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@ Patente de Invencién.
[ capitulo I.

SOLICITUD DE:
(] Patente de
B capftulo Ii.

lgodelo de Utilidad.

S LICITANTE

T Nombre: BOEHRINGER INGELHEIM,/

PHARMACEUTICALS INC
socledad constituida y existente bajo las
leyes del Estado de Delaware, Estados

|

Boehringer ingelhelm Pharmaceuticals,
Inc

800 Ridgebury Road

P.O. Box 368, Ridgefield

Connecticut 06877

§. Christian H J J HARCKEN
Boehringer Ingelheim Pharmaceuticals,
Inc

(71) Unidos de América. IDENTIFICACION
Direccion: 800 Ridgebury Road cc. - NIT -
reccion: idgebury Ro
Ridgefield 368 CE. L] oro -[I
Connecticut 06877-0368 Cual
Estados Unidos de América , <
Numero
Domicilio: Ridgefield
Connecticut 06877-0368
Estados Unidos de América
@ Nombre; EMILIO FERRERO IDENTIFICACION
Direccion: Carrera 4*. No. 72-35 C.C. Bd NIT O
Teléfono: 347 36 11
REPRESENTANTE| . CE. u oro [
O AP DERADO Fax: 21188 50
E-mail; I myp.com Cual ____
| . Domicllio: Bogots/Colombia. Numero 438.019 T/P,&’Il .928
' 1. Younes BEKKALI 7 _ 2. Rajashekhar BETAGERI /7
Boehringer Ingelheim Pharmaceuticals, Boehringer Ingelheim Pharmaceuticals,
Inc Inc
NTOR (ES 800 Ridgebury Road 900 Ridgebury Road
INVE ‘;g) (ES) P.O. Box 368, Ridgefield P.O. Box 368, Ridgefield
Connecticut 08877 Connecticut 08877
Estados Unidos de Amé% Estados Unidos de Améri
3. Michael J EMMANUEL

4. Abdethakim HAMMACH
Boehringer Ingelheim Pharmaceuticals,
Inc
800 Ridgebury Road
P.O. Box 388, Ridgefield
Connecticut 06877 .
Estados Unidos de )

6. Thomas Martin KIRRANE
Boehringer Ingelheim Pharmaceuticals,
Inc ) ]

800 Ridgebury Road 800 Ridgebury Road

P.Q. Box 3886, Rldgefield P.Q. Box 368, Ridgefield

Connecticut 06877 Connecticut 06877

Estados Lzzldos de 7nén'ca Estados Unidos de Am'érlea
7. Danlel KUZMICH 8. Thomas Wal-Ho LEE

IBoahringar Ingelheim Pharmaceuticals, Boehringer Ingelhelm Pharmaceuticals,

nc Inc

900 Ridgebury Road 800 Ridgebury Road

P.O. Box 368, Ridgefield P.O. Box 368, Ridgefield

Connecticut 08877 Connecticut 06877

Estados Unidos de América Estados Unidos de América
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9. Pingrong LIV 7/ 10.Usha RPATEL ' /
Boehringer Ingelheim Pharmaceuticals, Bosehringer Ingelhalm Pharmacauticals,
Inc Inc
900 Ridgebury Road 900 Ridgebury Road
P.O. Box 388, Ridgsfleld P.Q. Box 3688, Ridgefield
Connecticut 06877 Connecticut 08877
Estados Unidos de América Estados Unidos de y«:
11. Hosseln RAZAVI 12. Doris RIETHER
Boehringer Ingelhelm Pharmaceuticals, Boehringer Ingelheim Pharmaceuticals,
Inc Inc
900 Ridgebury Road 800 Ridgebury Road
P.O. Box 368, Ridgefield P.O. Box 368, Ridgefield
Connecticut 06877 Connecticut 08877

Estados Unidos de Améﬂf// Estados Unidos de Amy

13. Hidenorl TAKAHASHI 14. David S THOMSON

Boehringer Ingelheim Pharmaceuticals, Boehringer Ingelheim Pharmaceuticals,
Inc Inc
800 Ridgebury Road 900 Ridgebury Road
P.O. Box 368, Ridgefield P.O. Box 368, Ridgefleld
Connecticut 08877 Connecticut 08877
Estados Unjdos’de América Estados fn‘ s de América
15. JIWANG / 16. Renee ZINDELL
Boehringer Ingelheim Pharmaceuticals, Boehringer Ingelheim Pharmaceuticals,
Inc Inc
900 Ridgebury Road 800 Ridgebury Road
P.O. Box 368, Ridgefield P.O. Box 368, Ridgefield
Connecticut p6877 Connecticut 08877
Eatadc:?ru dos de Ameérica Estados Unidos de América

17. John PROUDFOOT
Boehringer Ingalheim Pharmaceuticals,
Inc
900 Ridgebury Road
P.O. Box 368, Ridgefield
Connecticut 08877 :
Estados Unidos de América :

G PCT (86) / /
Solicitud Intemacional No. PCTAJS2004/031009 Fecha: 22 de septiembre d%'2004

Publicacion Internacional No. WO 2005/030213 A1 Fecha: 7 de abril de 2005

Titulo (54)
@ MIMETICOS DE GLUCOCORTICOIDES, METODOS DE PREPARACION

COMPOSICIONES FARMACEUTICAS Y USOS DE LOS MISMOS

Clasificacién Internacional (51) AB1K 31/475 3i[52; CND4|04, %71(9¢, 4-15104-,.
AQI04, kosfio, 30114, ASWS[a4, S/ab

Prioridad | (33) Pals de Origen (32) Fecha 1) Namero de Soligitud
si® No[d us ’/ 24 de septiembre de 2003 60/505,456 *
us 29 de septiembre de 2003 60/507.079

@ Comprobante de pago No.: 08-19.913 Fecha: marzo 13 de 2006
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Anex s:

Comprobante de pago de la tasa de presentacién de la solicitud por $ 463.000.00.
Comprobante de pago por reivindicacién de prioridad.

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

Poderes, si fuere el caso.

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

Declaraciones.

Copia de la solicitud intemacional. (Resumen, descripcion, reivindicaciones, dibujos)
Traduccién de la solicitud intemacional al castellano. (Resumen, descripcién, reivindicaciones,
dibujos)

Copia del examen preliminar efectuado por la IPEA.

Traduccién del examen preliminar efectuado por la IPEA.

De ser el caso, copia del contrato de acceso.

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

De ser el caso, certificado de depdsito del material biolégico.

Arte final 12x12

De ser el caso, informacién 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: VER HOJA DE DOCUMENTOS ANEXOS

®

FIGURA CARACTERISTICA
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NOMBRE: EMILIO FERRERO

Ll

C.C. 438.019 de Usaquén

T.P. 31.929

Iinstrucclones para el diligenclamiento del presente formulario, ver reverso de esta pigina

CAR/jag.
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DOCUMENTOS ANEXOS

. & Publicacién Intemacional WO 2005/030213 A1

. X Forma PCTASA/210. Informe de Busqueda Intemacional.
. Opinién escrita

. X Forma PCTAPEA/401. PCT Demand

. XExtracto de publicacién.

NO SE REALIZARON MODIFICACIONES
EN FASE INTERNACIONAL
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For patents, utility, models, industrial designs,
trademsrks, commercial names, trade emblems,

nlngull.

