscente o fluorescente, come serd bien conocido por los expertos en la técnica y se
describe en Handbook de Fluorescent Probes and Research Chemicals, 6° Edicion, R.P.
Haugland (ed.), Eugene: Molecular Probes, 1996; Fluorescence and Luminescence

Probes for Biological Activity, W.T. Mason (ed.), San Diego: Academic Press, 1993,
Receptor-Ligand Interaction. A Practical Approach, E.C. Hulme (ed.), Oxford: IRL
Press, 1992, cada una de las cuales se incorpora en la presente memoria como referencia
en su totalidad.

Administracién general v composiciones farmacéuticas

Cuando se usan como medicamentos, los compuestos de la invencién se administran
tipicamente en forma de una composicién farmacéutica. Tales composiciones se pueden
preparar usando procedimientos bien conocidos en la técnica farmacéutica y
comprenden al menos un compuesto de la invencién. Los compuestos de la invencidn se
pueden administrar también sclos o combinados con adyuvantes que mejoran la
estabilidad de los compuestos de la invencién, facilitan la administracion de
composiciones farmacéuticas que los contienen en ciertas realizaciones, proporcionan
una mayor disolucién o dispersién, una mayor actividad inhibidora, proporcionan
terapias auxiliares y similares. Los compuestos conforme a Ia invenci6n se pueden usar
por si solos o combinados con ofras sustancias activas conforme a la invencion,
opcionalmente también combinados con otras sustancias farmacolégicamente activas.
En genera), los compuestos de esta invencion se administran en una cantidad terapéutica
o farmacéuticamente eficaz, aunque se pueden administrar en menores cantidades con
fines de diagnéstico o de otro tipo.

En particular, los compuestos de la invencién son itiles en combinacién con
glucocorticoides o corticosteroides. Como se ha explicado antes, la terapia convencional
para una diversidad de trastornos inmunes e inflamatorios incluye la administracién de
corticosteroides, que tienen la capacidad de suprimir las respuestas inmunoldgicas e
inflamatorias. (A.P. Truhan ef al., Annals of Allergy, 1989, 62, piginas 375-391; J.D.
Baxter, Hospital Practice, 1992, 27, paginas 111-134; R.P. Kimberly, Curr. Opin.
Rheumatol., 1992, 4, paginas 325-331; M.H. Weisman, Curr. Opin. Rheumatol., 1995,
7, paginas 183-190; W. Sterry, Arch. Dermatol. Res., 1992, 284 (Suppl.), piginas S27-
$29). Sin embargo, aunque terapéuticamente beneficioso, el uso de corticosteroides se
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asocia con una serie de efectos secundarios, que varian de leves a posiblemente
mortales, en especial con uso de esteroides prolongado y/o en altas dosis. Por
consigniente, serian muy desezbles para evitar efectos secundarios indeseados
procedimientos y compaosiciones que permitan el uso de una dosis eficaz menor de
corticosteroides (denominado “efecto ahorrador de esteroides”). Los compuestos de la
invencién proporcionan dicho efecto ahorrador de esteroides alcanzando el efecto
terapéutico deseado y permitiendo al mismo tiempo el uso de menores dosis y
administracién menos frecuente de glucocorticoides y corticosteroides.

La administracién de los compuestos de la invencién, en forma pura o en una
composicién farmacéutica apropiada, se puede llevar a cabo usando cualquiera de los
modos aceptados de administracién de composiciones farmacéuticas. Asi, la
administracién puede realizarse, por ejemplo, por via oral, bucal (por ejemplo
sublingual), nasal, parenteral, topica, transdérmica, vaginal o rectal en formas de
dosificacion sélidas, semis6lidas, en polvo liofilizado o liquidas, tales como por
ejemplo comprimidos, supositorios, pastillas, capsulas de gelatina dura y blanda
eldsticas, polvos, soluciones, suspensiones o aerosoles, o similares, con preferencia en
formas de dosis unitaria adecuadas para la administracidn sencilla de dosis precisas. Las
composiciones farmacéuticas incluirain por lo general un vehiculo o excipiente
farmacéutico convencional y un compuesto de la invencién como el/un agente activo y,
ademés, pueden incluir otros agentes medicinales, agentes farmacéuticos, excipientes,
adyuvantes, diluyentes, vehiculos o combinaciones de los mismos. Tales excipientes,
vehiculos o aditivos farmacéuticamente aceptables, asi como los métodos de
preparacion de las composiciones farmacéuticas para diversos modos de administracion
son bien conocidos por los expertos en la técnica. El estado de la técnica se presenta,
por ejemplo, en Remington: The Science and Practice of Pharmacy, 20° Edicién, A.
Gennaro (ed.), Lippincott Williams & Wilkins, 2000; Handbook of Pharmaceutical
Additives, Michael & Irene Ash (eds.), Gower, 1995; Handbook of Pharmaceutical
Excipients, A.H. Kibbe (ed.), American Pharmaceutical Ass’n, 2000; H.C. Ansel and
N.G. Popovish, Pharmaceutical Dosage Forms and Drug Delivery Systems, 5° ed., Lea

and Febiger, 1990; cada uno de los cuales se incorpora en la presente memoria como

referencia en su totalidad para describir mejor el estado de la técnica.

Como esperara un experto en la técnica, las formas de los compuestos de la invencién
usadas en una formulacién farmacéutica particular se seleccionaran (por ejemplo, sales)
de modo que posean caracteristicas fisicas adecuadas (por ejemplo solubilidad en agua),
que sean requeridas para que la formulacion sea eficaz.

A\
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Composiciones farmacéuticas adecuadas para administracion bucal (sublingual)
incluyen tabletas que comprenden un compuesto de la presente invencion en una base
aromatizada, normalmente sacarosa y goma aribiga o tragacanto, y pastillas que
comprenden el compuesto en una base inerte como gelatina y glicerina o sacarosa o
goma arabiga.

Composiciones farmacéuticas adecuadas para administracién parenteral comprenden
preparaciones acuosas estériles de un compuesto de la presente invencion. Estas
preparaciones se administran preferiblemente por via intravenosa, aunque también se
puede efectuar la administracion por medio de inyeccién subcutanea, intramuscular o
intradérmica. Se usan corrientemente formulaciones farmacéuticas inyectables basadas
en solucién salina estéril inyectable, solucién salina tamponada con fosfato,
suspensiones oleaginosas u otros vehiculos inyectables conocidos en la técnica y que
generalmente proporcionan una solucién o suspensién inyectable estéril en un diluyente
o disolvente parenteralmente aceptable no téxico, incluyendo 1,3-butanodiol, agua,
solucién de Ringer, solucidn de cloruro sddico isoténica, aceites fijos como mono o
diglicéridos sintéticos, 4cidos grasos como 4cido oleico y similares. Tales
formulaciones farmacéuticas inyectables se formulan conforme a la técnica conocida
usando agentes de dispersion o de sedimentacion adecuados y agentes de suspension.
Las composiciones inyectables contendrdn por lo general 0,1 a 5% p/p de un compuesto
de la invencion.

Las formas de dosificacion sélidas para administracién oral de los compuestos incluyen
capsulas, comprimidos, pildoras, polvos y granulos. Para dicha administracion oral, se
forma una composicién farmacéuticamente aceptable que contiene un compuesto(s) de
la invencion mediante la incorporacién de cualquiera de los excipientes empleados
normalmente, tales como por ejemplo, calidades farmacéuticas de manitol, lactosa,
almidén, almidén pregelatinizado, estearato de magnesio, sacarina sédica, talco,
derivados éter de la celulosa, glucosa, gelatina, sacarosa, citrato, propilgalato y
similares. Tales formulaciones farmacéuticas sélidas pueden incluir formulaciones,
como son bien conocidas en la ticnica, para proporcionar una liberacién prolongada o
sostenida del firmaco al tracto gastrointestinal por una serie de mecanismos, que
incluyen, aunque no quedan limitados a los mismos, liberacién sensible al pH desde la
forma de dosificacion basada en un pH cambiante del intestino delgado, erosion lenta de
un comprimido o cépsula, retencion en el estomago en base a propiedades fisicas de la
formulacién, bioadhesion de la forma de dosificacién a la capa superficial de la
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membrana mucosa del tracto intestinal, o liberacion enzimédtica del firmaco activo
desde la forma de dosificacion.

Las formas de dosificacion liquidas para administracién oral de los compuestos
incluyen emulsiones, microemulsiones, soluciones, suspensiones, jarabes y elixires,
conteniendo opcionalmente adyuvantes farmacéuticos en un vehiculo, tal como por
ejemplo, agua, solucion salina, dextrosa acuosa, glicerol, etanol y similares. Estas
composiciones también pueden contener otros adyuvantes como agentes humectantes,
emulsionantes, de suspension, edulcorantes, aromatizantes y perfumantes.

Las formas de dosificacién tépica de los compuestos incluyen pomadas, pomadas
espesas, cremas, lociones, geles, polvos, soluciones, pulverizadores, inhaladores,
pomadas oculares, gotas para ojos y oidos, ap6sitos impregnados y aerosoles, y pueden
contener aditivos convencionales apropiados tales como conservantes, disolventes para
ayudar a penetrar al firmaco y emolientes en pomadas y cremas. La aplicacién topica
puede realizarse una vez o mas de una vez al dia dependiendo de las consideraciones
médicas habituales. Ademas, los compuestos preferidos para la presente invencién se
pueden administrar en forma intranasal a través de uso tépico de vehiculos intranasales
adecuados. Las formulaciones también pueden contener vehiculos compatibles
convencionales, tales como bases de cremas o pomadas y etanol o alcohol oleilico para
lociones. Tales vehiculos puedsn estar presentes de aproximadamente 1% hasta
aproximadamente 98% de la formulacién, mds normalmente constituiran hasta
aproximadamente 80% de la formulacién.

También es posible la administracién transdérmica. Las composiciones farmacéuticas
adecuadas para administracién transdérmica pueden presentarse como parches discretos
adaptados para permanecer en contacto intimo con la epidermis del receptor durante un
periodo prolongado de tiempo. Para administrase en forma de sistema de liberacion
transdérmico, la administracién de la dosis serd naturalmente continua y no intermitente
durante la pauta de dosificacién. Tales parches contienen adecuadamente un compuesto
de la invencién en una solucién acuosa opcionalmente tamponada, disuelto y/o

dispersado en un adhesivo, o dispersado en un polimero. Una concentracidn adecuada

del compuesto activo varia de aproximadamente 1% a 25%, preferiblemente
aproximadamente 3% a 15%.

Para administracion por- inhalacién, los compuestos de la invencién se liberan
convenientemente en forma de un pulverizador de aerosol desde un dispositivo de
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pulverizacién dotado de una bomba que no requiere un gas propulsor o desde un envase
a presion o un nebulizador con el uso de un propulsor adecuado, por ejemplo,
diclorodifluormetano, triclorofluormetano, diclorotetrafluoretano, tetrafluoretano,
heptafluoretano, diéxido de carbono u otro gas adecyado. En cualquier caso, la unidad
de dosis del pulverizador de aerosol se puede determinar disponiendo una vélvula para
liberar una cantidad medida de modo que el inhalador de dosis medida resultante (IDM)
se usa para administrar los compuestos de la invencién de una forma reproducible y
controlada. Dichos dispositivos inhaladores, nebulizadores o atomizadores se conocen
en la técnica anterior, por ejemplo, en las publicaciones internacionales PCT nimeros
WO 97/12687 (en particular su Figura 6, que es )a base del nebulizador comercia)
RESPIMAT®); WO 94/07607; WO 97/12683; y WO 97/20590, 2 las que se hace
referencia en la presente memoria y cada una de las cuales se incorpora en la presente
memoria como referencia en su totalidad.

La administracion rectal se puede efectuar usando supositorios de dosis unitaria en los
que el compuesto se mezcla con sélidos de bajo punto de fusién solubles en agua o
insolubles en agua tales como grasas, manteca de cacao, gelatina glicerada, aceites
vegetales hidrogenados, mezclas de polietilenglicoles de diversos pesos moleculares, o
ésteres de acidos grasos de polietilenglicoles, o similares. Normalmente el compuesto
activo es el componente minoritario, con frecuencia de aproximadamente 0,05 a 10%
en peso, siendo el resto el componente base.

En todas las composiciones farmacéuticas anteriores, los compuestos de la invencién se
formulan con un vehiculo o excipiente aceptable. Naturalmente, los vehiculos o
excipientes usados deberan ser aczptables en ¢l sentido de que sean compatibles con el
resto de ingredientes de la composicion y no serdn perjudiciales para el paciente. El
vehiculo o excipiente puede ser un sélido o liquido o ambos, y preferiblemente se
formula con el compuesto de la invencién como una composicién de dosis unitaria, por
ejemplo, como un comprimido, que puede contener de 0,05% a 95% en peso del
compuesto activo. Tales vehiculo o excipientes incluyen cargas inertes o diluyentes,
ligantes, lubricantes, agentes disgregantes, retardadores de la solucién, aceleradores de
resorcién, agentes absorbentes y agentes colorantes. Los ligantes adecuados incluyen
almidoén, gelatina, azicares naturales como glucosa o B-galactosa, edulcorantes de maiz,
gomas naturales y sintéticas como goma ardbiga, tragacanto o alginato sédico,
carboximetilcelulosa, polietilenglicol, ceras y similares. Los lubricantes incluyen oleato
sddico, estearato sddico, estearato de magnesio, benzoato sddico, acetato sédico, cloruro
sodico y similares. Los disgregartes incluyen almidén, metilcelulosa, agar, bentonita,
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goma xantana y similares.