Para patentes, modelos de wutilidad, disefios
industriales, mercas de fibrica, nombres

REPRESENTATION AND... . ... ooesor e
POWER OF ATTORNEYieraws srivs v iseviol

Olaias, Vet CONTTAR QUE LA 3
- YT A S ¥ L

FI9E G FL ESifn
U Ad TENIDO A LA VISTA
— O ety

I {we), the undersl

/Yo (nosotros), abajo Armado (g)33

Ko wipamromngen oy O
;”

4713 0CT 2005 |

BOEHRINGER INGELHEIM PHARMACEUTICALS, INEN=-feoe
» 7'!1"" 'eo-
of/domicillado (e) en 200 Ridgebury Road,

o L
PR P )nﬁ .
e '-gL'*t';.{.u'q—‘}lLl. i

Ridgefield, Connecticut 06877, United:

=) T 2 =1
BY O MENDEZ BARAJAS
N "0‘"':

i -

States of America,

Tl et s CHUMAN AL
tpa. 831: ), &
LUZ CLEMENCIA DE PAEZ, tpa. 23555; domicilisdos
rrera 4* N© 72-35, Bagoté, Colombin, an obedecimiento a
Io dispuesto en el fo 1° del Articulo 543 del Cédigo de
Comerclo, ¢! primero como principal y loa demds como
suplentes, en su onden, como mis (nuestros) resentantes en
os jos msuntos de propledad Industrial con facultad pam
reciblr notificaciones 'y nombrar apoderados judiclales o
extrajudiciales. El primer representante suplente reemplazard al
rin en caso de musencla o impedimento temporal o

r el

NZ

31929;
en la

,definitlvo de aquél. La misma regla sa apliard cuando el

segundo representants suplente hlr: de reemplazar al primero,
o el tercero ml segundo. En taies casos, el representante
grlnclpal, o el primero, o segundo suplente, an su caso, o ambos,
eclerarin su Intenclén de no ejrcer la representecién
medinnte declaraclén autentlemda por Notario Piblico en
Colombla, o por Notarlo u otro Funclonario Pilblico, o0 Cénsul
de Colombla, en el extranjero; y sl se tratare de Impedimento,
con el certificado respectivo. 51 alguno de los nombrados faltare
delinitivamente, el sigulente tomard su lugar. Cuando cesare In
susencla o impedimento del representante principel, ¢ de su
mero o segundo suplentes, en su caso; podran ejercer la
representacién, en su orden, uno u otros n el caso,
asumléndola por el solo hecho de rla, cesando en ese
momento el ajerciclo de la representacién por el primero,
segundo o tercer suplente en su caso.

Ademds, conflero (conferimoa) poder n los abogados arriba
nombrados, pura obtener la protecclén de ml (nuestra)
propledad industrial y contra la competencia denlesl, a cuyo
efecto autorizo (amos) a las dichos apoderados ‘parm que me
(nos) representen ante cualesqulera entidades o personas,
ejerzan 0 no jurisdiccldn, especialmente ante las del orden
administrativo, contencl minlstrative y judicial, asf como
Ioe tribunales de arbitramento, en todo lo concernlinte a los
sigulentes asusitos: a) Obtenclén de patentes de Invencién,
modelon de utilidad y diseflos industriales; el registro de marcas
de Eibrica, colectivas, defensivas, de serviclo, lemas comerciales,
nombres comerciales, ensefins, vacedades vegeldles dy
denominaciones de origen; su renovacién, traspaso, camblo de
nombre o domidlio, cancelacién voluntaria; y €l .;E.Mm de
lirenclas de uso de esos derechos; b) Las nes de
competencia desleal, proteccién del consumidor, oposiciones u
ubservaciones, cancelacién administrativa y judiclal, nulidad,

medidas cautelares, conceslin de .licenclas, la tutela, la

proteccién de secretos industriales, y -en general los juicios
clviles, penales, administratives o contencloso-sdministrativos
relacionados con estos derechos; acciones y procesos que
promovamos © se nos promuevan Y pam que en todos
msuntos mriba determinadcs, puedan sustituir este mandato,
tranalglr, concillar, admitir los hechos del procesa, deslstir,
Clal:ll:! or, reciblr, renunclar, y mtiflcar Jos actos de agentes
oficiosos.

2692 .

ANA MARIA SALYETTI
K FEITIRITE CRtuL

" with or without jurisdiction, speclally those

Given and signed this/Duado y firmado l\-ny
day of August, 1996

In due complance with §ie ferms of paragraph 1st. of article 543
of the Comfnerdal (ke do I'Inlw appuint GERMAN
CAVELI : CANZILO PE Molp..m;mmo*
RRERO, tpa. 31929; JA¢ RUZ CLEMENCIA DE PAEZ, t

23555; domiciled at Cat il , Bo Colomblia, the
firot as p and tje ot al in the order-of
their agpuintment, asfour re ntatives all Industrial

matters with faculty to receive siotifications and to
appoint attorneys in anl out of Court. The first alternate shall
replace the pal in of his absence or of temporal or
definitive impediment. The same rule will -Kzl when the
sacond alternate representative is to.replace t t one, or

when the third 1s 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 thelr turn, or
both of themn, shall state their intentlon not to act as
representatives through a decleration given before a Notary
Public in Colombia, or before a N or another Publlc Official
or & Colombian Consul abroad; and In case of impediment, the
nppmg’rlnh certificate shall suffice. If any of the. plmlntge\l
were tv be definitely absent, the following alternate shall take
his place. When the absence or Iimpediment of the Elncl;-.l
representative, or of the first or second alternate in their turr;
censes, the representation can be taken again In thelr sequerce,
by the prindpal, the flrst or second alternate depending on cai,
and the mere fact or its exercise will suffice. The exercise of fhe.
representation by the first, second or third alternates in their
turn shall end at such time. .

In addition, we grant a Power of Atto In favor of the
above-named attorneys-al-law so that they. may obiain the

protection of my (oitr) industrial P"m.:uw ,?E'.“'hf .%h';

falr competition, for which pur, 1
:Il:o haper:praent me (us) E:foP:?:ny llltlloﬂ:l:l or mrlo??',
L

adminiirative contentious and judicial, as well as befcre
Arbitration Court, In all matters concerning the follow a)
Obtainment of patents, utility models and Industrial designs;
the registration of trademarks, collective, defensive and service
marks, slogans, commercial ‘names, trade emblems, vegetal
varieties and denominations of origin; its renewal, ssalgnment,
change of name or domidle, volun cancellation; and “tle
",ﬁh Hon of licenses of use of the above righta; b) Actlong of
unfair competition, protection to the consumer, orpaultlnm or
ul;lemﬂom, ldlllll'lllltl'l“‘f'! lrr Court hm“;om'to“;uﬁ
In ment, grant of licenses, the action for i
mlndnE:l{lus, the proh:ﬂon of trade secrets, and In ra! the
cvll, penal, and administrative sults relating to those rights;
actlons and sulls Institued by me {us) or against me (us). And
that in all the above malters they may substitute this Power of
Attorney, compromise, conciliate, admit the facts of the

desist, ‘cancel, receive, resign, and mtify acts done

representatives without a power of attorney. :{
29th ‘

infen __R{ degefield, Connecticut TISA

HIBLES < ITALIAYS - CaPARGL
FEL o, 153 MiXJUSTICIA .
. u -
Signature  nr. Robert P. Raymond Firma -
— Chief Patent Counsel .
CAVITLIER ABOGADOS v—Boehringer Ingelheim Pharmaceuticals, Inc. . :

WI'TOUDERE-3 (MINUTA N© 12,1.1.2.6 USA)
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CERTIFICADO NOTARIAL {INDIVIDUO)

Al _2_9 dins del mes de AGOSTO de 19 96
ante inl, Notardo Pablico de Connectt Cut. EE.UU.

comparecid(eron) pemmln\enunr- Robert P. and

NOTARIAL GERTIFICATE (INDIVTBUAL),

On this 29 dayof ___August
before me, 2 Notaty Public of
personally appenred _Dx. Robert P. Raymond

. 199
,f

n quien(es) Joy fe de conocer y me comsta que ea(son)- In(n)
[n.-mmnlnl firmnnte(a} del docuniento que precede, y qulen(es)

lenein) enpacidad legal parn otorgarlo.

MARY-ELLEN M. DEVLIN
NOTARY FUBLIC

MKIGRIMEI FEYRES ONoitiry M blic

CERTIFICADO NOTARIAL (SOCIEDAD)
Moy, 29 4. MPgosto

comparecié{eron) ante mi
Dr. Robert P. Raymond
couo no’raim'a;éa% &) nz: cikEULD |
:uq::ﬁyﬁizﬁnm%Zéﬁﬂ%%m
denomtnada _BOEHRING ,E&E‘J'NG,H”EEI-'I;I'M“P' JARM

de 19 96

\CEUTICALS

h

to me known, and kiiown to me to bhe the person(s) who-
executed that funrolng document, and who hasihave) legal
capacity to execute It.

dlen M. fewlin
ission Gxpives / C’/{?}AUQD

NOTARIAL CERTIFICATE (CORPORATI N)
Onthis _29 doyof__Auguat 1998
appeared before me

—Dr. Robhert P. Raymand

whn(m) 1 know personally and who(m) sigred tlus document as
representative(s) of the Corporation/Company

named BOEHRINGER IN

INC, 3 aedi 1 1 INC.
T R
Certifico: ‘ s f g S L I Certify:
8 - ‘ .! BARAJAE §
, 1. Que he viste lus sigulegites 4| 30 3E) A et 1. That | have ween the following documents:*
~* ESCRITURA DE LA SOCIEDA t UTOS Y VARIOS Corporate Charter, By-Laws and various, board

., * RESOLUCIONES DE LA JUNTA IN
1 de fecha 29 de noviembre He

[
]

) « 2. Que dichos documentos prueban Id
" 2.1.Que BOEHRINGER INGELHEIR PHARMACEUTICALS,
Jsunma Soclednﬂl(':omplﬁln legalmente constituida y existente

de acuerdo con lus leyes de]_Estado de Delawara,
_Estados Unidos de América

212 Que el domicilio de dicha Socleded /Compufifa en

EJIVA » BIL=071

000 Ridgebury Road, Ridgefield, Connecticut

e, ] 1 i3tades, Intdop de AMErice o presente
der entin comprendidan dentro del wvbjetv soclal de la
inenclonada Su.-thIICompnhh.

_ 2.4, Que el(los) Sr.(5res.) __ DR, ROBERT P. RAYMOND

a:-lt'ulﬁ(n) autorizado(s) para otorgar el presente Poder.
H

2 Ciuded Ridgefield
,Estado Connecticut, EE.UU.

J 29  Agosto

‘\Hoy de 19 25

resolitions s BIL-071 dated November 29, 1984.

. That the above documents duly prove the following:

2.1. That BOEHRINGER I

isa Corpowt?o'n/Compnny lagally constituted nnd in existence

In accordance with the Inwy of __the State of Delaware,
United States of America

2.2. That the domicile of sald Corporation/Company Is
900 Ridgebury Road, Ridgefield, Connecticut

23 ut7 I7I|'u #.l‘r}otﬁdufs p't:lnqt:ne;'ﬂ?;fr MEHE? renet Power of

Attorney Is grunted are comprired within the corpomtion
urpases set forth In the charter of the mentivned

rpuration/Company.
24.That Mr.(Mesers.) ___ Dr, Robert P, Raymond .

le{are) authoriced to grant the present Power of Attomey.

City Ridgefield
State - Connecticut, USA
This 29th dayof Augusiiy 96

y " Lon documenthon deben Identificorse con fecha y origen.

Notetio Publico — Notary I’ubé

MARY-ELLEN M. DEVLIN
NOTARY PUBLIC
MY COMMISSION EXPIRES OCT. 31, 2000

* Documents muts be ldentified with date and origin.




y . {0404/07/T/Rev. 11-92) . ) ; —é—-
V. o ' STATE OF CORWECTICUT L.
- - ' OFFICE OF THE SECRETARY OF THE STATE
J . -, - L]
3} : I, MILES S. RAPOPORT, Secretary of the State of Connecticut,
" aml keeper of the seal thereof,
- DO HEREPY CERTIFY: that BARBARA SERFILIPPI was duly elected or

v+ appuinted to the office of TOWN CLEREK for the town of RIDGEFIELD in
Lhe County of FAIRFIELD in said State, for the term of JANUARY 1,
1296 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 of Court.

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

Secretary of the El:afe

00RO NOTARIO BRXTO (N) ONL

DE DOBOTA, KAGD cu“u'n'n"
- FOTOCOMA CLINCIDE CON M.
!: N QU HE YRNI00 § LA VIATA
4 |

A e Th )i—.'j‘! ¥; Y
2l ) 8

e L L]

6512 .

A MARIA SALVEIT)
" VEADUCTERA K (KTELMETE CPRiiAL
IBELSS - TALIARD - 13Paon
BEL. Mo t3§ L.JUaTisig

P ¢ e m———  — - - -—- - -"E_l- “r
NECTICUT
STATE OF CON ] s RIDGEFIELD
COUNTY OF FAIRFIELD
1, Barbara Serfilippi , Clerk of the Town of ____Ridgefleld

in said County, do hereby certify that - -
l.t:rly':‘mi beh;rleywhom th:yﬁoregoing (or annexed) ncknowledgmentwnkgn.wunttheumeofulmgth&;me
2 notary public (or other officer) residing (or authorized to act) hnidCounty.andv':uthothed!vy wa
o[nidStatetonhmdc:rti[yacknowledgmmuinnidSur.md.Imt.hu.thnlhd:mthntheupamm

e the certificate of ncknowledgment is genuine. .
IN TESTIMONY WHEREOF, I have hereunto sct my hand and affixed the scal of the State and Town this
< 29th August 1996,
| A sle—" /1A N

g " ANA MARIA SALVETIS
(> . TRABUCTENA € IXTEC/RETE LFICIAL
; #RGLES - ITALIANG - 37 K00 T

NEL. No. 158 LLKIRTICIA




S I : ' CONSULADO DE COLOMBIA -
et 535 Boylston Street 11 Fioor BoatanyMA 02116 Tel: (517)536-6122 Fam (617/536-9372