Por lo general, una dosis diaria terapéuticamente eficaz varia de aproximadamente
0,00] mg a aproximadamente 15 mg/kg de peso corporal por dia de un compuesto de la
invencién; con preferencia, de aproximadamente 0,1 mg a aproximadamente 10 mg/kg
de peso corporal por dia; y, lo méis preferible, de aproximadamente 0,1 mg a
aproximadamente 1,5 mg/kg de peso corporal por dia. For ejemplo, para administracién
a una persona de 70 kg, el intervalo de dosis variard de aproximadamente 0,07 mg a
aproximadamente 1050 mg por dia de un compuesto de la invencion, preferiblemente,
de aproximadamente 7,0 mg a aproximadamente 700 mg por dia y, lo mas preferible, de
aproximadamente 7,0 mg a aproximadamente 105 mg por dia. Para determinar un nivel
y pauta de dosificacién Optima puede ser necesario cierto grado de optimizacién de
dosis rutinaria.

Los vehiculos y excipientes farmacéuticamente aceptables incluyen todos los aditivos
anteriores y similares.
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Eiemplos de formulaciones farmacéuticas

A. COMPRIMIDOS
Componente Cantidad por comprimido
(mg)
sustancia activa 100
lactosa 140
almidén de maiz 240
polivimlpirrolidona 15
estearato de magnesio 5
TOTAL 500

Se mezclan la sustancia activa finamente molida, lactosa y parte del almidon de maiz.
Se tamiza la mezcla, luego se humedece con una solucion de polivinilpirrolidona en
agua, se amasa, se granuta himeda y se seca. Los grénulos, el almidon de maiz restante
y el estearato de magnesio se tamizan y se mezclan entre si. Se comprime la mezcla
produciendo comprimidos de forma y tamafio adecuado.

B. COMPRIMIDOS
Componente Cantidad por comprimido

(mg)
sustancia activa 20
lactosa 55

almidén de maiz 190
polivinilpirrolidona 15
estearato de magnesic 2
celulosa microcristalina 35
carboximetil almidén sadico 23

TOTAL 400

Se mezclan la sustancia activa finamente molida, parte del almidén de maiz, lactosa,
celulosa microcristalina y polivinilpirrolidona, se tamiza la mezcla y se procesa con el
resto del almidon de maiz y agua formando un granulado que se seca y tamiza. El
carboximetil almidén sodico y el estearato de magnesio se afiaden y se combinan y la
mezcla se comprime formando comprimidos de tamaiio adecuado.
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C. COMPRIMIDOS RECUBIERTOS
Componente Cantidad por comprimido
(mg)
sustancia activa 5
lactosa 30
almidon de maiz 41,5
polivinilpirrolidona 3
estearato de magnesio 0,5
TOTAL 90

Se mezclan meticulosamente la sustancia activa, el almidéon de maiz, la lactosa y la
polivinilpirrolidona y se humedecen con agua. La masa hiimeda se hace pasar a través
de un tamiz de tamafio de malla 1 mm, se seca a aproximadamente 45°C y se hacen
5 pasar a continuaci6n los grinulos a través del mismo tamiz. Después de haber mezclado
el estearato de magnesio, se comprimen nucleos de comprimidos convexos con un
didmetro de 6 mm en una méquina de preparacién de comprimidos. Los nicleos de los
comprimidos asi producidos se revisten de forma conocida con un revestimiento
formado esencialmente de azicar y talco. Los comprimidos revestidos finales se

10 barnizan con cera.

D. CAPSULAS
Componente Cantidad por cédpsula (mg)
sustancia activa 50
almidén de maiz 268,5
estearato de magnesio 1,5
TOTAL 320

Se mezclan la sustancia y el almidon de maiz y se humedecen con agua. La masa
himeda se tamiza y seca. Los granulos secos se tamizan y mezclan con estearato de
15 magnesio. La mezcla final se envasa en capsulas de gelatina dura tamafio 1.

E. SOLUCION PARA AMPOLLA
Componente Cantidad por ampolla
sustancia activa S0 mg
cloruro sédico S0 mg
agua para inyeccion Sml
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Se disuelve la sustancia activa en azua a su propio pH u opcionalmente a pH 5,52 6,5 y
se afiade cloruro sodico para hacerla isoténica. La solucién obtenida se filtra para que
quede exenta de pirdgenos y se transfiere el filtrado en condiciones asépticas a ampollas
que se esterilizan segnidamente y se cierran por fusién. Las ampollas contienen 5 mg,
25 mg y 50 mg de sustancia activa.

F. SUPOSITORIOS
Componente Cantidad por supositorio (mg)
sustancia activa 50
grasa sdlida 1650
TOTAL 1700

Se funde la grasa sélida. A 40°C, la sustancia activa molida se dispersa de forma
homogénea en la misma. La mezcla se enfria hasta 38°C y se vierte en moldes de

supositorios ligeramente enfriados.

G. AEROSOL PARA DOSIFICACION

Componente Cantidad
sustancia activa 0,005
trioleato de sorbitan 0,1
monofluortriclorom=ztano y hasta 100
difluordiclorometano (2:3)

Se transfiere la suspension a un recipiente convencionel de aerosol con una vilvula de
dosificacién. Con preferencia, se liberan por aplicacién 50 pl de suspensién. La
sustancia activa también se puede dosificar en mayores dosis si se desea (por ejemplo,
0,02%-en peso).

H. POLVO PARA INHALACION
Componente Cantidad
sustancia activa 1,0 mg
lactosa monohidratada hasta 25 mg
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L POLVO PARA INHALACION
Componente Cantidad
sustancia activa 2,0mg
actosa monohidratada hasta 25 mg
J. POLVO PARA INHALACION
Componente Cantidad
sustancia activa 1,0 mg
lactosa monohidratada hasta 5 mg
K. POLVO PARA INHALACION
Componente Cantidad
sustancia activa 2,0 mg
lactosa monohidratada hasta 5 mg

En los Ejemplos H, I, J y K, el poivo para inhalacién se produce de ia forma habitual
5 mezclando los ingredientes individuales.
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REIVINDICACIONES
Un compuesto de Formula (IA)

R° OH
2 /{\R“’R
R' CF,

5
R
(1A)

en la que:

5 R

10

15

20

25

es un grupo arilo o heteroarilo, cada uno opcionalmente sustituido con uno a tres

grupos sustituyentes,
siendo cada grupo sustituyente de R' independientemente alquilo C;-Cs,
alquenilo C;-Cs, alquinilo C3-Cs, cicloalquilo C3;-Cg, heterociclilo, arilo,
heteroarilo, alcoxi Ci-Cs, alqueniloxi C;-Cs, alquiniloxi Cz-Cs, ariloxi, acilo,
alcoxicarbonilo C;-Cs, alcanciloxi C;-Cs, alcanoilo C,-Cs, aroilo,
aminocarbonilo, alquilaminocarbonilo, dialquilaminocarbonilo,
aminocarboniloxi, (alquil C1-Cs)aminocarboniloxi, di(alquil Ci-
Cs)aminocarboniloxi, (alcanoil C;-Cs)amino, (alcoxi C;-Cs)carbonilamino,
(alquil C;-Cs)sulfonilamino, aminosulfonilo, (alquil C,;-Cs)aminosulfonilo,
di(alquil C;-Cs)aminosulfonilo, halégeno, hidroxi, carboxi, ciano,
trifluorometilo, trifluocrometoxi, nitro o amino, estando el 4tomo de nitrégeno
opcionalmente mono- o disustituido independientemente con alquilo Ci-Cs o
arilo; o ureido, estando cualquier atomo de nitrégeno opcionalmente sustituido
independientemente con alquilo C;-Cs; o (alquil C,-Cs)tio, en el que el dtomo de
azufre est4d opcionalmente oxidado a un sulféxido o sulfona,

estando cada grupo sustituyentt de R’ opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes seleccionados de
metilo, metoxi, halégeno, hidroxi, oxo, ciano o amino,

R? y R® son cada uno independientemente hidrégeno o alquilo C;-Cs, o R? y R? junto

30 R*

con el dtomo de carbono al que estan unidos en comin forman un anillo espiro
cicloalquilo C;-Cs;

es alquilo C;-Cs, alquenilo C;-Cs o alquinilo C;-Cs, cada uno opcionaimente
sustituido independientemente con uno a tres grupos sustituyentes,
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siendo cada grupo sustituyents de R* independientemente alquilo C;-Cs, hidroxi,
halégeno, amino u oxo; y

es un grupo heteroarilo opcionialmente sustituido independientemente con uno a
tres grupos sustituyentes,

siendo cada grupo sustituyente de R’ independientemente alquilo C;-Cs,
alquenilo C2-Cs, alquinilo C,;-Cs, cicloalquilo Ci-Cg, heterociclilo, arilo,
heteroarilo, alcoxi C;-Cs, alqueniloxi C;-Cs, alquiniloxi C;-Cs, ariloxi, acilo,
(alcoxi C,-Cs)carbonilo, alcanoiloxi Cy-Cs, aminocarbonilo,
alquilaminocarbonilo, dialquilaminocarbonilo, aminocarboniloxi, (alquil C;-
Cs)aminocarboniloxi, di(alquil Cy-Cs)aminocarboniloxi, (alcanoil C;-Cs)amino,
(alcoxi C,-Cs)carbonilamino, (alquil C,-Cs)sulfonilamino, aminosulfonilo,
(alquil C,-Cs)aminosulfonilo, di(alquil C,-Cs)aminosulfonilo, halégeno, hidroxi,
carboxi, ciano, trifluorometilo, trifluorometoxi, trifluorometiltio, nitro o amino,
estando el dtomo de nitrdgeno opcionalmente mono- o disustituido
independientemente con alquito C,-Cs; o ureido en el que ¢l dtomo de nitrégeno
estd opcionalmente sustituido independientemente con alquilo C,-Cs; o (alquil
C1-Cs)tio, en el que el atomo de azufre estd opcionalmente oxidado 2 un
sulféxido o sulfona,

estando cada grupo sustinyente de R’ opcionalmente sustitnido
independientemente con uno a tres grupos sustituyentes seleccionados de
alquilo C;-Cs, alcoxi C,-C;, halégeno, hidroxf, 0X0, ciano, amino o
trifluorometilo,

o uno de sus tautémeros, profdmacos, solvatos o sales.

2.

Un compuesto de Formula (IA) segun la reivindicacion 1, en el que:

es tienilo, fenilo, naftilo, dihidrobenzofuranilo, benzofuranilo, cromanilo,
dibidroindolilo, indolilo, dihidrobenzotienilo, benzotienilo, benzodioxolanilo,
dihidrobenzoxazolilo, = benzoxazolilo,  bencisoxazolilo,  benzopimzolilo,
Eencimidazolilo, quinolinilo, piridinilo, pirimidinilo o pirazinilo, cada uno
opcionalmente sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R independientemente alquilo C;-Cs,
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alquenilo C;-C,, alquinilo C;-C3, alcoxi C,-C;, alqueniloxi C;-C3, alcanoilo C;-
C,, alcoxicarbonilo C,-C; , alcanoiloxi C;-Cj., halégeno, hidroxi, carboxi, ciano,
trifluorometilo, trifluorometoxi, nitro o (alquil C;-Cs)tio, en el que el atomo de
azufre estd opcionalmente oxidado a un a sulféxide o sulfona,

estando cada grupo sustituyente de R! opcionalmente sustituido
independientemente con un grupo sustituyente seleccionado de metilo,
metoxi, halégeno, hidroxi, oxo, ciano o amino;

10 R?y R? son cada uno independientemente hidrogeno o alquilo C,-Cs, o R* y R’ junto
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con ¢l 4tomo de carbono al que estin unidos en comin forman un anillo espiro
cicloalquilo C;-Cs;

R'es CHyy

RS

es un grupo imidazolilo, piridilo, indolilo, azaindolilo, diazaindolilo,
benzofuranilo, furanopiridinilo, furanopirimidinilo, benzotienilo, tienopiridinilo,
tienopirimidinilo, benzoxazolilo, oxazolopiridinilo, benzotiazolilo,
tiazolopiridinilo,  bencimidazolilo,  imidazolopiridinilo, quinolinilo o
isoquinolinilo, cada uno opcionalmente sustitnido independientemente con uno a
tres grupos sustituyentes,

siendo cada grupo sustituyente de R® independientemente alquilo C;-Cj,
alquenilo C,-C,, fenilo, alcoxi C;-Cs, metoxicarbonilo, aminocarbonilo, (alquil
C,-C;)aminocarbonilo, di{alquil C;-Ca)aminocarbonilo, heterociclilcarbonilo,
fluoro, cloro, bromo, oxo, ciano, trifluorometilo o alquil C,-Cstio, en el que el
atomo de azufre estd opcionalmente oxidado a un sulfoxido o sulfona,

estando cada grupo sustituyente de R’ opcionalmente sustituido
independientemente con un grupo sustituyente seleccionado de metilo,
metoxi, fluoro, cloro, bromo, oxo o triflucrometilo,

o uno de sus tautémeros, profirmacos, solvatos o sales.

3.

Un compuesto de Férmula (IA) segiin la reivindicacion 1, en el que:

R! es fenilo, naftilo, piridilo, cromanilo, dihidrobenzofuranilo o benzofuranilo, cada uno
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opcionalmente sustituido independientemente con uno o dos grupos sustituyentes,

siendo cada grupo sustituyente de R' independientemente metilo, etilo, metoxi,
etoxi, fluoro, cloro, bromo, hidroxi, trifluorometilo, trifluorometoxi o ciano;

R? y R’ son cada uno independientemente metilo, o R y R? junto con el dtomo de
carbono al que estin unidos en comiin forman un anillo espirociclopropilo;

R*es CHy; y

R® es un grupo piridilo, indolilo, azaindolilo, benzofuranilo, furanopiridinilo,
tienopiridinilo, benzoxazolilo, bencimidazolilo, quinolinilo o isoquinolinilo, cada
uno opcionalmente sustituido independientemente con uno a tres grupos
sustituyentes,
siendo cada grupo sustiuyente de R® independientemente metilo, fenilo,

metoxicarbonilo, aminocarbonilo, metilaminocarbonilo, dimetilaminocarbonilo,
morfolinilcarbonilo, fluoro, cloro, bromo, ciano o trifluorometilo,

o uno de sus tautdmeros, profarmacos, solvatos o sales.
4, El compuesto de Férmula (IA) segin la reivindicacion 1, en el que R? y R? junto
con el dtomo de carbono al que estin cominmente unidos forman un anillo espiro

cicloalquilo C;-Cs.