No //2P o // 5'6

« . El suscrito Consul de Colombia en Boston, MA, Estados Unidos vistos los

. documcntos  presemtados
' ' CERTIFICA:

-~

Que el sefior(a) MILES S RAPOPORT, quien autenticé la firma de
‘BARBARA SERFILIPPI, sccretario de la cindad de Ridgefield,
"t-Connecticut, en el documento adjunto ejercia en Ia fecha alli indicada las

N funclones de SECRETARIO DE ESTADO DEL ESTADO DE
"' 7 j: CONNECTICUT, USAy su fima'y scllo son los que acostumbra a usar en
oy ,." sus actos oficiales. Que la compafifa BOEHRINGER' INGELHEIM
' FARMACEUTICALS INC., con domicilio principal en la ciudad de
. RIDGEFIELD, ‘CONNECTICUT, &s sociedad constituida bsjo las leyes

, del estado de;DELAWARE, Estados Unidos y tienen y cjerce su objeto
- *socml conforme- a las leyes de ese pafs. Que el sefor, ROBERTGP
. RAYMOND . en su calidad de CONSEJERO JEFE DE PATEIEI‘ES;_de
.ﬁlchrcompama esta debidamente amtorizado para otorgar:bste , podegg

gmmbrede estdls, companiesy, pars losfinesy propositos alli: npresadg&

=N
La presente certificecion se expide en cumplimiento del' mﬂculws ol

Cédigode  Comercio. R é
gl Coggldno-nasume responsabilidad  por el cmmdo del documento.
' ra s
N EﬁEsta cemficaclon se expide cn Boston a los 13 dias del mes de Sep_gembrede
= 1996~ .

Pagado Impuu de-!hmbre—USSSG .0

: u m-ou -t rea oeslrrn '|. ;2\

ANA MARIA SALVE[TI
THABUCTCRA € 1575 BETE CFICIAL
IRCLES « ITALLAND - CYP4ROL
DEM. No. 15R uiKanTICN

?ﬁ'




Y4IH:STERIO GE RELACIONES.
EYTERIGRES Ve

FhREEL ﬁw A-
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TG Y0608 30 3TINS
SIN0ITVEIT¥ET 30 2430

Ghill Vv SZ 138 %l

01X31 130 OVRIGYSNOdS

INDSY 35 0N -

10 SE ASUME
RESPONSABILIOY N == TEXT

SANTAFE DE __. HI1 YL

i B LT

i

P i

BOGATA, HADD CONETAA CUE LA
HITOERAM COWNCIGD COM 1, DRI

:

D NOTARN TCRTH (] L SIRCYL,,
QU WU TEMDD A LAVICTA

mwme___m_.um
dw-___uudam__a_-m—ms_z



CERTIFICACION NOTARIAL
Y AUTENTICACION CONSULAR

1. HEs necesarla la legalizaciém con certificado
notarial. El Notarlo Puiblico debe certificar:

11. Quela compaﬂfnl estd legalmente constitufda

y actualmente existente.
1.2.  Sudomidilio.
1.3. Que el propésito del poder estd incluido en

el objeto social de la compaiifa.

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

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

21.  Respecto a los puntos 1.1, 12 y 1.3 sugerimos
referirse a los part(culos 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. 'Enseguidn el Seflor Cénsul de Colombia
debe autenticar la firma del Notario Publico.

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.

13.  That the pu of the Power-of-Attornev is
included in the activities of the company.

14. That the grantor is empowered to give the
Power oF Attorney in the mmeg‘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 14 we suggest to mention the
resofution of the B 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.

NOTA PARA EL SENOR CONSUL COLOMBIANO: Segtin el articulo 259 del C. de P.C. el Sefior-Cénsul debe

autenticar la dltima precedente autenticacién.
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TRADUCCION OFICIAL No.96912 de un documento escrito en inglés,
el cual para su identificacién se sella con el sello del
Traductor al mismo tiempo que la presente. Esta Traduccidn hs
sido preparsda por Ana Maria Salvetti, Traductora Oficisl

debidamente reconocida por el Ministerio de Relaciones

Exteriores y aprobada por el Ministerio de Juqﬁ*g}aﬁcol ano
mediante Resolucién No.158 de 1991. ra':%‘i."""“” vk ST

{Se traducen sellos Yy legalizaciones
continuacion de un poder escrito en inglés Y
por la sociedad BOEHRIRGER IRGELHEIM PHARMACE
favor de German CAVELIER, Gonzalo PERDOMO, E o FERRERO, Yy
Luz Clemencia de PAEZ.)
Dado y firmado el 29 de agosto de 1996 en Ridgefield,
Connecticut EE.UU. (Firmado), ilegible, Robert P. Raymond,
Principal Asesor de Patentes. Boehringer Ingelheim
Pharmaceuticals, Inc.

(en inglés y espafiol): CERTIFICACION NOTARIAL (INDIVIDUO)
referente a la firma que antecede. (Firmado), Marry-Ellen M.
Devlin, Notario Publico. Mi comisién expira el 31 de octubre
del 2000. Sello seco del Notario.

CERTIFICACION NOTARIAL (SOCIEDAD) referente a la existencia y
representacién de la sociedad mencionada. (Firmado),
Mary-Ellen M. Devlin, Notario Pablico. Mi comisidén expira el

31 de octubre del 2000. Sello seco del Notario.

ESTADO DE CONNECTICUT
CONDADO DE FAIRFIELD, ss. RIDGEFIELD

Yo, Barbara Serfilippi, Escribano de 1la Poblacidén de



Ridgefield, en dicho Condado, por medio del presente certifico
que Mary Ellen M. Devlin, por y ante quien el anterior
reconocimiento (o adjunto) fue tomado, era al momento de
tomarlo, un Notario Publico (u otro funcionaric) domiciliado (o
autorizado para actuar) en dicho Condado, y que estaba
autorizado por las leyes de dicﬁo Estado para tomar Yy
certificar reconocimientos en dicho Estado, y ademds, gue creo
que la firma que aparece en el certificado de reconocimiento es
auténtica.

En Testimonio de lo Cual, he firmado y estampadc del sellco del
Esado y Poblacién hoy, 29 de agosto de 1996. (Firmado),

TR ~s

w0

Barbara Serfilippi, Escribano. 'Tﬂﬁ“ﬂﬁ?ﬁ
el "'ﬂl"nn "'“5-

ey

(0404/07/T/Rev.11~92)
ESTADO DE CONNECTICUT
OFICINA DEL SECRETARIO DEL ESTADR oo e <o

Yo, Miles S. Rapoport, Secretario del Estado Connecticut, y

guardian de su Sello, POR MEDIO DEL PRESEN®E CERTIFICO que
BARBARA SERFILIPPI fue debidamente elegida o nombrada para el
cargo de ESCRIBANO DEL CONDADO para la poblacion de RIDGEFIELD
en el Condado de FAIRFIELD en dicho Estado, para el periodo que
va del lo. de enero de 1996 al 5 de enero de 1998;

Y yue sus actos oficiales en calidad de tal merecen completa fe
y crédito dentro y fuera de la Corte. En testimonio de 1lo
cual, he firmado y estampado el Gran BSelloc 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 ohlea del Estado de

Connecticut. Sello seco del Consulado de Colombia en Boston,



EE.UU.