5. El compuesto de Férmula (IA) segin la reivindicacién 1, en el que R? y R? son
cada uno independientemente hidrégeno o alquilo C,-Cs.

6. El compuesto de Férmula (IA) segun la reivindicacion 1, en el que R* es CH,.
7.  El compuesto de Férmula (JA) segin la reivindicacién 1, en ¢l que:

R' es fenilo, dihidrobenzofuranilo o benzofuranilo, cada uno independientemente
sustituido opcionalmente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R! independientemente alquilo C;-C;,
alquenilo C;-Cs, alquinilo C,-C3, alcoxi C;-C;, alqueniloxi C;-C3, alcanoilo C;-

7Y
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Ci, (alcoxi C-C;)carbonilo, alcanoiloxi C;-Cj, halégeno, hidroxi, carboxi,
ciano, trifluocrometilo, nitro o {alquil C,-Cj)tio, en el que el dtomo de azufre estd
opcionalmente oxidado a un sulféxido o sulfona; y

R? y R? son cada uno independientemente hidrégeno o alquilo C;-Cs,
o uno de sus tautémeros, profirmacos, solvatos o sales.
8.  Un compuesto seleccionado de:

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-2-(4,6-dimetilpiridin-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-2-(piridin-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifiznil)-4-metil-2-(6-metilpiridin-2-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(4-metilpiridin-2-ilmetil)pentan-2-

ol;
4-Fluoro-2-(4,4,4-trifluoro-3-hidroxi- 1, 1 -dimetil-3-piridin-2-ilmetilbutil)fenol;

2-(4,5-Dimetiltiazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-
2-ol;

2-(4,5-Dimetiloxazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil )-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metilpiridin-2-ilmetil )pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-metilpiridin-2-ilmetil)pentan-2-
ol;

2-Benzotiazol-2-ilmetil-1, 1, 1-trifluorc—4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-fenilbenzoxazol-2-
ilmetil)pentan-2-ol;

2-Benzofuran-2-ilmetil-1,1,1-trifluoro4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol;

1,1,1-TFrifluoro-4~(5-fluoro-2-metoxifenil)-4-metil-2-(3-metilbenzofuran-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-tiofen-2-ilmetilpentan-2-ol;
5-(5-Fluoro-2-metoxifenil)-5-metil-2-piridin-2-il-3-trifluorometilhexan-3-ol;
5-(5-Fluoro-2-metoxifenil)-5-metil-2-piridin-2-il-3-trifluorometilhexan-3-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-metilbenzooxazol-2-
ilmetil)pentan-2-ol,

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-metilbenzotiazol-2-
ilmetil)pentan-2-ol,

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(5-metilbenzooxazol-2-
ilmetil)butil)fenol,

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(5-metilbenzotiazol-2-
iimetil)butil]fenol;

1,1,1-Trifluoro-4-metil-4-fenil-2-piridin-2-ilmetilpentan-2-ol;
2-(4,6-Dimetilpiridin-2-ilmetil)-1,1, 1-trifluoro-4-metil-4-fenilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-pirimidin4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifznil)-4-metil-2-(4-metilquinolin-2-ilmetil)pentan-

2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifznil)-4-metil-2-(1-fenil - 1 H-pirazol-3-
ilmetil)pentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1-metil-1 H-imidazol-2-
ilmetil)pentan-2-ol;

Metilamida del acido 5-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-3-fenilisoxazol-4-carboxilico;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-pirazin-2-ilmetilpentan-2-ol;
4-(2-Aliloxi-5-fluorofenil)-1,1, 1-trifluoro4-metil-2-piridin-2-ilmetilpentan-2-o};
1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil-1 H-indol-2-
ilmetil)pentan-2-ol;

2-Benzooxazol-2-ilmetil-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-piridazin-3-ilmetilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-piridin-3-ilmetilpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-metilpiridin-3-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-(1-metil- 1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-quinolin-2-ilmetilpentan-2-ol;
4-(4-Clorofenil)-1,1,1 -trifluoro-4-metil-2-piridin-2-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluore-2-metoxifenil)-2-(6-fluoropiridin-2-ilmetil}-4-metilpentan-
2-0l;

6-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]nicotinonitrilo;
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2-(1H-Indol-2-ilmetil)-1,1,1-trifluoro-4-(4-fluorofenil)-4-metilpentan-2-ol;

2-(6-Cloro-4-trifluorometilpiridin-2-ilmetil)-1,1, 1 -trifluoro-4-(5-fluoro-2-metoxifenil )-
4-metilpentan-2-ol;

2-(5-Cloro-7-fluoro-1H-indol-2-ilmetil)-1,1, 1 -trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol; :

4-(3,4-Diclorofenil)-1,1,1-triflupro-2-(1 H-indol-2-ilmetil }-4-metilpentan-2-ol;

2-(2,6-Dicloropiridin-4-ilmetil)-1,1,1-trifluoro-4-( 5-fluoro-2-metoxifenil)4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-metoxifenil)-2-isoquinolin-1-ilmetil-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-[3-(2,6-Dicloropiridin4-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-dimetilbutil] -4-
fluorofenol;

4-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-3-isoquinolin-1-ilmetil-1,1-dimetilbutil)fenol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-piridin-2-ilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifiznil)-4-metil-2-(6-metil-1 H-indol-2-
ilmetil)pentan-2-ol;

2-(1H-Bencimidazol-2-ilmetil)-1,1,1-irifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-{6-fluore- 1 H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)}4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorofenil)-2-( 1/4-indol-2-ilmetil)-4-metilpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(quinolin-4-ilmetil)pentan-2-ol;

4-(2,3-dihidro-5-cianobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloropiridin-4-ilmetil)pentan-2-
ol;

4-(3,4-Difluorofenil)- 1, 1,1-trifluoro-2-(1 H-indol-2-ilmetil}-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloropiridin-4-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloropiridin-5-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil Jpentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 -oxipiridin-4-ilmetil)pentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil}pentan-
2-ol;

1,1,1-Trifluoro-2-(1 A-indol-2-ilmetil)-4-(4-metoxifenil)-4-metilpentan-2-ol;
4-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil]fenol;

1,1,1-Trifluoro-2-(5-fluoro-1 H-indol-Z-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(5-metil-1H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil )-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 A-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil )-4-
metilpentan-2-ol;
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4-(2,3-dihidrobenzofuran-7-il}-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

2-Bencimidazol-1-ilmetil-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil}-4-metilpentan-2-ol,
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 -oxipiridin-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-(4-fluoro-2-metilfenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-clorobencimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-fluoropiridin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-bromopiridin-4-ilmetil }pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil-1 A-indol-2-
ilmetil)pentan-2-ol,

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(4-metil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-quinolin-4-il-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-trifluorometil -1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil- 1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-triflucrometil-1 H-indol-2-
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ilmetil)pentan-2-ol;

1,1,1-Trifluoro-2-quinolin-4-ilmetil-3-[ 1-(2-triflucrometoxifenil)ciclopropil]Jpropan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-trifluorometil-1 H-
benzoimidazol-2-ilmetil)pentan-2-ol;

2-(5-Cloro-6-fluoro-1 H-benzoimidazol-2-ilmetil)-1,1, 1-trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-3-[ 1-(5-fluore-2-metoxifenil)ciclopropil}-2-(1 H-indol-2-ilmetil )propan-
2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(4-metil-1 H-indol-2-
ilmeti)butil}fenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-benzoimidazol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol,

2-(6,7-Difluoro-1H-benzoimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-(3-Etil-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol,
3-[1-(2,5-Difluorofenil)ciclopropil]-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)propan-2-ol;

1,1,1-Trifluoro-3-[ 1-(4-fluorofenil)ciclopropil]-2-(1 H-indol-2-ilmetil)propan-2-ol;
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2-Etil-6-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil )-2-(6-fluoro-4-metil-1 H-indol-2-ilmetil}-4-
metilpentan-2-ol;

2-(4,6-Dimetil-1H-indol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(3-Etil-2-metoxifenil)-1,1,1-trifluorc-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
2-Etil-6-[4,4,4-trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil] fenof;

2-[3-(6,7-Difluoro-1H-benzoimidazol-2-ilmetil}-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]4-fluorofenol;

2-(7-Cloro-5-trifluorometil-1 H-benzoimidazol-2-ilmetil)-1, 1,1 -trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol;

2-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil)-1,1, 1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-(5-fluoro-2-metilfenil)-4-metilpentan-
2-0l;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil)-4-(4-fluorofenil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-Z-ilmetil)-4-(3-fluorofenil)-4-metilpentan-2-ol;

2-[3-(5,7-Dimetil-1 H-benzoimidazol-Z-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]4-fluorofenol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol,
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-(3-metoxifenil)-4-metilpentan-2-ol,

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-( 1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorofenil)4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-(3-trifluorometilfenil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil)pentan-
2-ol;

1,1,1-Triflucro-4-(3-fluorofenil}-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil)pentan-
2-ol;

1,1, 1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-3H-
benzoimidazol-5-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-2-( 1H—indol-2-ilmetil)-4-meti]pcn.tan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)}-4-metil-4-(3-trifluorometilfenil)pentan-2-ol;
1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol,

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(5-trifluorometil-1 H-indol-2-
ilmetil)butil]fenol,

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin4-ilmetilpentan-
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2-0l;

2-(6-Cloro-4-metil-1H-indol-2-ilmetil)- 1,1, 1-trifluoro-4-{ 5-flucro-2-metoxifenil )-4-
metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil}-4-metil- 1 H-
indol-6-carbonitrilo;

2-2-Fenil4-metilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-quinolin-4-
ilmetilpentan-2-ol,

2-(2-Fenilimidazol- 1-ilmetil)-1,1, ] -trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-4-{5-fluoro-2,3-dihidrobenzofuran-7-il)-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il)-2-quinolin4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-2-(1 A-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-of;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoro-4-metil-1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-m-tolilpentan-2-ol;
1,1,1-Trifluoro-2-(1 A-indol-2-ilmetil)-4-metil4-naftalen-2-ilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol;
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1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-p-tolilpentan-2-ol;
4-(2,3-Dihidrobenzofuran-5-il)-1,1, 1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1,1 -trifluoro-4-metil-2-quinolin4-
ilmetilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-5-il)-1,1, 1-trifluoro-2-(1 H-indol-2-ilmetil)}-4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(1-metoxinaftalen-2-il)-4-metil-2-quinolin-4-ilmetilpentan-2-ol; -
2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)naftalen-1-ol;
1,1,1-Trifluoro-4-metil-4-nafialen-2-il-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-triflucrometilpentil]- 1 H-indol-7-
carbonitrilo;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-( 1 -metoxinaftalen-2-il)-4-metilpentan-2-ol;
2-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil|naftalen-1-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilretil-4-p-tolilpentan-2-ol;
4-Croman-8-il-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo[2,3-¢c]piridin-2-
ilmetil)butil]fenol;
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4-(6-Bromocroman-8-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo[ 3,2-b]piridin-2-
ilmetil)pentan-2-ol;

4-Fluoro-2-{4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo[ 3,2-b]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 A-pirrolo[2,3-b]piridin-2-
ilmetil)pentan-2-ol,

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo[2,3-b]piridin-2-
ilmetil)butil}fenol;

1,1,1-Trifluoro-4-(3-flucrofenil)-4-metil-2-(1 H-pirrolo[ 2,3c]piridin-2-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(1 H-pirrolo{ 2,3 -c]piridin-2-ilmetil)pentan-2-
ol;

4.(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 H-pirrolo[ 2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoroquinolin-4-ilmetil}-4-metilpentan-
2-0l;

1,1,1-Trifluoro-4-(4-fluorofenil)-2-(7-fluoroquinolin-4-ilmetil)}-4-metilpentan-2-ol,
1,1,1-Trifluoro4-(4-fluorofenil)-2-( 5-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol,

1,1,1-Trifluoro-2-(7-fluoro-4-metilquinolin-8-il)-4-(4-fluorofenil)-4-metilpentan-2-ol;

AY
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2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indol-
6-carbonitrilo;

1,1,1-Trifluoro-4-(2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1H-indol-2-ilmetil)-4-(2-metoxifenil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1 H-indol-3-carbonitrilo;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro4-metil-2-quinolin-4-ilmetilpentan-2-ol;
4-(5. -Bromo-2-metoxifenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi-1,1 -dimetil-3 -quinolin4-ilmetilbutil)fenol;
1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-ol,

2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil}-
1H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin-4-ilmetilbutil)fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 A-indol-3-
carbonitrilo; )

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)-4-metil- 1 H-indol-6-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indol-6-
carbonitrilo;

o\
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2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indol-6-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 7-
indol-6-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[ 3,2-c]piridin-2-ilmetil )pentan-2-o);

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-
ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 -indol-5-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1H-indol-3-carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-triflucrometilpentil]- 1 H-indol-3-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5,6,7,8-tetrahidroquinalin-4-
ilmetil)pentan-2-ol;

1-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 A-indol-3-
carbonitrilo;

1,1,1-Trifluoro4-(4-fluoro-2-metoxifenil}-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 H-indol-3-carbonitrilo;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1.1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-

N
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ilmetil)butil]}fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-

carbonitrilo;
2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-carbonitrilo;
2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-triflucrometilpentil]-1 H-indol-5-carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil)-1 H-indol-5-
carbonitrilo;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(7-fluoro- 1 H-indol-2-ilmetil)4-
metilpentan-2-ol;

-1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil}-4-(4-fluoro-2-metoxifenil)-4-

metilpentan-2-ol;
1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;

Ester metilico del acido  2-[4-(4-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 A-indol-5-carboxilico;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-( 1 H-pirrolo[2,3-¢]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil- 1 H-pirrolo[2,3-c]piridin-
2-ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5-trifluorometil- 1 H-indol-2-
ilmetil)pentan-2-ol;



10

15

20

25

30

35

-196- 6

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(5-trifluorometil -1 H-indol-2-
ilmetil}pentan-2-ol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil)pentan-
2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil]- 1 H-indol-5-carbonitrilo;

2-[4-(5-Fluoro-2-hidroxifenit)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-
indol-6-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(3-metil-14-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-tiofen-3-ilpentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-tiofen-3-ilpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 F-pirrolo[3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-
ol;

2-{4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentii]4-metil-1 4~
indol-6-carbonitrilo;

3-(4,4,4-Trifluoro-3-hidroxi-1, 1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(4-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol; .

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-(5-trifluorometil-1 H-indol-2-
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ilmetil)pentan-2-ol;

2-{4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

Ester metilico del 4cido  2-[4-(5-bromo-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carboxilico;

Ester metilico del 4cido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carbexilico;

4-(2,6-Dimetilfenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
3-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil] fenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-(1 H-pirrolo[ 2,3-
c]piridin-2-ilmetil)pentan-2-ol;

Ester metilico del 4cido  1-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-14-indol-3-carboxilico;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-triflucrometilpentil]-4-metil- 1 H-indol-6-
carbonitrilo;

2-[4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-

indol-6-carbonitrilo;

2-[4-(4-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 A-indol-5-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-nitro- 1 H-indol-2-ilmetil)pentan-
2-ol;

Amida del acido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1 H-indol-5-carboxilico;

Dimetilamida del acido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-

SN
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trifluorometilpentil]-1 H-indol-5-carbexilico;

{2-[4~(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
il}morfolin-4-ilmetanona,

Ester metilico del 4cido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-d4-metil-2-
trifluorometilpentit]- 1 H-indol-6-carbexilico;

Ester metilico del 4cido  2-[4-(5-fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil}- 1 H-indol-6-carbexilico;

Acido 2-[4~(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-  H-indol-
6-carboxilico; y

Acido 2-[4-(5-fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-
6-carboxilico,

o0 uno de sus tautémeros, profirmacos, solvatos o sales.
9.  Un compuesto seleccionado de:
1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-2-(piridin-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-fenilbenzoxazol-2-
ilmetil)pentan-2-ol;

2-Benzofuran-2-ilmetil-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trfluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metilbenzofuran-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(1 #-indol-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil- 1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Triftuoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 -metil-1 H-indol-2-
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ilmetil)pentan-2-ol;
6-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]nicotinonitrilo;
2-(1H-Indol-2-ilmetil)-1,1,1-trifluoro-4-(4-fluorofenil}-4-metilpentan-2-ol;

2-(6-Cloro-4-trifluorometilpiridin-2-ilmetil)-1, 1, 1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

2-(5-Cloro-7-fluoro-1H-indol-2-ilmetil)-1,1, 1 -trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(3,4-Diclorofenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol,

2-(2,6-Dicloropiridin-4-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-[3-(2,6-Dicloropiridin-4-ilmetil)-4,4,4-trifluoro-3-hidroxi- 1, 1-dimetilbutil]-4-
fluorofenol;

4-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-3-isoquinolin- 1 -ilmetil-1,1-dimetilbutil)fenol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-piridin-2-ilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-metil-1 H-indol-2-
ilmetil)pentan-2-ol;

2-(1H-Bencimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;
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1,1,1-Trifluoro-4-(3-fluorofenil)-2-(1 H-indol-2-ilmetil)4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(quinolin-4-ilmetil)pentan-2-ol;

4-(2,3-dihidro-5-cianobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloropiridin-4-ilmetil)pentan-2-

ol;
4-(3,4-Difluorofenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluore-2-hidroxifenil}-4-metil-2-(2-cloropiridin-4-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(4-metoxifenil)-4-metilpentan-2-ol;
4-[4,4 4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1, } -dimetilbutil] fenol;

1,1,1-Trifluoro-2-(5-fluoro-1H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil )4~
metilpentan-2-ol;

1,1,1-Trifluoro-2-(5-metil-1 H-indo}-2-ilmetil)-4-(5-fluoro-2-metoxifenil )-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-z-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

n
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2-Bencimidazol-1-ilmetil-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(4-fluoro-2-metilfenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-clorobencimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-fluoropiridin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-bromopiridin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil-1 7-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-<4-metil-2-(4-metil-1H-indol-2-
ilmetil}pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-trifluorometil - 1 H-indo)-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil-1 A-benzoimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-(6-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(6-trifluorometil -1 H-
benzoimidazol-2-ilmetil)pentan-2-ol;

2-(5-Cloro-6-fluoro- 1 H-benzoimidazsl-2-ilmetil)-1, 1, 1-trifluoro-4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol;
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1,1,1-Trifluoro-3-[1-(5-fluoro-2-metoxifenil)ciclopropil]-2-(1 A-indol-2-ilmetil)propan-
2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(4-metil-1 H-indol-2-
ilmetil)butil]fenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

1,1,1-Trifluoro-2-{6-fluoro-1 H-benzoimidazol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

2-(6,7-Difluoro-1H-benzoimidazol-2-ilmetil)-1,1,1-trifluoro4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin4-ilmetilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-(3-Etil-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-3-[ 1-{4-fluorofenil)ciclopropil ]-2-(1 H-indol-2-ilmetil)propan-2-ol;
2-Etil-6-(4,4,4-trifluoro-3-hidroxi-1, i-dimetil-3-quinolin-4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(6-fluoro-4-metil-1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

2-(4,6-Dimetil-1 H-indol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(3-Etil-2-metoxifenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)4-metilpentan-2-ol;

2-Etil-6-[4,4,4-trifluoro-3-hidroxi-3-{ | H-indol-2-ilmetil)-1,1-dimetilbutil}fenol;
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2-[3-(6,7-Difluoro-1H-benzoimidazol-2-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]-4-fluorofenol;

2-(7-Cloro-5-trifluorometil-1 H-benzoimidazol-2-ilmetil)- 1, 1,1 -trifluoro4-(5-fluoro-2-
metoxifenil)-4-metilpentan-2-ol;

2-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil)-1,1, 1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-(5-fluoro-2-metilfenil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-(4-fluorofenil)}-4-metilpentan-2-ol;
1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-(3-fluorofenil }-4-metilpentan-2-ol;

2-[3-(5,7-Dimetil-1H-benzoimidazol-2-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-

. dimetilbutil]4-fluorofenol,

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1H-indol-2-ilmetil)-4-(3-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-2-o);
1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(4-metil-1 A-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-(3-trifluorometilfenil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil}-4-metil -2 -(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;
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1,1,1-Trifluoro-4-(4-fluorofenil}-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil )pentan-
2-0l;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(5-trifluorometil-1 A-indol-2-ilmetil )pentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(7-metil -1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-3 A-
benzoimidazol-5-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol,
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(3-trifluorometilfenil)pentan-2-ol;
1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil}-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-1, 1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(5-trifluorometil- 1 H-indol-2-
ilmetil)butil]fenol,

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-
2-ol;

2-(6-Cloro-4-metil-1H-indol-2-ilmetil}- 1,1, 1-trifluoro-4-( 5-fluoro-2-metoxifenil )-4-
metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 4-
indol-6-carbonitrilo;

2-(2-Fenil4-metilimidazol-1-ilmetil)-1, 1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-quinolin-4-
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ilmetilpentan-2-ol;

2-(2-Fenilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-2-(1 H-indol-2-ilmetil )-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il)-2-quinolin-4-
ilmetilpentan-2-o};

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoro-4-metil-1 H-indol-2-ilmetil)4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-m-tolilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H—indol-2-ilmetil)-4-metﬂ-4-naftalen-2—i1pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-p-tolilpentan-2-ol;
4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1, 1 -trifluoro-4-metil-2-quinolin4-
ilmetilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-

ol;

1,1,1-Trifluoro-4-(1-metoxinaftalen-2-il)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
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2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinclin-4-ilmetilbutil)naftalen-1-ol;
1,1,1-Trifluoro-4-metil-4-naftalen-2-il-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 3,2-¢]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 A-indol-5-
carbonitrilo;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-7-
carbonitrilo;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(1 -metoxinaftalen-2-il)-4-metilpentan-2-ol;
2-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil]naftalen-1-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-p-tolilpentan-2-ol;
4-Croman-8-il-1,1,1 -triﬂuoro-4-metil-2-quino]in-4-i]_metilpentan—2-ol;
1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

4-Fluoro-2-[4,4,4-triflucro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil)fenol;

4-(6-Bromocroman-8-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[3,2-b]piridin-2-
ilmetil)pentan-2-ol,

4-Fluoro-2-{4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[3,2-b]piridin-2- .
ilmetil)butil]fenol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo[2,3-b]piridin-2-
ilmetil)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-( 1 H-pirrolo[2,3-b)piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(3-fluorofenil}-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-
ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoroquinolin-4-ilmetil)4-metilpentan-
2-0l;

1,1,1-Trifluoro4-(4-fluorofenil)-2-( 7-fluoroquinolin-4-ilmetil)4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(4-flucrofenil)-2-(5-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-14-indol-3-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil |-4-metil-1 H-indol -
6-carbonitrilo;

1,1,1-Trifluoro-4-(2-metoxifenil)-4-metil-2-quinolin-4-iimetilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(2-metoxifenil)-4-metilpentan-2-ol;



10

15

20

25

30

35

6%\

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-triflucrometilpentil]-
1 H-indol-3-carbonitrilo;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluorc-4-metil-2-quinolin4-ilmetilpentan-2-ol;
4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin4-ilmetilbutil)fenol;
1,1,1-Trifluoro4-metil<4-fenil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-ol;

2-[4-5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometil-
pentil]-1H-indol-3-carbonitrilo;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)-4-metil- 1 H-indol-6-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indol-6-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indol-6-
carbonitrilo; '

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-
indol-6-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)4-metil-2-(1 H-pirrolo[ 2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-( 1 H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(1 H-pirrolo[ 3,2-c]piridin-2-ilmetil}pentan-2-
ol;
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4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-triflucro-4-metil-2-(1 H-pirrolo[ 3,2-¢]piridin-2-
ilmetiljpentan-2-ol,

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil}-1 H-indol-5-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil -
1H-indol-3-carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentii])- 1 A-indol-3-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5,6,7,8-tetrahidroquinolin-4-
ilmetil)pentan-2-ol;

1-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-triflucrometilpentil]-1 H-indoi-3-
carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil}-4-metil-2-(1 H-pirrolo[ 3,2-¢]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil}-1 H-indo!-3-carbonitrilo;

5-Fluoro-2-{4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il}-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-carbonitrilo;
2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-carbonitrilo;

2-[4-(5-Fluoro-2-meti1fenil)-2-hidroxi-4-meti1—f!-triﬂuorometilpentil]-lH-indol-S-
carbonitrilo;
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4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil)-4-{4-fluoro-2-metoxifenil )-4-
metilpentan-2-ol; '

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil}-4-metil-4-fenilpentan-2-o};

Ester metilico del 4cido  2-[4-(4-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-cartoxilico;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenit)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-(3-metil-1 H-pirrolo[2,3-c]piridin-
2-ilmetil)pentan-2-0l;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5-trifluorometil- 1 #-indol-2-
ilmetil)pentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-triflucro-4-metil-2-(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-(5-trifluorometil- 1 H-indol-2-ilmetil)pentan-
2-ol; )

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil]- 1 H-indol-5-carbonitrilo;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol,

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-
indol-6-carbonitrilo;
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4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(3-metil-1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)}-4-metil-4-tiofen-3-ilpentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-tiofen-3-ilpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1H-pirrolo[3,2-c]piridin-2-
ilmetil)butil)fenol;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 H-pirrolo[ 3,2-c]piridin-2-ilmetil )pentan-2-
ol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1.4-
indol-6-carbonitrilo;

3.-(4,4,4-Triﬂuoro-3-hid.roxi- 1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxirenil)-4-metil-2-(4-trifluorometil-  H-indo!-2-
ilmetil)pentan-2-ol;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-(5-trifluorometil-1 H-indol-2-
ilmetil)pentan-2-ol;

2-[4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

Ester metilico del 4cido  2-[4-(5-bromo-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1/-indol-5-carboxilico;

Ester metilico del dcido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carbexilico;

4-(2,6-Dimetilfenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

3-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1, 1 -dimetilbutil fenol;
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1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-(1 H-pirrolo[ 2,3-
cJpiridin-2-ilmetil)pentan-2-ol; y

Ester metilico del 4dcido  1-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-3-carboxilico,

o uno de sus tautdmeros, profarmacos, solvatos o sales,
10. Un compuesto selecctonado de:
1,1,1-Trifluoro-4-{5-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-(2,6-Dicloropiridin-4-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-2-(1 A-indol-2-ilmetil)-4-metilpentan-2-ol;

2-[3-(2,6-Dicloropiridin-4-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-dimetilbutil]-4-

fluorofenol,;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

2-(1H-Bencimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorofenil)-2-(1i7-indol-2-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(quinolin-4-ilmetil)pentan-2-ol;

4-(2,3-dihidro-5-cianobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil}4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloropiridin4-ilmetil }pentan-2-
ol;
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1,1,1-Trifluoro4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloropiridin4-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(4-metoxifenil)-4-metilpentan-2-ol,
4-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil] fenol;

1,1,1-Trifluoro-2-(5-fluoro-1 H-indo}-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil}-4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-bromopiridin-4-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil- 1 H-benzoimidazol-2-
ilmetil)pentan-2-ol; :

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(4-metil-1 H-indol-2-
ilmetil)butil}fenol;