(en espaficl): Certificacion No.1l1l56 del 13 de septiembre de

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

Boston. Pagados impuesto de timbre y derechos de fondo
rotatorio. (Firmado), Luis Fernando Lemaitre, Coénsul. Sello
consular en tinta. Certificaecidén No0.21324)1 del 24 Jde

septiembre de 1996 de la firme que antecede por el Ministerio

de Relaciones Exteriores. (Firmado), Jefe Legalizaciones.

"'r .
Es traduccidon fiel y completa de la cual se deJa co.p.'l-i:.ﬂw,.l
T - 'lllIIIIOAu“m )

remito.

Santa fe de Bogotd, 30 de septiembre de 1996.
COLO-7612~801-005-5
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o . CAVELIER
[ ABROGADOS
Tl.l.lnut IS 2398890 EDIFICIO BSISKI Conngo ELzcTronico MunpDiaL: CAVE
CasLzs CAVELEYES CARRERA 41, No.72-35 TELEFOND : IB71 (1 RIZOIQ0
TILEX : 48479 BOGOTA 8, COLOMBIA

Sefior Jefe de la

DIVISION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio
E. S. D.

Poderdante: BOEHRINGER INGEILHEIM PHARMACEUTICALS, INC.

Poder conferido el: 29-08-96

Yo, GERMAN CAVELIER, obrando en mi calidad de apoderado
principal del poderdante arriba mencionado, atentamente
manifiesto a Usted que sustituyo el poder que me ha sido
conferido en la persona del doctor EMILIO FERRERO, Abogado con
Tarjeta Profesional No. 31.929, con todas las facultades gue me
fueron conferidas.

Hago la anterior sustitucién conforme al articulo 66 del
Cédigo de Procedimiento Civil ya que los otros sustitutos

faltan en este momento.
GERMAN CA;Efé;

TIPIAI No- 832
! C.C. No. 2.877.924 de Bogot3

Sefior Jefe,

Acepto:

EMILIO FERRERC
T.P.A. N2 31.929
C.C. No. 438.019 de Usaqueén

2e-780-2
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» Cape 9-289
- Doc 2 of &
CAVELIER 374 ’
* -ABOGADOS Y
» EDIFICIO SISKI
CARRERA 42 N*72-35
BOGOT, h § — COLOMBIA
CESION ASSIGNMENT
YD..(I‘I:ONIM) abajo firmado (s) . I (we). the undersigned
5. Christian H. J. J. HARCKEN . 5. Christian H. J. J. HARCKEN
6. Thomas M. KIRRANE 6. Thomas M. KIRRANE
7. Duanlel KUZMICH 7. Daniel KUZTMICH
8. Thomas Wal-Ho LEE 8. Thomas Wael-Ho LEE
Domiciliado(s)
en ) of

5. Bochringer Ingelhelm Pharmsaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU

6. Bochringer Ingelhelm Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU

7. Boehringer lngelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU

.. Boehringer Ingelhelm Pharmaceuticals, Inc., 900

Ridgebury Road, Ridgefield, CT 06877 / EEUU

5. Boehringer Ingelheim Pharmaceaticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / USA
6. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA
7. Boehringer Ingelheim Pharmacenticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA
8. Boehringer Ingelheim Pharmacenticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877/ USA

Declaro{amos) bajo juramento ser  (nico(s) veﬂlldﬁ.m(!)
inventor(es) dc Ia invencidn; M/ MIOficas de Glucocort icoidox,

Wy eTodot et grepaioctsN ~Icmprsici
declaro(amos) asf mismo que cedo{enxd) y irdhsficro{erimos)?Ein '50 oS

e - wia fo g
limitncién, a favor de la socicdad TS MO

Boehringer Ingelheim Pharmaceuticals, Ine,

state{s) under oath m be sole and true inventor{s) of the invention:
#1,1,1-Trifluoro-4-Phenyl-4-Methyl-2-(1H-Pyrrolo)”

state a8 well, that assign, without reservations or limilations in favour

of Boehringer Ingelheim Pharmacenticals, Inc.

constituida y existente de conformidad con les teyes de
EEUU

8 corporation constituted and existing in conformity with the laws of
USA

domicilindaen  Boehringer Ingelheim Pharmaceuticals,
Inc., 900 Ridgebury Road, Ridgefleld, CT

06877  EEUL

domiciledin Boehringer Ingelhelm Pharmaceuticals, Inc.,
900 Ridgcbury Road, Ridgefield, CT 06877 /
USA

todos los derechos inherentes a dicha invencién y que la citada
fa queda facultada para solicitar en su nombre la patente de
invencidn correspondiente en 1a Repiblica de Colombia,

all rights inherent to said invention and that the above mentioned
company hereby is enabled to apply, in its name, for the corresponding
palent invention, in the Republic of Colombia

Dado y fimudo hoy/Given and signed this 2?:?0-1%{ oF ELDHR'-‘ 200k
— p— 1

enfin R;bawiabl (buswegricsr LSA

Firma/Signuture

Lo 1318/

Christian H. J. I. HARCKEN
.;_.é“:' a""‘é L—h_a
Thomas Wai-Ho LEE

© CAVELIER ABOGADOS
WPPODED - 374
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APOSTILLE
(Convention de La Haye du 5 octobre 1961)
1. Country: The United States of America
THIS PUBLIC DOCUMENT
2. has been sighed by JEANNE E. ROGERS
3. actmg in the capacity of NOTARY PUBLIC

4. in the State of Connecticut for the term of November 26, 2001 to November 30, 2006

CERTIFIED

5. at Hartford, Connecticut 6. on February 14, 2006
7. by SUSAN BYSIEWICZ Secretary of the State of Connecticut

8. Number : 2006-1731

9, Seal :

10. Signature

[
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. Casp 9-289
. Doc 2 of 4
CERTIFICACION NOTARIAL (INDIVIDUQ) NOTARIAL CERTIFICATION (INDIVIDUAL)
- : ot
Alos dfas del mes de Onthis 2>  dayof January
de200 ___ Ante mf, Notario Piblico de 2006 __ before me, a Notary Public of
i The State of Connecticut
S:omparecié(eron) personaimente personally appeared Christian H.J.J. HARCKEN,
. Thomas M. KIRRANE, Danlel KUZMICH,
a quien(es) doy fe de conocer y me consia que es{son) la(s) to me known, and known to me to be the person(s) who executed
persona(s) firmante(s) del documento que precede, y quien(es) that foregoing document, and who has(have) legal capacity to
tiene(n) capucidad legal para otorgario execute it.