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-benzoimidazol-2-ilmetil}-4-( 5-fluoro-2-metoxifenil )-4-
metilpentan-2-ol;

4
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2-(6,7-Difluoro-1 H-benzoimidazol-2-ilmetil)-1,1,1 -trifluoro-4-(5-fluoro-2-metoxifenil )-
4-metilpentan-2-ol,

4-(2,3-Dihidrobenzofuran-7-i1)-1,1, 1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-i1)-1,1,1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4.(3-Etil-2-metoxifenil)-1,1,]-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
2-Etil-6-(4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin-4-ilmetilbutil)fenol;
2-Etil-6-[4,4,4-trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil]fenol;

2-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil)-1,1, 1 -trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

2-[3-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]-4-fluorofenol;

1,1,1-Trifluoro4-(3-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-(3-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil}-4-metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro4-metil-2-quinolin-4-iimetil-4-(3-trifluorometilfenil)pentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metilfenil)-4-metil-2-(7-metil -1 H-benzoimidazol-2-
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1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil }-4-metilpentan-2-ol;

ilmetil)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(3-triflucrometilfenil)pentan-2-ol;
1,1,1-Trifluoro4-(4-fluoro-2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-quinclin-4-ilmetilbutil)fenol;

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-
2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-
indol-6-carbonitrilo;

2-(2-Fenil-4-metilimidazol- 1-ilmetil)- 1, 1,1-trifluoro-4-(5-fluoro-2-metoxifenil )-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il}-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

2-(2-Fenilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrabenzofuran-7-il)-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il)-2-quinolin-4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-fenilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-m-tolilpentan-2-ol;
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1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-naftalen-2-ilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol,
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-p-tolilpentan-2-ol,
4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro-4-metil-2-quinolin4-ilmetilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-5-il}-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(1-metoxinafialen-2-il)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin4-ilmetilbutil)naftalen-1-ol;
1,1,1-Trifluoro4-metil-4-naftalen-2-il-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-{4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 A-indol-5-
carbonitrilo;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-( 1 -metoxinaftalen-2-il)-4-metilpentan-2-ol;
1,1,1-Trifluoro4-metil-2-quinolin-4-ilmetil-4-p-tolilpentan-2-ol;
4-Croman-8-il-1,1, 1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

4-(6-Bromocroman-8-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[3,2-b)piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-b]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-
ol;

1,1,1-Trfluoro-4-metil-4-fenil-2-quinclin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-2-(7-fluoroquinolin-4-ilmetil)-4-metilpentan-
Z2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-2-( 7-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(4-fluorofenil)-2-(5-fluoroquinolin-4-ilmetil)4-metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 A-indol-3-
carbonitrilo;

2-{4~(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil -1 H-indol-
6-carbonitrilo;

11,1 -Triﬂuoro-4-(2-me.t0xifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 A-indol-2-ilmetil)-4-(2-metoxifenil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil ] -
1H-indol-3-carbonitrilo;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(5-Bromo-2-metoxifenil)- 1,1, 1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
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2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;
1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolof2,3-c)piridin-2-ilmetil)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1 H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi- 1,1 -dimetil-3-quinolin-4-ilmetilbutil)fenol;

1,1,1-Trifluoro-4-(4-fluorofenil}-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-
ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 H-pirrolo[ 2,3-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometil-
pentil]-1H-indol-3-carbonitrilo;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil}4-metil-1 H-indol-6-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil ]-4-metil- 1 H-indol-6-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-indol-6-

carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil}-4-metil-1 H-
indol-6-carboenitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo[2,3-c]piridin-2-
ilmetil}pentan-2-ol; '-

1,1,1 -Triﬂuoro-4-meti1—4-fenil-2-(1H-pin'olo[3,2-c]piridin-2-ilmeﬁ1)pentan-2-oli

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-( 1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)pentan-2-ol;
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2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 H-indol-5-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metii-2-trifluorometilpentil]-
1 H-indol-3-carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-meti!-2-trifluorometilpentil]-1 H-indol-3-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifinil)-4-metil-2-(5,6,7,8-tetrahidroquinolin-4-
ilmetil)pentan-2-ol;

1-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- | H-indol-3-carbonitrilo;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-

carbonitrilo;
2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-carbonitrilo;
2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil ]- 1 H-indol-5-carbonitrilo,

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1-trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-
metilpentan-2-o0l;
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4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-2-(7-fluore-1H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;

Ester metilico del 4cido  2-[4-(4-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]- 1 H-indol-5-carboxilico;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil- 1 H-pirrolo[2,3-c]piridin-
2-ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-(5-trifluorometil-1 H-indol-2-ilmetil )pentan-
2-ol;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil ]- 1 H-indol-5-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirroto[ 2,3-c]piridin-2-
ilmetil)butil]fenol;

5-Fluoro-2-[4,4,4-trifluoro-3-(7-fluoro-1 H-indol-2-1lmetil)-3-hidroxi-1,1-
dimetilbutil}fenol;

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil}-4-metil- 1 H-
indol-6-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(3-metil-1 H-pirrolo[2,3-¢]piridin-2-
ilmetil)butilJfenocl;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-tiofen-3-ilpentan-2-ol,
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1,1,1-Trifluoro-4-metil-2-quinotin-4-ilmetil-4-tiofen-3-ilpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1-dimetil-3-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)butil}fenol;

1,1,1-Trifluoro4-(3-fluorofenil)-4-metil-2-( 1 H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-
ol;

3-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

Ester metilico del 4cido  2-[4-(5-bromo-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentilj-1 H-indol-5-carbaxilico;

Ester metilico del 4cido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carboxilico;

4-(2,6-Dimetilfenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
3-[4,4,4-Trifluoro-3-hidroxi-3-{1 H-indol-2-ilmetil)-1,1-dimetilbutil }Jfenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-( 1 H-pirrolo[2,3-
c]pinidin-2-ilmetil)pentan-2-ol;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil]4-metil-1 H-indol-6-
carbonitrilo;

2-[4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-
indol-6-carbonitrilo;

2-[4-(4-Fluoro-2-hidroxifenil)-2-hidro:<i-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-nitro- 1 H-indol-2-ilmetil)pentan-
2-ol;

Amida del 4dcido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil -
1 H-indol-5-carboxilico;
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Dimetilamida del acido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carboxilico;

{2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
il}morfolin-4-ilmetanona;

Ester metilico del 4cido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-6-carboxilico;

Ester metilico del 4cido  2-[4-(5-fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-6-carboxilico;

Acido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 #-indol-
6-carboxilico; y

Acido 2-[4-(5-fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-
6-carboxilico,

o uno de sus tautémeros, profdrmacos, solvatos o sales.
11.  Un compuesto seleccionado de:
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-(2,6-Dicloropiridin-4-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil }-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-[3-(2,6-Dicloropiridin-4-ilmetil)-4,4,4-trifluoro-3-hidroxi-1, 1 -dimetilbutil]-4-
fluorofenol,;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1, 1-trifluoro-2-(1 #-indol-2-itmetil)-4-
metilpentan-2-ol,

2-(1 H-Bencimidazol-2-ilmetil)-1,1,1-trifluoro4-(5-fluoro-2-metoxifenil)4-
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metilpentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorofenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol,;
1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-(quinolin-4-ilmetil)pentan-2-ol;

4-(2,3-dihidro-5-cianobenzofuran-7-il}-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil}-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-(2-cloropiridin4-ilmetil)pentan-2-

ol;

1,1,1-Trifluoro4-(5-fluoro-2-hidroxife:nil)-4-metil-2-(2-cloropiridin-4-ilmetil)pentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-hidroxifenil}-4-metil-2-(2-cloroquinolin-4-ilmetil)pentan-
2-0l;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(4-metoxifenil)-4-metilpentan-2-ol;
4-[4,4,4-Trifluoro-3-hidroxi-3-(1H-indol-2-ilmetil)-1,1-dimetilbutil]fenol;

1,1,1-Trifluoro-2-(5-fluoro-1 H-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)}-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-(2-bromopiridin-4-ilmetil)pentan-
2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(4-metil-1 H-indol-2-
ilmetil)butil]fenol,

4-Fluoro-2-[4,4,4-trifluoro-3-(7-fluorc-1 H-indol-2-ilmetil)-3-hidroxi-1,1-
dimetilbutil]fenol;

1,1,1-Trifluoro-2-(6-fluoro-1 H-benzoimidazol-2-1lmetil)-4-(5-fluoro-2-metoxifenil )-4-
metilpentan-2-ol;

2-(6,7-Difluoro-1H-benzoimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-~
ilmetilpentan—Z-ol;

4-(3-Etil-2-metoxifenil)-1,1,1-trifluorc-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
2-Etil-6-(4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin-4-ilmetilbutil)fenol;
2-Etil-6-[4,4,4-trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil]fenol;

2-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-
4-metilpentan-2-ol;

2-[3-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil)-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]-4-fluorofenol;

1,1,1-Trifluoro-4-(3-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-(3-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolof2,3-c]piridin-2-



10

15

20

25

30

35

-225-

ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenii)-4-metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(4-metil- 1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-(3-trifluorometilfenil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-4-metil-2-(7-metil-1 H-benzoimidazol-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-2-( 1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-(3-trifluorometilfenil)pentan-2-ol;
1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi- 1, 1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

4-(5-Bromo-4-fluoro-2-metoxifenil)-1,1,1-triflucro-4-metil-2-quinolin-4-ilmetilpentan-
2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 /-
indol-6-carbonitrilo;

2-(2-Fenil-4-metilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

2-(2-Fenilimidazol-1-ilmetil)-1,1,1-trifluoro-4-(5-fluoro-2-metoxifenil)-4-metilpentan-
2-0ol;
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1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-2-(1 H-indol-2-ilmetil}4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il)-2-quinclin4-
ilmetilpentan-2-ol,

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-fenilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-o};

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-m-tolilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-naftalen-2-ilpentan-2-ol;
1,1,1-Trifluoro-2-(1H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-p-tolilpentan-2-ol;
4-(2,3-Dihidrobenzofuran-5-il)-1,1,1-trifluoro-4-metil-2-quinolin4-ilmetilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1,1-trifluoro-4-metil-2-quinolin4-
ilmetilpentan-2-ol;

4-(2,3-Dihidrobenzofuran-5-il})-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil}-4-metilpentan-2-
ol;

1,1,1-Trifluoro-4-(1-metoxinaftalen-2-il)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi- 1, 1-dimetil-3-quinolin4-ilmetilbutil)naftalen-1-ol;
1,1,1-Trifluoro-4-metil-4-naftalen-2-il-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
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carbonitrilo;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-( 1 -metoxinaftalen-2-il)-4-metilpentan-2-ol;
1,1,1-Trifluoro4-metil-2-quinolin-4-ilmetil-4-p-tolilpentan-2-ol;
4-Croman-8-il-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;
4-(6-Bromocroman-8-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[3,2-b]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil}-4-metil-2-(1 A-pirrolo[2,3-b]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 H-pirrolo[ 2,3-c]piridin-2-ilmetil}pentan-2-
ol; '

1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoroquinolin4-ilmetil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-2-(7-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;
1,1,1-Trifluoro-4-(4-fluorofenil)-2-(5-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil}-1 H-indol-3-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-indol-
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6-carbonitrilo;
1,1,1-Trifluoro-4-(2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)4-(2-metoxifenil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil }-
1 H-indol-3-carbonitrilo;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;
1,1,1-Trifluoro-4-metil-4-fenil-2-(1H-pirrolo[2,3-c]piridin-2-ilmetil}pentan-2-ol;

2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil }-
1H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3 -quinolin-4-ilmetilbutil)feqo];

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-{1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-

ol

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometil-
pentil]-1H-indol-3—carbonitrilo,

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometitpentil)-4-metil-1 H-indol-6-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil ]-4-metil- 1 H-indol-6-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indo]-6-
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.2-[4-(2,3-Dihidrobenzofuran-7-i1)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 H-

tndol-6-carbonitrile;

1,1,1-Trifluoro-4-{(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-( 1 H-pirrolo[ 3,2-c]piridin-2-ilmetil)pentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 H-pirrolo[3,2-¢]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 H-indol-5-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1
H-indol-3-carbonitrilo;

2-{4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-3-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5,6,7,8-tetrahidroquinolin-4-
ilmetil)pentan-2-ol;

1-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)-1 H-indol-3-carbonitrilo; -

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;
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2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-triflucrometilpentil}- 1 H-indol-5-
carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil}- 1 H-indol-5-carbonitrilo;
2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil}- 1 H-indol-5-carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-
carbonitrilo;

4-(2,3-Dihidrobenzofuran-7-il)-1,1, 1 -trifluoro-2-(7-fluoro-1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-2-(7-fluoro-1H-indol-2-ilmetil)-4-metil-4-fenilpentan-2-ol;

Ester metilico del 4cido 2-[4-(4-ﬂuoro-2-metoxifcnil)-2-hidroxi—4-metil-2-
trifluorometilpentil]- 1 H-indol-5-carboxilico;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifleorometilpentil}-1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfeni 1)-4-metii-2-(1H—pirrolo[2,3-c]piridin—2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil-1 H-pirrolo[2,3-c]piridin-
2-ilmetil)pentan-2-ol;

1,1,1 -Trifluoro-4—(3-metoxifenil)-4-me=tii-2—(5-triﬂuorometil- 1H-indol-2-ilmetil)pentan-
2-ol;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil ]- 1 H-indol-5-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1 -dimetil-3-(lH—pin‘610 [2,3-c]piridin-2-
ilmetil}butil]fenol;
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5-Fluoro-2-[4,4,4-trifluoro-3-7-fluorn-1 A-indol-2-ilmetil)-3-hidroxi-1, 1-
dimetilbutiljfenol;

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil- 1 -
indol-6-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(3-metil-1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-tiofen-3-ilpentan-2-ol;
1,1,1-Trifluoro4-metil-2-quinolin-4-ilmetil-4-tiofen-3-ilpentan-2-ol;

5-Fluoro-2-[4,4,4-trifluorc-3-hidroxi- 1, 1-dimetil-3-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)butil]fenol;

1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(1 A-pirrolo[ 3,2-c]piridin-2-ilmetil)pentan-2-
ol; '

3-(4,4,4-Trifluoro-3-hidroxi-1, 1 -dimetil-3-quinolin-4-ilmetilbutil)fenol,

Ester metilico del 4dcido  2-[4-(5-bromo-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-5-carboxilico;

Ester metilico del 4cido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carboxilico;

4-(2,6-Dimetilfenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
3-[4,4,4-Trifluoro-3-hidroxi-3-(1 H-indol-2-ilmetil)-1,1-dimetilbutil]fenol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrcbenzofuran-7-i1)-4-metil-2-(1 H-pirrolo[ 2,3-
c]piridin-2-ilmetil)pentan-2-ol;

2-[2-Hidroxi-4-(3-metoxifenil)-4-metil-2-trifluorometilpentil|-4-metil- 1 H-indol-6-
carbonitrilo;
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2-[4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-
indol-6-carbonitrilo;

2-[4-(4-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 A-indol-5-
carbonitrilo;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)4-metil-2-(5-nitro-1 H-indol-2-ilmetil)pentan-
2-ol;

Amida del 4cido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil}-
1 H-indol-5-carboxilico;

Dimetilamida del acido 2-{4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil -2-
trifluorometilpentil]-1 H-indol-5-carboxilico;

{2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 4-indol-5-
il}morfolin-4-ilmetanona;

Ester metilico del 4cido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-6-carboxilico; y

Ester metilico del 4cido 2-[4-(5-fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1H-indol-6-carboxilico,

o uno de sus tautémeros, profirmacas, solvatos o sales.
12.  Un compuesto seleccionado de:
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-( 1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

2-(2,6-Dicloropiridin-4-ilmetil)-1,1, 1-trifluoro-4-(5-fluoro-2-metoxifenil }-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metilfenil)-2-(1 H-indol-2-ilmetil}-4-metilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,  -trifluoro-2-(1 A-indol-2-ilmetil)-4-
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metilpentan-2-ol;
1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-(quinolin-4-ilmetil)pentan-2-ol,

1,1,1-Trifluoro-2-(7-fluoro-1 A-indol-2-ilmetil)-4-(5-fluoro-2-metoxifenil)-4-
metilpentan-2-ol;

4-(2,3-dihidrobenzofuran-7-il)-1,1,1-wifluoro-2-(1 H-indol-2-ilmetil}-4-metilpentan-2-
ol;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1 -dimetil-3-(4-metil- 1 H-indol-2-
ilmetil)butil]fenol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

2-[3-(5,7-Dimetil-1 H-benzoimidazol-2-ilmetil}-4,4,4-trifluoro-3-hidroxi-1,1-
dimetilbutil]-4-fluorofenol;

1,1,1-Trifluoro4-(3-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)4-(3-metoxifenil)-4-metilpentan-2-ol;

1,1,1-Trifluoro4-(5 -ﬂuofo-2-metoxiﬂ:ni])-4-metil-2-( 1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluorc-4-(5-fluoro-2-metilfeni!)-4-metil-2-(4-metil-1 A-indol-2-ilmetil)pentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetil)pentan-2-ol;
1,1,1-Trifluoro-4-(3-fluorofenil)-4-metil-2-(4-metil-1 H-indol-2-ilmetl)pentan-2-ol;

1,1,1-Trifluoro-4-metil-2-quinolin-4-ilmetil-4-(3-trifluorometilfenil)pentan-2-ol;
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1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;

1,1,1-Trifluoro-2-( lH—indol-Z-ilmetil.)-4-metil-4—(3-u'iﬂuoromeﬁlfenil)pentan;Z-ol R
1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;

5-Fluoro-2-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;

4-(5-Bromo-4-fluoro-2-metoxifenil)-1, 1, 1-trifluoro-4-metil-2-quinolin4-ilmetilpentan-

2-o0l;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidrcxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-
indol-6-carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2,3-dihidrobenzofuran-7-il)-2-(1 H-indol-2-ilmetil)-4-
metilpentan-2-ol;

1,1,1-Trifluoro-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-il)-2-quinolin4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-(5-metil-2,3-dihidrobenzofuran-7-
il)pentan-2-ol;

1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil}-4-metil-4-m-tolilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-metil-4-o-tolilpentan-2-ol;

4-(7-Bromo-2,3-dihidrobenzofuran-5-il)-1,1, 1-trifluoro4-metil-2-quinolin-4-
ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-4-metil-2-( 1 H-pirrolo{ 3,2-c]piridin-2-
ilmetil)pentan-2-ol,

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1H-indol-5-
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carbonitrilo;
1,1,1-Trifluoro-4-metil-4-fenil-2-quinolin-4-ilmetilpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-metoxifenil)-2-(7-fluoroquinolin-4-ilmetil)-4-metilpentan-
2-ol;

1,1,1-Trifluoro-4-(4-fluorofenil)-2-(5-fluoroquinolin-4-ilmetil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil])-1 H-indol-3-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]- | H-indol-3-
carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indol-
6-carbonitrilo;

1,1,1-Trifluoro-4-(2-metoxifenil)-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
1,1,1-Trifluoro-2-(1 H-indol-2-ilmetil)-4-(2-metoxifenil)-4-metilpentan-2-ol;

2-[4-(5-Fluoro-2,3~dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1 H-indol-3-carbonitrilo;

4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-4-metil-2-quinolin-4-ilmetilpentan-2-ol;
4-(5-Bromo-2-metoxifenil)-1,1,1-trifluoro-2-(1 H-indol-2-ilmetil)-4-metilpentan-2-ol;
2-(4,4,4-Trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;
1,1,1-Triflucro-4-metil-4-fenil-2-(1 H-pirrolo[2,3-c]piridin-2-ilmetil)pentan-2-ol;

2-[4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1 H-indol-3-carbonitrilo;

4-Bromo-2-(4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-quinolin-4-ilmetilbutil)fenol;
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4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-trifluoro-4-metil-2-(1 H-pirrolo{2,3-¢]piridin-2-
ilmetil)pentan-2-ol;

2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometil-
pentil]-1H-indol-3-carbonitrilo;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)-4-metil- 1 /-indol-6-carbonitrilo;

2-[4-(3-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1H-indol-6-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-indo)-6-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentilj-4-metil -1 A-

indol-6-carbonitﬁlo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-metil-4-fenil-2-(1 H-pirrolo[3,2-c]piridin-2-ilmetil)pentan-2-ol;

4-(2,3-Dihidrobenzofuran-7-il)-1,1,1-rifluoro-4-metil-2-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)pentan-2-ol;

2-(2-Hidroxi-4-metil-4-fenil-2-trifluorometilpentil)- 1 H-indol-5-carbonitrilo;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)-4-metil-2-(5,6,7,8-tetrahidroquinolin-4-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro-4-(4-fluoro-2-metoxifenil)4-metil-2-(1 H-pirrolo[ 3,2-c]piridin-2-
ilmetil)pentan-2-ol;

5-Fluoro-2-[4,4,4-trifluoro-3-hidroxi- 1,1 -dimetil-3-(1 H-pirrolo[2,3-c]pindin-2-
ilmetil)butil ]fenol;

%
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2-[4-(4-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentii]- 1 H-indol-5-
carbonitrilo;

2-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorometilpentil}- 1 H-indol-5-
carbonitrilo;

2-[4-(4-Fluorofenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indol-5-carbonitrilo;

2-[4-(5-Fluoro-2-metilfenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 H-indol-5-
carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[3,2-c]piridin-2-
ilmetil)butil]fenol;

1-[4-(2,3-Dihidrobenzofuran-7-il)-2-hidroxi-4-metil-2-trifluorocmetilpentil] - 1 H-indol-3-
carbonitrilo;

1,1,1-Trifluoro-4-(5-fluoro-2-metitfenil)-4-metil-2-(1 H-pirrolo[2,3-¢]piridin-2-
ilmetil)pentan-2-ol;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-(3-metil- 1 H-pirrolo[2,3-c]piridin-
2-ilmetil)pentan-2-o};

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1, 1 -dimetil-3-(1 4-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

2-[4-(5-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 -
indol-6-carbonitrilo;

4-Fluoro-2-[4,4,4-trifluoro-3-hidroxi-1,1-dimetil-3-(1 H-pirrolo[2,3-c]piridin-2-
ilmetil)butil]fenol;

2-[2—Hidroxi-4-(3-metox.ifenil)-4-mcti]-2-triﬂuorometilpentil]-4-metil-1H—indol-6-
carbonitrilo;

2-[4-(5-Bromo-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-4-metil-1 H-
indol-6-carbonitrilo;
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2-[4-(4-Fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-1 #-indol-5-
carbonitrilo;

1,1,1-Trifluoro4-(5-fluoro-2-metoxifenil)-4-metil-2-(5-nitro-1 H-indol-2-ilmetil)pentan-
2-ol;

Amida del acido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]-
1H-indol-5-carboxilico;

Dimetilamida del cido 2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-5-carboxilico;

{2-[4-(5-Fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-trifluorometilpentil]- 1 H-indot-5-
il}morfolin4-ilmetanona;

Ester metilico del dcido  2-[4-(5-fluoro-2-metoxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-6-carboxilico;

Ester metilico del 4cido  2-[4-(5-fluoro-2-hidroxifenil)-2-hidroxi-4-metil-2-
trifluorometilpentil]-1 H-indol-6-carboxilico,

o uno de sus tautdmeros, profdrmacos, solvatos o sales.

13.  Una composicién farmacéutica que comprende una cantidad eficaz de un
compuesto segtn una de las reivindicaciones 1 a 12, o uno de sus tautdmeros,
profarmacos, solvatos o sales, y un excipiente o vehiculo farmacéuticamente aceptable.

14, Un procedimiento para modular la funcién del receptor de glucocorticoides en
un paciente, comprendiendo el procedimiento administrar al paciente una cantidad
eficaz de un compuesto farmacéuticamente aceptable segiin una de las reivindicaciones
1 a 12, o uno de sus tautomeros, profirmacos, solvatos o sales.

15.  Un procedimiento para tratar un estado de enfermedad o trastorno mediado por
la funcion del receptor de glucocorticoides en un paciente que necesita dicho
tratamiento, comprendiendo el procedimiento administrar al paciente una cantidad
eficaz de un compuesto farmacéuticamente aceptable segin una de las reivindicaciones

40
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f

1 a 12, o0 uno de sus tautdmeros, profairmacos, solvatos o sales.

16.  Un procedimiento para tratar un estado de enfermedad o trastomo seleccionado
de: diabetes tipo II, obesidad, enfermedades cardiovasculares, hipertension,
arteriosclerosis, enfermedades nszurolégicas, tumores suprarrenales y pituitarios y
glaucoma en un paciente que necesita dicho tratamiento, comprendiendo el
procedimiento administrar al paciente una cantidad eficaz de un compuesto
farmacéuticamente aceptable segiin una de las reivindicaciones 1 a 12, o uno de sus
tautémeros, profirmacos, solvatos o sales.

17.  Un procedimiento para tratar una enfermedad caracterizada por procesos
inflamatorios, alérgicos o proliferativos en un paciente que necesita dicho tratamiento,
comprendiendo el procedimiento administrar al paciente una cantidad eficaz de un
compuesto farmacéuticamente aceptable segiin una de Jas reivindicaciones 1 a 12, 0 uno
de sus tautémeros, profirmacos, solvatos o sales.

18. Procedimiento segin la reivindicacion 17, en el que la enfermedad se selecciona
de: (i) enfermedades del pulmén; (ii) enfermedades reuméticas/enfermedades
autointnunes/enfermedades de las articulaciones; (iii) enfermedades alérgicas; (iv)
enfermedades por vasculitis; (v) enfermedades dermatolégicas; (vi) enfermedades
renales; (vii) enfermedades hepaticas; (viii) enfermedades gastrointestinales; (ix)
enfermedades proctologicas; (x) enfermedades oculares; (xi) enfermedades del area del
oido, nariz y garganta (ORL); (xii) enfermedades neuroldgicas; (xiii) enfermedades de
la sangre; (xiv) enfermedades #umorales; (xv) enfermedades endocrinas; (xvi)
enfermedades de trasplantes de drganos y tejidos y de injerto contra huésped; (xvii)
estados severos de shock; (xviii) terapia de sustitucién; y (Xix) dolor de génesis
inflamatoria.

19.  Procedimiento segin la reivindicacion 17, en el que la enfermedad se selecciona
de: diabetes tipo I, osteoartritis, sindrome de Guillain-Barre, restenosis después de una
angioplastia coronaria percutdnea transluminal, enfermedad de Alzheimer, dolor agudo
y cronico, aterosclerosis, lesiébn por reperfusion, enfermedades de resorcién dsea,
insuficiencia cardiaca congestiva, infarto de miocardio, lesién por calor, lesién en varios
6rganos secundaria a un traumatismo, meningitis purulenta aguda, enterocolitis
necrotizante y sindromes asociados con hemodiélisis, leucoféresis y transfusién de

. granulocitos.
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20. Un procedimiento para tratar un estado de enfermedad o trastorno mediado por
la funcidén del receptor de gluzocorticoides en un paciente que necesita dicho
tratamiento, comprendiendo el procedimiento administrar de forma secuencial o
simultinea al paciente (a) una cantidad eficaz de un compuesto farmacéuticamente
aceptable segin una de las reivindicaciones 1 a 12 o uno de sus tautémeros,
profarmacos, solvatos o sales; y (b} un glucocorticoide farmacéuticamente aceptable.

21.  Un kit para la determinacién diagnéstica in vitro de la funcion del receptor de
glucocorticoides en una muestra, que comprende:
(a) una cantidad eficaz para el diagnéstico de un compuesto segiin la reivindicacion
1 o uno de sus tautémeros, profarmacos, solvatos o sales; y
(b) instrucciones para usar el kit de diagnéstico.