NOTARIO PUBLICO-NOTARY PUBLIC

APOSTILLE C
(Convention de La Haye du 5 octobre 1961) .
L. COUNITY: ...ooeereereaenemeesrsrnssensersrassaessasessrssesens .
This public document
2. hasbeensigned by ..........covvveciiiiniiiniiinic s
3. uctinginthe capacity of .........coociciiiriiernsnennesasessenesanes
4, bears the seal/stamp of .........cocoviiiiiiiiini i
Certified
5. @l 6.the .....cvrnrmncicicirernani
7. N
B, NO. e e s v e s e s e
9.  Seal/stamp 10. Signature

© CAVELIER ABOGADOS
WPPODEDI- 374
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TRADUCCION OFICIAL 066/2006 DE UN DOCUMENTCO ESCRITO EN INGLES Y
EN ESPANOL, REALIZADA POR EDUARDO CALADO NOGUERA, TRADUCTOR
OFICIAL APROBADO POR RESOLUCION 541 DEL 27 DE FEBRERO DE 1976 POR
EL MINISTERIO DE JUSTICIA Y DEBIDAMENTE REGISTRADO ANTE EL
MINISTERIO DE RELACIONES EXTERIORES DE LA REPUBLICA DE COLOMBIA Y
MEDIANTE EL CUAL 5. CHRISTIAN H. J.J.HARCKEN, 6. THOMAS M
KIRRANE, 7. DANIEL KUZMICH; 8. THOMAS WAI-HO LEE, TODOS
DOMICILIADOS EN BOEHRINGER INGELHETM PHARMACEUTICALS, INC. 900,
RIDGEBURY ROAD, RIDGEFIELD, CT 06877, ESTADOS UNIDOS DE AMERICA,
INVENTORES UNICOS Y VERDADEROS DE LA INVENCION: “MIMETICOS DE
GLUCOCORTICOIDES, METODOS DE PREPARACION, COMPOSICIONES
FARMACEUTICAS Y USOS DE LOS MISMOS” 1,1,1-TRIFLUORO-4-FENIL-4-
METIL-2 (1H-PIRROLO) DECLARAN POR EL PRESENTE QUE CEDED:I DICHA
INVENCION A BOEHRINGER INGELHEIM PHARMACEUTICALS, INC., EMPRESA
ORGANIZADA Y EXISTENTE BAJO LAS LEYES DE ESTADOS UNIDOS,
DOMICILIADA EN BOEHRINGER INGELHEIM PHARMACEUTICALS, INC., 900
RIDGEBURY ROAD, RIDGEFIELD, CT 06877, EEUU, JUNTO CON TODOS LOS
DERECHOS INHERENTES Y QUE DICHA COMPANIA QUEDA FACULTADA PARA
SOLICITAR EN SU NOMBRE LA PATENTE CORRESPONDIENTE EN LA REPUBLICA
DE COLOMBIA.

DADO Y FIRMADO HOY 23 DE ENERO DE 2006 en RIDGEFIELD,
CONNECTICUT, EE UU.

FIRMAS TITLEGIBLES. CHRISTIAN H.J.J. HARCKEN; THOMAS M. KTRRANE;
DANIEL KUZMICH Y THOMAS WAI-HO LEE

CERTIFICACION NOTARIAL ;.( INDIVIDUO)

Hoy 23 de enero de 2006, ante mi, notario pfiblico del estado de
Connecticut, comparecieron personalmente CHRISTIAN H.J.J HARCKEN,
THOMAS M. KIRRANE Y DANIEL KUZMICH a quienes doy fe de conocer y
me consta que son la personas firmantes del documento.que precede
Y quienes tienen capacidad legal para otorgarlo.

Firma ilegible: Notario plblico. JEANNE E. ROGERS

%_
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APOSTILLA:
(Convencién de La Haya del 5 de octubre de 1961)
1. ESTADOS UNIDOS DE AMERICA
Este documento pilblico
2. ha sido firmado por JEANNE E. ROGERS
3. quien actla 'en su calidad de NOTARIO PUBLICO
4. del estado de Connecticut, para el periodo entre el 26 de
noviembre de 2001 y el 30 de noviembre de 2006.
CERTIFICADO -7
5. en Hartford, Connecticut

6. el 14 DE FEBRERO DE 2006

7. por SUSAN BYSIEWICZ, secretario del estadoide ﬁ%nﬁécticut

8. Nlmero 2006-1731

9. Sello: GRAN SELLO DEL ESTADO DE CONNECTICUT
10.Firma: SUSAN BYSIEWICZ, SECRETARIO DE ESTADO
COLO-7612-841-012-3

WPCL0O02G. ID 7617

Bogotd, 27 de marzo de 2006
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CESION

Yo. {nosotros) abajo firmado (%)

1. Younes BEKKALI

2. Rajushekhar BETAGERI
3. Michel J. EMMANUEL
4. Abdelhakim HAMMACH

q3i ¢

Case 9-289
Doc 1 of 4

|

ASSIGNMENT

I {we), the undersigned

1. Younes BEKKALI

2. Rajashekhar BETAGERI
3. Michel J. EMMANUEL
4, Abdelhakim HAMMACH

Damiciliado(s)
en

1. Bochringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU
2. Boehringer Ingelheim Phurmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU
3. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU
4, Boehringer Ingelhelm Pharmaceuticals, Inc., 900
Ridgebury Road, Rldge!leld, CT 063'" { EEUU

1. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / USA
2. Boehringer Ingelheim Fharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / USA
3. Bochringer Ingelhelm Pharmaceuticals, Ing., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA
4, Boehringer Ingelhelm Pharmaceuticals, Inc., 900

Ridgebury Road, Ridgefleld, CT 06877 / USA

De:llm(m) hl_lo juramento  ser

limitacidn. a favor de la sociedad

verdadero(s)
ip: HIHETICOS DE GLUCOCORTICOIDES

gT1I

Boehringer Ingelhelm Pharmaceuticals, Inc.

state(e) under oath 10 be sole and true inventor(s) of the invention:
“1,1,1-Trifluoro-4-FPhenyl-4-Methyl-2-(1 H-Pyrrolo)”

state as well, that assign, without reservations or limitations in favour

of Boehringer Ingelhelm Pharmaceuticals, Inc.

constituida y existente de conformidad con las leyes de
EEUU

a corporation constituted and existing in conlurmity with the laws of
USA

domiciliadnecn  Boehringer Ingelheim Pharmaceuticals,
Inc., 900 Ridgebury Road, Ridgefield, CT
06877 /] EEUU

domiciled in Bochringer Ingelheim Pharmacenticals, Inc.,
900 Ridgebury Road, Ridgefleld, CT 06877 /
USA

todes los derechos inherentes a dicha invgncidn y que la cimda
fa queda facnitada para solicitar ¢n gu nombre la patente de
invencién correspondiente en la Repdblica de Colombia

all rights inhcrent to said invention and that the above mentioned
company hereby is enabled to apply. in its name, for the corresponding
palent invention. in the Republic of Colombia

Dado y firmado hov/Given and signed this 25 =D DAY Tﬁuﬂﬁ‘-‘l . 2000

enfin RiDoerierd Comnerricor USA

2 % FW&E:K:N M/S‘ /

Younes BEKKALI Rajulviekhnr BETAGERI

/ Abde ACH

© CAVELIER ABOGADOS
WPPODEDI- 374




APOSTILLE
(Convention de La Haye du 5 octobre 1961)

1. Country: The United States of America
THIS PUBLIC DOCUMENT

2. has been signed by JEANNE E. ROGERS

3. acting in the capacity of NOTARY PUBLIC

4, in the State of Connecticut for the term of November 26, 2001 to November 30, 2006

CERTIFIED

5. at Hartford, Connecticut 6. on February 14, 2006

" 7.by SUSAN BYSIEWICZ Secretary of the State of Connecticut

8. Number : 2006-1733

9. Seal :

10. Signature

Secretary of the State

Sy Gt
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CERTIFICACION NOTARIAL (INDIVIDUO)

Alos  dfas del mes de

ge200 _ Ante mi. Notario Pdblico de

2l o

Came 3-289
Doc 1 of 4

NOTARIAL CERTIFICATION (INDIVIDUAL)

D
Onthis _2 3" dayof January
2006 __ before me, a Notary Public of
The State of Connecticut

;:ompirecid(ero-n) pﬁsonul mente

personally appeared Younes BEKKALI,
Rajashekhar BETAGERI, Michel J. EMMANUEL,

Abdelhakim HAMMACH

a quien(es) doy fe de conocer y me consta que es(son) la(s)
persona(s) firmante(s) del documento que precede, y quien(es)
tiene(n) capacidad legul parn otorgarlo

to me known, and known to me to be the person(s) who executed
that foregoing document, and who has(have) legal capacity to
execute it.