22.  Un procedimiento para preparar un compuesto de Férmula (1IA)

Ra\ﬁ-l
R®
Rz/{\. R*
R CF,
(1A)

en la que R, Rz, R} R* y R’ sen como se han definido antes, comprendiendo el

procedimiento:

(a) hacer reaccionar un éster de Formula (II) con un agente reductor adecuado en vn
disolvente adecuado, formando un diol de Férmula (III)

R\ HO_ CF,
R OH

A

(b) hacer reaccionar el diol de Férmula (III) en condiciones adecuadas de ruptura
oxidativa, formando una cetona de Férmula (IV)

v )y

(c) hacer reaccionar la cetona de Férmula (IV) con un compuesto organometilico
adecuado R°R*M en el que M es Li o MgX y X es Cl, Br o ], en un disolvente
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adecuado, formando el compuesto de Férmula (IA)
3
R OH
5
2 R
R CF,

(2’) hacer reaccionar la trifluoroacetamida de Formula (X) con un bromure de vinil-

, 0

magnesio que tenga R y R? en un disolvente adecuado, proporcionando la
5 trifluorometilenona de Férmula (XI)

X

(b’) hacer reaccionar la trifluorometilenona de Formula (XI) con un reactivo de
organocobre generado a partir de un reactivo organometalico R*R*M en el que M
es Li o MgX y una sal de cobre CuX, en la que X es Cl, Br o I, en un disolvente

10 adecuado, formando una cetona de Férmula (IV)

M

2

R CF,
v

y llevar a cabo la etapa (c) como se ha descrito antes.

23,  Un compuesto de Férmula (IB)

R® OH
5
2/§\\/)\ +R

15 (B)
en la que:
R' es un grupo arilo o heteroarilo, cada uno opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes,

20 siendo cada grupo sustituyznte de R' independientemente alquile C;-Cs,

alquenilo C;-Cs, alquinilo C;-Cs, ciclozlquilo C;-Cs, heterociclilo, arilo,
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heteroarilo, alcoxi C,-Cs, alqueniloxi C;-Cs, alquiniloxi C;-Cs , ariloxi, acilo,
(alcoxi C;-Cs)carbonilo, alcanoiloxi C,;-Cs, alcanoilo C,-Cs, aroilo,
aminocarbonilo, (alquil C;-Cs)aminocarbonilo, di(alquil C;-Cs)aminocarbonilo,
aminocarboniloxi, (alquil C-Cs)aminaocarboniloxi, di(alquil C;-
Cs)aminocarboniloxi, (alcanoil C;-Cs)amino, (alcoxi C,-Cs)carbonilamino,
(alquil C;-Cs)sulfonilamino, aminosulfonilo, (alquil C;-Cs)aminosulfonilo,
di(alquil C;-Cs)aminosulfonilo, halogeno, hidroxi, carboxi, ciano,
trifluorometilo, trifluorometoxi, nitro o amino, estando el atomo de nitrégeno
opcionalmente mono- o disustituido independientemente con alquilo C-Cs o
arilo; o ureido, en el que el 4tomo de nitrégeno estd opcionalmente sustituido
independientemente con alquilo C;-Cs; o (alquil C,-Cs)tio, en el que el atomo de

azufre estd opcionalmente oxidado a un sulféxido o sulfona,

estando cada grupo sustituyente de R! opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes seleccionados de
metilo, metoxi, halégeno, hidroxi, oxo, ciano o amino,

R? y R? son cada uno independientemente alquilo C,-Cs;

R4

es alquilo C;-Cs, alquenilo C;-Cs o alquinilo C;-Cs, cada uno opcionalmente
sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R* independientemente alquilo C,-Cs, hidroxi,
halégeno, amino u oxo;

es un grupo heteroarilo sustituido opcionalmente independientemente con uno a
tres grupos sustituyentes,

siendo cada grupo sustituyente de RS independientemente alquilo C;-Cs,
alquenilo C;-Cs, alquinilo C;-Cs, cicloalquilo C;-Cg, heterociclilo, arilo,
heteroarilo, alcoxi C~Cs, alqueniloxi C;-Cs, alquiniloxi C;-Cs, ariloxi, acilo,
(alcoxi C,-Cs)carbonilo, alcanoiloxi C;-Cs, aminocarbonilo,
alquilaminocarbonilo, dialquilaminocarbonilo, aminocarboniloxi, (alquil C;-
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Cs)aminocarboniloxi, di(alquil C;-Cs)aminocarboniloxi, (alcanoil C;-Cs)amino,
(alcoxi C;-Cs)carbonilamino, (alquil C,-Cs)sulfonilamino, (alquil C-
Cs)aminosulfonilo, di(alquil C-Cs)aminosulfonilo, halégeno, hidroxi, carboxi,
ciano, triflucrometilo, trifluorometoxi, trifluorometiltio, nitro ¢ amino, estando
el atomo de nitrégeno opcionalmente mono- o disustituido independientemente
con alquilo C;-Cs; o ureido en el que €l 4tomo de nitrégeno esta opcionalmente
sustituido independientemente con alquilo Cy-Cs; o alquil C-Cs, en el que el
dtomo de azufre estd opcionalmente oxidado a un sulféxido o sulfona,

estando cada grupo sustituyente de R’ opcionalmente  sustituido
independientemente con uno a tres grupos sustituyentes seleccionados de
alquilo C;-Cs, alcoxi C,-C;, halégeno, hidroxi, oxo, ciano, amino o
trifluorometilo; y

es alquilo C;-Cs, alquenilo C;-Cs, alquinilo C;-Cg, carbociclo, heterociclilo, arilo,
heteroarilo, carbociclo-alquilo C;-Cs, aril-alquilo C,-Cs, anl-haloalquilo C;-Cg,
heterociclil-alquilo C;-Cs, heteroaril-alquilo C,-Cs, carbociclo-alquenilo C>-Cs,
aril-alquenilo C;-Cs, heterociclil-alquenilo C,-Cg o heteroaril-alquenilo C;-Cs,
cada uno opcionalmente sustituido independientemente con uno a tres grupos
sustituyentes,

siendo cada grupo sustituyente de R® es independientemente alquilo C,-Cs,
alquenilo C3-Cs, alquinilo C;-Cs, cicloalquilo C3-Cs, fenilo, alcoxi C,-Cs, fenoxi,
alcanoilo C;-Cs, aroilo, (alcoxi C,-Cs)carbonilo, alcanoiloxi C,-Cs,
aminocarboniloxi, (alquil C;-Cs)aminocarboniloxi, di(alquil Ci-
Cs)aminocarboniloxi, aminocarbonilo, (alquil C;-Cs)aminocarbonilo, di(alquil
C,-Cs)aminocarbonilo, (alcanoil C,;-Cs)amino, (alcoxi C,-Cs)carbonilamino,
(alquil C,-Cs)sulfonilamino, (alquil C,-Cs)aminosulfonilo, di(alquil C,-
Cs)aminosulfonilo, halégeno, hidroxi, carboxi, ciano, oxo, trifluorometilo, nitro,
amino, estando el atomo de nitrogeno opcionalmente mono- o disustituido
independientemente con alquilo C)-Cs; o ureido en el que el 4tomo de nitrégeno
estd opcionalmente sustituido independientemente con alquilo C;-Cs; o alquiltio
C)-C;s en el que el 4tomo de azufre estd opcionalmente oxidado a un sulféxido o
sulfona,

no pudiendo ser R® trifluorometilo,

o

b
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o uno de sus tautémeros, proférmacos, solvatos o sales.

24,

El compuesto de Férmula (IB) segiin la reivindicacién 23, en el que:

es tienilo, fenilo, dihidrobenzofuranilo, benzofuranilo, dihidroindolilo, indolilo,
dihidrobenzotienilo, benzotienilo, benzodioxolanilo, benzoxazolilo,
bencisoxazolilo, benzopirazolilo, bencimidazolilo, quinolinilo, piridinilo,
pirimidinilo o pirazinilo, cada uno opcionalmente sustituido independientemente
con uno a tres grupos sustituyentes,

siendo cada grupo sustitiyente de R' independientemente alquilo C,-Cs,
alquenilo C;-C;, alquinilo C>-C;, alcoxi C)-C;, alqueniloxi C;-C;, alcanoilo C,-
Cs, (alcoxi C;-Ci)carbonilo, alcanociloxi C;-Cs, halégeno, hidroxi, carboxi,
ciano, trifluorometilo, nitro o (alquil C;-Cs)tio, en €l que el 4tomo de azufre esta
opcionalmente oxidado a un sulfdxido o sulfona,

estando cada grupo sustituyente de R' opcionalmente sustituido
independientemente con un grupo sustituyente seleccionado de metilo,
metoxi, halégeno, hidroxi, oxo, ciano o amino;

R? y R® son cada uno independientemente alquilo C,-Cj;

R* es CHz;

RS

es un grupo piridilo, indolilo, azaindolilo, benzofuranilo, furanilpiridinilo,
benzotienilo, tienopiridinilo, benzoxazolilo, benzotiazolilo, bencimidazolilo,
quinolinilo o isoquinolinilo, cada wuno opcionalmente sustituido
independientemente con uno a ires grupos sustituyentes,

siendo cada grupo sustituyente de R® independientemente alquilo C;-Cj,
alquenilo C-Cs, fenilo, alcoxi C,-C,, metoxicarbonilo, aminocarbonilo, (alquil
C,-Ci)aminocarbonilo, di(alquil C;-C3)aminocarbonilo, heterociclilcarbonilo,
fluoro, cloro, bromo, ciano, trifluorometilo o (alquil C;-Cj)tio, en el que el
atomo de azufre estd opcionalmente oxidado a un sulféxido o sulfona,

estando cada grupo sustiuyente de R’ opcionalmente sustituido
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independientemente con un grupo sustituyente seleccionado de metilo,
metoxi, fluoro, cloro, bromo o trifluorometilo; y

es alquilo C;-Cs, alquenilo Cp-Cs, cicloalquilo C;3-Cs, fenilo, cicloalquil C;-Cs-
alquilo C;-C,, fenil-alquilo C,-C;, fenil-haloalquilo C,-Cj, cicloalquil C;-Ce-
alquenilo C;-Cs, fenil-alquenilo C,-C;, cada uno opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de RS independientemente alquilo C;-C;,
alquenilo C;-Cs, alquinilo C;-C,, alcoxi C;-C;, aminocarbonilo, (alquil C;-
Cj)aminocarbonilo, di(alquil C;-Cs)aminocarbonilo, halégeno, hidroxi, carboxi,
ciano, trifluorometilo, nitro o alquiltio C,-Cs, en el que el dtomo de azufre esti
opcionalmente oxidado a un sulféxido o sulfona,

o uno de sus tautémeros, profirmacos, solvatos o sales.

- 25,

" El compuesto de Férmula (IB) segun la reivindicacion 23, en el que:

R' es tienilo, fenilo, piridilo, dihidrobenzofuranilo o benzofuranilo, cada uno

opcionalmente sustituido independientemente con uno o dos grupos sustituyentes,

siendo cada grupo sustituyente de R! independientemente metilo, etilo, metoxi,
etoxi, fluoro, cloro, bromo, hidroxi, triflucrometilo o ciano;

R% y R? son cada uno metilo;

R'es CH;;

RS

es un grupo piridilo, indolilo, azaindolilo, benzofuranilo, benzoxazolilo,
bencimidazolilo, quinolinilo o isoquinolinilo, cada uno opcionalmente sustituido
independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R® independientemente metilo, fenilo,

metoxicarbontlo, aminocarbonilo, metilaminocarbonilo, dimetilaminocarbonilo,

morfolinilcarbonilo, fluoro, cloro, ciano o triflucrometilo; y

es alquilo C;-Cs, cicloalquilo Cs-Cs, cicloalquil C;-Cg-metil- o bencilo, cada uno
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opcionalmente sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R® independientemente metilo, metoxi, fluoro,
cloro, brome, ciano, triflucrometilo o hidroxt,

o uno de sus tautémeros, profirmacos, solvatos o sales.
26. El compuesto de Formula (IB) segiin la reivindicacion 23, en el que R* es CH,.
27.  El compuesto de Férmula (IB) segin la reivindicacion 23, en el que:

R' es tienilo, fenilo, dihidrobenzofuranilo o benzofuranilo, cada uno opcionalmente
sustituido independientemente con uno a tres grupos sustituyentes,

siendo cada grupo sustituyente de R' independientemente alquilo C;-Ca,
alquenilo C»-C,, alquinilo C:-Cs, alcoxi C)-Cs, alqueniloxi C,-Cs, alcanoilo C,-
C;, (alcoxi C,-Cs)carbonilo, alcanoiloxi C,;-C;, halégeno, hidroxi, carboxi,
ciano, trifluorometilo, nitro o (alquil C,-Ca)tio en el que el atomo de azufre estd
opcionalmente oxidado a un sulféxido o sulfona; y

R’y R son cada uno independientemente alquilo C,-C,,

o uno de sus tautémeros, profirmacos, solvatos o sales.

28.  Un compuesto seleccionado de:

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-1-(1 H-indol-2-il}-4-metilpentan-2-ol;

5-(5-Fluoro-2-metoxifenil)-3-(1 H-indol-2-ilmetil)-2,5-dimetilhexan-3-ol;

5-(5-Fluoro-2-metoxifenil)-3-(1 H-indol-2-1lmetil)-5-metilhexan-3-ol;

2-Ciclohexilmetil-1-(4,6-dimetil-piridin-2-il)-4-(5-fluoro-2-metoxi-fenil)-4-metil-
pentan-2-ol;

2-Ciclohexilmetil-4-(5-fluoro-2-metoxi-fenil)-1-(1 H-indol-2-il)-4-metil-pentan-2-ol;
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7-(5-Fluoro-2-metoxifenil)-5-(indol-2-ilmetil)-7-
metiloctan-5-ol;

2-(Bencimidazol-2-ilmetil)-4-metil-4-(pirrol-1-il)pentan-2-ol;

1-(1 H-Benzoimidazol-2-il)-2-ciclohexilmetil-4-(5-fluoro-2-metoxi-fenil)-4-metil-
pentan-2-ol;

5-(5-Fluoro-2-metoxifenil)-3-{(bencirnidazol-2-ilmetil)-2,2,5-trimetilhexan-3-ol;
4-(5-Fluoro-2-metoxifenil)-2-fluorometil-1-(14-indol-2-il)-4-metilpentan-2-ol;
2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-il)-1-(1 H-indol-2-il)}-4-metilpentan-2-ol;
2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-il)- 1-(quinolin-4-il)-4-metilpentan-2-ol;

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-1-(6-ciano-4-metilindol-2-il)-4-metilpentan-2-

ol;

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-4-metil-1-(1 H-pirrolo[2,3-c]piridin-2-
il)pentan-2-ol;

4-(5-Bromo-2,3-dihidrobenzofuran-7-il)-2-ciclopropil-4-metil-1-( 1 H-pirrolo[2,3-
c]piridin-2-il)pentan-2-ol,

o uno de sus tautémeros, profarmacos, solvatos o sales.

29.  Un compuesto seleccionado d=:
2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-1-(1 H-indol-2-il)-4-metilpentan-2-ol;
5-(5-Fluoro-2-metoxifenil)-3-(indol-2-ilmetil)-2,5-dimetilhexan-3-ol;
5-(5-Fluoro-2-metoxifenil)-3-(indol-2-ilmetil)-5-metilhexan-3-ol;

2-Ciclohexilmetil-4-(5-fluoro-2-metoxifenil)-1-(1H-indol-2-il)-4-metilpentan-2-ol;
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5-(5-Fluoro-2-metoxifenil)-3-(bencimidazol-2-ilmetil)-2,2, 5-trimetilhexan-3-ol;
4-(5-Fluoro-2-metoxifenil)-2-fluorometil-1-( 1 H-indol-2-i1)-4-metilpentan-2-ol;
2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-il)-1-(1 H-indol-2-il)-4-metilpentan-2-ol;
2-Ciclopropil4-(2,3-dihidrobenzofuran-7-il)-1-(quinolin-4-il)-4-metilpentan-2-ol;

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)- 1-(6-ciano4-metilindol-2-il)-4-metilpentan-2-
ol;

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-4-metil-1-(1 H-pirrolo[2,3-c]piridin-2-
il)pentan-2-ol; y

4-(5-Bromo-2,3-dihidrobenzofuran-7-il}-2-ciclopropil-4-metil-1-(1 H-pirrolo[2,3-
c]piridin-2-il)pentan-2-ol,

o uno de sus tautémeros, profirmacos, solvatos o sales.
30.  Un compuesto seleccionado de:

2-Ciclopropil-4-(5-fluoro-2-metoxifenii)-4-metil-1-(1 H-pirrolo[2,3-c]piridin-2-
il)pentan-2-ol; y

2-Ciclopropil-4-(2,3-dihidrobenzofuran-7-il)-1-(1 H-indol-2-i1)-4-metilpentan-2-ol,
o uno de sus tautémeros, profArmacos, solvatos o sales.

31.  Un compuesto seleccionado de:
5-(5-Fluoro-2-metoxifenil)-3-(bencimidazol-2-ilmetil)-2,2, 5-trimetilhexan-3-ol;
4-(5-Fluoro-2-metoxifenil)-2-fluorometil-1-(1 H-indol-2-il)-4-metilpentan-2-ol;
2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-1-(1 H-indol-2-il}-4-metilpentan-2-ol;

5-(5-Fluoro-2-metoxifenil)-3-(indol-2-ilmetil)-2,5-dimetilhexan-3-ol;
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5-(5-Fluoro-2-metoxifenil)-3-(indol-2-ilmetil}-5-metilhexan-3-ol; y

2-Ciclopropil4-(5-fluoro-2-metoxifenil)-4-metl-1-(1 H-pirrolo{2,3-c]piridin-2-
il)pentan-2-ol,

o uno de sus tautémeros, profdrmaccs, solvatos o sales.
32.  Un compuesto seleccionado de:

2-Ciclopropil-4-(5-fluoro-2-metoxifenil)-4-metil- 1-(1 H-pirrolo[2,3-c]piridin-2-
iD)pentan-2-ol;

2-Ciclopropil4-(5-fluoro-2-metoxifenil)-1-(1 H-indol-2-il)-4-metilpentan-2-ol,
o uno de sus tautdmeros, profarmacos, solvatos o sales.

33, Una composicién farmacéutica que comprende una cantidad eficaz de un
compuesto segun una de las reivindicaciones 23 a 32, o uno de sus tautdmeros,
profarmacos, solvatos o sales, y un excipiente o vehiculo farmacéuticamente aceptable.

34,  Un procedimiento para modular la funcién del receptor de glucocorticoides en
un paciente, comprendiendo el procedimiento administrar al paciente una cantidad
eficaz de un compuesto farmacéuticamente aceptable segin una de las reivindicaciones
23 a 32, o uno de sus tautdmeros, profarmacos, solvatos o sales.

35.  Un procedimiento para tratar un estado de enfermedad o trastorno mediado por
la funcién del receptor de glucocorticoides en un paciente que necesita dicho
tratamiento, comprendiendo el procedimiento administrar al paciente una cantidad
eficaz de un compuesto farmacéuticamente aceptable segin una de las reivindicaciones
23 a 32, o uno de sus tautdmeros, profarmacos, solvatos o sales.

36.  Un procedimiento para tratar un estado de enfermedad o trastorno seleccionado
de: diabetes tipo II, obesidad, enfermedades cardiovasculares, hipertension,
arteriosclerosis, enfermedades neuroldgicas, tumores suprarrenales y pituitarios y
glaucoma en un paciente que necesita dicho tratamiento, comprendiendo el
procedimiento administrar al paciente una cantidad eficaz de un compuesto
farmacéuticamente aceptable segtin una de las reivindicaciones 23 a 32, o uno de sus
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tautdmeros, profarmacos, solvatos o sales.

37. Un procedimiento para tratar una enfermedad caracterizada por procesos
inflaratorios, alérgicos o proliferativos en un paciente que necesita dicho tratamiento,
comprendiendo el procedimiento administrar al paciente una cantidad eficaz de un
compuesto farmacéuticamente aceprable segin una de las reivindicaciones 23 a 32, o
uno de sus tautémeros, profirmacos, solvatos o sales.

38. Procedimiento segin la reivindicacién 37, en el que la enfermedad se selecciona
de: (i) enfermedades del pulmdn; (ii) enfermedades reumaéticas/enfermedades
autoinmunes/enfermedades de las articulaciones; (iii) enfermedades alérgicas; (iv)
enfermedades por vasculitis; (v) =nfermedades dermatoldgicas; (vi) enfermedades
renales; (vii) enfermedades hepéticas; (viii) enfermedades gastrointestinales; (ix)
enfermedades proctoldgicas; (x) enfermedades oculares; (xi) enfermedades del area del
oido, nariz y garganta (ORL); (xii) =nfermedades neurologicas; (xiii) enfermedades de
la sangre; (xiv) enfermedades tumorales; (xv) enfermedades endocrinas; (xvi)
enfermedades de trasplantes de drganos y tejidos y de injerto contra huésped; (xvii)
estados severos de shock; (xviii) terapia de sustitucidn; y (xix) dolor de génmesis
inflamatoria.

39, Procedimiento segin la reivindicacién 37, en el que la enfermedad se selecciona
de: diabetes tipo I, osteoartritis, sindrome de Guillain-Barre, restenosis después de una
angioplastia coronaria percutinea transluminal, enfermedad de Alzheimer, dolor agudo
y crénico, aterosclerosis, lesion por reperfusion, enfermedades de resorcién Osea,
insuficiencia cardiaca congestiva, infarto de miocardio, lesion por calor, lesién en varios
6rganos secundaria a un traumatismo, meningitis purulenta aguda, enterocolitis
necrotizante y sindromes asociados con hemodidlisis, leucoféresis y transfusién de
granulocitos.

40.  Un procedimiento para tratar un estado de enfermedad o trastorno mediado por
la funcién del receptor de glucocorticoides en un paciente que necesita dicho
tratamiento, comprendiendo el procedimiento administrar de forma secuencial o
simultinea al paciente (a) una cantidad eficaz de un compuesto farmacéuticamente
aceptable segin una de las reivindicaciones 23 a 32 o uno de sus tautémeros,
profarmacos, solvatos o sales; y (b) un glucocorticoide farmacéuticamente aceptable.

41.  Un kit para la determinacion diagnéstica in vitro de la funcién del receptor de



éﬁ

~251-

glucocorticoides en una muestra, que comprende:
(a) una cantidad eficaz para el diagndstico de un compuesto segiin la reivindicacién
23 o uno de sus tautomeros, profarmacos, solvatos o sales; y
(b) instrucciones para usar el kit de diagndstico.

5
42.  Un procedimiento para preparar un compuesto de Férmula (IB)
3
R OH
5
: R
R 6 R
R' R
' (IB)
10
en la que R' es un grupo 2-metoxifenilo opcionalmente sustituido y RLRLRL ROy RS
son como se definen en la reivindicacion 23, comprendiendo el procedimiento:
(a) hacer reaccionar un fenol opcionalmente sustituido de Férmula (XXII) con un
15 cloruro de acriloilo de Formula (XIII) en presencia de una base adecuada, seguido

por ciclacion del éster intermedio por tratamiento con un 4cido de Lewis
adecuado, formando una lactona de Férmula (XIV)

R' R

Xy

20 (b) hacer reaccionar la lactona de Férmula (XIV) con una amina adecuada HNR'R",
seguido por tratamiento del fenol intermedio con yoduro de metilo en presencia de
una base adecuada formando una amida de Férmula (XV)

OMs R® ©

S Ll

Xy
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(¢) hacer reaccionar la amida de Férmmula (XV) con un reactivo organometalico 6
adecuado R°M, en el que M es Li o MgX y X es Cl, Br o I, en un disolvente
adecuado formando una cetona de Férmula (XVI)

oMs R* O
3 R®

XM

(d) hacer reaccionar la cetona de Férmula (XVI) con un reactivo organometalico
adecuado R°R*M en el que M es Li o MgX y X es Cl, Br o I, en un disolvente
adecuado formando un compuesto de Formula (IB)

5
% +R

43.  Un procedimiento para preparar un compuesto de Formula (IB):

H
5
2 R4'R
1 6
R R (IB)

en la que R', Rz, R} RY R® y R® son como se definen en la reivindicacién 23,
comprendiendo el procedimiento:

(a’) hacer reaccionar una amida de Férmula (XVII) con un bromuro de vinil magnesio
gue tiene R? y R? de Férmula (XVIII) en un disolvente adecuado, proporcionando
una enona de Férmula (XIX)

R ::MR 6

XX
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(b’) hacer reaccionar la enona de Férmula (XIX) con un reactivo de organocobre

(c)

10

15

adecuado generado a partir de un reactivo organometilico R'M, en el que M es Li
o MgX, y una sal de cobre CuX, en la que X es Cl, Br o I, en un disolvente
adecuado, formando una cetona de Férmula (XX)

R R? 0
RIX/lLRG
xX

» Y

hacer reaccionar la cetona de Férmula (XX) con un reactivo organometilico
adecuado R5R4M, en el que M es Li o MgX, y X es Cl, Br o 1, en un disolvente
adecuado, formando el compuesto de Férmula (IB)

R® OH

R’
2 4

COLO 07612-841-006-5
PRP/WPCL7612/ID-000218
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Resumen

Compuestos de Férmula (IA) y Férmula (IB)

0O

R2 \/‘\ 'Rs

H
R4
CF,
OH
R® R’

(1A)

\/{\ R’

(IB)

3

R
é
R3
2/\\
R R!
en las que R', R% R, R*, R® y R® son como se definen en la presente memoria para la
Férmula (IA) o la Férmula (IB), o ur:o de sus tautémeros, profirmacos, solvatos o sales;
composiciones farmacéuticas que ccntienen dichos compuestos y procedimientos para
modular la funcién del receptor de glucocorticoides y procedimientos para tratar estados
de enfermedad o trastornos mediados por la funcion del receptor de glucocorticoides o

caracterizados por procesos inflamatorios, alérgicos o proliferativos en un paciente
usando estos compuestos.

COLO 07612-841-006-5
PRP/WPCL7612/ID-000218
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Como resultado del examen de forma, realizado con fundamento en el articuio 38
de la Decisién 486 de la Comisién de la Comunidad Andina, articulo 27 del
Tratado de Cooperacion en Materia de Patentes (PCT), regla 51 bis del
Reglamento y Circular Unica de la Superintendencia de Industria y Comercio, se le
comunica que:

o La solicitud no contiene copia del documento en que consta la cesién del
derecho de patente del inventor al solicitante o a su causante (Art. 26-k)
Decision 486).

En cumptimiento de lo dispuesto por el articulo 39 de la Decision 486, se le
requiere para que dentro del témino de dos meses siguientes a la fecha de
notificacién del presente oficio, complete los requisitos anteriormente enunciados.
En caso de no dar cumplimiento al presente requerimiento, la solicitud se
considerara abandonada y perdera su prelacién.

riformef a lo dispuesto en et numeral 5.2, literal e),

Notifiquese el presente pficio >
ero dg la Circular Unica N° 10 de 2001.

del capitulo quinto del pH

ALIX CARMENZA PEDES DE VERGEL
Jefe de la Division/de Nuevas Creaciones.
l

El anterior requerimiento fue notificado por fijacion en lista de fecha,

— {12 MOV, 2004
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