NOTARI0 PUBLICO-NOTARY PUBLIC

A

eanne E. FROGERS
otary Public

APOSTILLE
(Convention de La Haye du 5 octobre 1961)

l. Country: ...ccicnmscenseisensnsans
This public document
has been signed by ............
3. acting in the capacity of .....

4, bears the seal/stamp of .......

Certified
5. | 6. the coerciiier e e
7.
8. 3 T
9.  Seal/stamp 10. Signature

© CAVELIER ABOGADOS
WPPODEDI- 374
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TRADUCCION OFICIAL 067/2006 DE UN DOCUMENTO ESCRITO EN INGLES Y
EN ESPANOL, REALIZADA POR EDUARDO CALADO NOGUERA, TRADUCTOR
OFICIAL APROBADO POR RESOLUCION 541 DEL 27 DE FEBRERO DE 1976 POR
EL MINISTERIO DE JUSTICIA Y DEBIDAMENTE REGISTRADO ANTE EL
MINISTERIO DE RELACIONES EXTERIORES DE LA REPUBLICA DE COLOMBIA Y
MEDIANTE EL CUAL 1. YOUNES BEKKALI, 2. RAJASHEKHAR BETAGERI, 3.
MICHEL J. EMMANUEL; 4. ABDELHAKIM HAMMACH; TODOS DOMICILIADCS EN
BOEHRINGER INGELHEIM PHARMACEUTICALS, INC. 900, RIDGEBURY ROAD,
RIDGEFIELD, CT 06877, ESTADOS UNIDOS DE AMERICA, INVENTORES
ONICOS Y VERDADEROS DE LA  INVENCION: “MIMETICOS DE
GLUCCCORTICOIDES, METODOS DE PREPARACION, COMPOSICIONES
FARMACEUTICAS Y USOS DE LOS MISMOS” 1,1,1-TRIFLUORO-4-FENIL-4 -
METIL-2 (1H-PIRROLO) DECLARAN POR EL PRESENTE QUE CEDEN DICHA
INVENCION A BOEHRINGER INGELHEIM PHARMACEUTICALS, INC., EMPRESA
ORGANIZADA Y EXISTENTE BAJO LAS LEYES DE ESTADOS UNIDOS,
DOMICILIADA EN BOEHRINGER INGELHEIM PHARMACEUTICALS, INC., 900
RIDGEBURY ROAD, RIDGEFIELD, CT 06877, EEUU, JUNTO CON TODOS LOS
DERECHOS INHERENTES Y --QUE DICHA COMPANIA QUEDA FACULTADA PARA
SOLICITAR EN SU NOMBRE LA PATENTE CORRESPONDIENTE EN LA REPUBLICA
DE COLOMBIA.

DADO Y FIRMADO HOY 23 DE ENERO DE 2006 EN RIDGEFIELD,
CONNECTICUT, EEUU.

FIRMAS ILEGIBLES. YOUNES BEKKALI, RAJASHEKHAR BETAGERI, MICHEL J.
EMMANUEL Y ABDELHAKIM HAMMACH

CERTIFICACION NOTARIAL (INDIVIDUO)

Hoy 23 de enero de 2006, ante mi, notario piiblico del estado de
Massachusetts, comparecib personalmente YOUNES BEKKALTI,
RAJASHEKHAR BETAGERI, MICHEL J. EMMANUEL, ABDELHAKIM HAMMACH,
quien doy fe de conocez: Y me consta que es la persona firmante

del documentc que precede y quien tiene capacidad legal para

4%
22
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>
otorgarlo. Firma ilegible: Notario pGblico, JEANNE E. ROGERS,

NOTARIO PUBLICO
APOSTILLA:
{Convencidén de La Haya del 5 de octubre de 1961)

1. ESTADOS UNIDOS DE AMERICA

Este documento pfiblico

2. ha sido ?fim;:io por JEANNE E. ROGERS

3. quien actfia en su calidad de NOTARIO PUBLICO

4. del estado de Connecticut entre el 26 de noviembre de 2001

Y el 30 de noviembre de 2006. e
CERTIFICADO

5. en HARTFORD, CONNECTICUT

6. el 14 DE FEBRERO DE 2006

7. por SUSAN BYSIEWICZ, secretario del estado de Connecticut
8. Nimero 2006-1733

9. Sello: GRAN SELLO DEL ESTADO DE CONNECTICUT

10.Firma: SUSAN BYSIEWICZ, secretarlio de estado '
COLO-7612-841-012-3 i
WPCL002G. ID 7618 -

Bogotd, 27 de marzo de 2006
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‘CAVELIER 374
- ABOGADOS 2"{
‘- EDIFICIE ﬁ!%
m& 8 - COLOMBIA
CESION ASSIGNMENT

Yo. (nosotrus) nbajo firmado (s)

9. PFingrong LIU
10. Usha R. PATEL
11, Hosseln RAZAVI
12. Doris RIETHER

I (we), the underzigned
9. Pingrong LIU
10. Usha R. PATEL
11. Hosseln RAZAVI
12. Doris RIETHER

Domiciliado(s)
en
9. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU
10. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU
11. Boehringer Ingelheim Pharmaceuticals, Ine., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU

12, Boehringer Ingelheim Pharmaceuticals, Inc.,, 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU

of

10. Boehrlngur!ngﬂh:lml‘hnrmnﬂuh,ln:.,
Ridgebury Road, Ridgefield, CT 06877 / USA
11. Boehringer Ingelheim Pharmacenticals, Inc., 900
Ridgebury Road, Ridgeficld, CT 06877 / USA
12, Bochringer Ingelheim Pharmacenticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA

Declsro(amos) baejo  juramento ser  Gni

) y ve
inventor{es) de la invencién: ”’M s

& Glocororfi

Mr

stade(s) under cath to be sole and true inventor(s) of the invention:
1,1,1-Trifluoro-4-Phenyl-4-Methyl-2-(1H-Pyrrolo)”

[~
declaro(amos) asf mismo que caln(emns) y trans(iero{erimos), :llu fog
limitacién. a favor de la sociedad Mol

Boehringer Ingelhelm Pharmaceuticals, Inc.

state as well, that assign, without reservations or limitations in favour

of Boehringer Ingelhelm Pharmaceuticals, Inc.

constituida y existente de conformidad con las leyes de
EEUU

-

a corporation conatituted and existing in conformity with the laws of
USA

domiciliadoen  Boehringer Ingelhelm Pharmaceuticals,

Inc., 900 Ridgebury Road, Ridgefleld,
CT 06877 / EEUU

wdos los denechos inheremies o dicha invencidn y que la citadn
c.il[n queda facultada paru solicitar cn su aombre la patente de
invencidn correspondiente en Ja Repiiblica de Colombia

all rights inherent to said invention and that the above mentioned
company hereby is enabled to apply. in its name, for the correspoading
patent invention, in the Republic of Colombia

Dado y firmudo hoy/Given and signed this 23“9 DAY OF j-Auuﬂ wy , 10006

i Riboerind (o

icor OSA

Firma/Signuture

PW

Pingrong LIU Usha R. PATEL
-.___'r—-_—%.__g/fﬂ-—-———

Doris RIETHER /

© CAVELIER ABOGADOS
WPPODEDI- 374
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APOSTILLE
(Convention de La Haye du 5 octobre 1961)
1. Country: The United States of America
THIS PUBLIC DOCUMENT
2, has been signed by JEANNE E. ROGERS
3. acting in the capacity of NOTARY PUBLIC

4. in the State of Connecticut for the term of November 26, 2001 to November 30, 2006

CERTIFIED

5. at Hartford, Connecticut 6. on February 14, 2006

7. by SUSAN BYSIEWICZ Secretary of the State of Connecticut

8. Number : 2006-1730




' CERTIFICACION NOTARIAL (INDIVIDUO)

%

Caso 9-2809
Doc 3 of 4

NOTARIAL CERTIFICATION (INDIVIDUAL)

A los dfas del mes de Onthis _ 2 a*® day of January
de 200 __ Ante mf, Notario Piblico de 2006 __ before me, a Notary Public of
' The State of Connecticut
" comparecié{eron) personalmente personally appeared PIngrong LIU, Usha R. PATEL,
. Hossein RAZAVI, Doris RIETHER

a quien(es) doy fe de conocer y me consta que es{son) la(s)
persona(s) firmante(s) del documento que precede, y quien(es)
tiene(n) capacidad legal para otorgarlo

to me known, and known to me to be the person(s) who executed
that foregoing document, and who has(have) legal capacity to

NOTARIO PUBLICO-NOTARY PUBLIC

execute it.
Jganne E. RO)G%

ary Public

APOSTILLE
(Convention de La Haye du § octobre 1961)
| 000111111 o
This public document
2.  hasbeensigned by .........ccciciiiinniiiiiiininnn e
3. actinginthe capacity of .......c.cciiniiiiiiiiiicisc s
4.  beurs the scalfstamp of .........cccvcviicieniinniniieerracraran
Certified
5. Al 6.the ...corvvvrieiiiiiiirine e
7. DY ci e et e a et Era e e e s e enesnas
. TR | (OO
9.  Seal/stamp 10. Signature

© CAVELIER ABOGADOS
WPPODEDI - 374
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TRADUCCION OFICIAL 065/2006 DE UN DOCUMENTO ESCRITO EN INGLES Y
EN ESPANOL, REALIZADA POR EDUARDO CALADO NOGUERA, TRADUCTOR
OFICIAL APROBADO POR RESOLUCION 541 DEL 27 DE FEBRERO DE 1976 POR
EL MINISTERIO DE JUSTICIA Y DEBIDAMENTE REGISTRADO ANTE EL
MINISTERIO DE RELACIONES EXTERIORES DE LA REPUBLICA DE COLOMBIA Y
MEDIANTE EL CUAL 9. PINGRONG LIU, 10. USHA R. PATEL, l1ll. HOSSBEIN
RAZAVI; 12. DORIS RIETHER, TODOS DOMICILIADOS EN BOEHRINGER
INGELHEIM PHARMACEUTICALS, INC. 500, RIDGEBURY ROAD, RIDJEFIELD,
CT 06877, ESTADOS UNIDOS DE AMERICA, INVENTORES ONICOS Y
VERDADEROS DE LA INVENCION: *“MIMETICOS DE GLUCOCORTICOIDES,
METODOS DE PREPARACION, COMPOSICIONES FARMACEUTICAS Y USOS DE LOS
MISMOS"™ 1,1,1-TRIFLUORQ-4-FENIL-4-METIL-2 (l1H-PIRROLO) DECLARAN
POR EL PRESENTE QUE CEDEN DICHA INVENCION A BOEHRINGER INGELHEIM
PHARMACEUTICALS, INC., EMPRESA ORGANIZADA Y EXISTENTE BAJO LAS
LEYES DE ESTADOS UNIDOS, DOMICILIADA EN BOEHRINGER INGELHEIM
PHARMACEUTICALS, INC., 900 RIDGEBURY ROAD, RIDGEFIELD, CT 06877,
EEUU, JUNTO CON TODOS LOS DERECHOS ;NHERENTES Y QUE DICHA
COMPANIA QUEDA FACULTADA PARA SOLICITAR EN SU NOMBRE LA PATENTE
CORRESPONDIENTE EN LA REPUBLICA DE COLOMBIA.

DADO Y FIRMADO HOY 23 DE ENERQO DE 2006, EN RIDGEFIELD,
CONNECTICUT, ESTADOS UNIDOS DE AMERICA

FIRMAS ILEGIBLES. PINGRONG LIU, USHA R. PATEL, HOSSEIN RAZAVI Y
DORIS RIETHER

CERTIFICACION NOTARIAL (INDIVIDUO)

Hoy 23 de enero de 2006, ante mi, notario ﬁﬁblico del estado de
Connecticut, comparecieron personalmente PINGRONG LIU, USHA R.
PATEL, HOSSEIN RAZAVI Y DORIS RIETHER, a quienes doy fe de
conocer y me consta que son la personas firmantes del documento
que precede y quienes tienen capacidad legal para otorgarlo.
Firma ilegible: Notario pGblico. JEANNE E. ROGERS.

APOSTILLA:

¥ §



)

-

(Convenciétn de La Haya del 5 de octubre de 1961)

1. ESTADOS UNIDOS DE AMERICA

Este documento plblico

2. ha sido firmado por JEANNE E. ROGERS

3. quien actfia en su calidad de NOTARIO PUBLICO

4. en;e}r?stadQ de Connecticut, por el periodo entre el 26 de
no*ieébre de 2001 y el 30 de noviembre de 2006.

CERTIFICADOQ '

5. en HARTFORD, CONNECTICUT :

6. el 14 DE FEBRERO DE 2006

7. por SUSAN BYSIEWICZ el secretario del estado'derConnECticut

8. NGmero 2006-1730 -

9. Sello: GRAN SELLO DEL ESTADO DE CONNECTICUT

10.Firma: SUSAN BYSIEWICZ, SECRETARIO DE ESTADO

- W

COLO-7612-841-012-3
WPCL002G. ID 7616 ) R

Bogotd, 27 de marzo de 2006
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CAVELIER
_ABOGADOS

*EDIFICIO SISKI
"CARRERA 45 N* 7235
BOQOTA, 8 — COLDMBIA

CESION

Yo, (nosotros) abajo firmado (s)

13. Hidenori TAKAHASHI
14. David S, THOMSON

15. JIWANG

16. Renee ZINDELL

17._John Robert PROUDFOOT

374

G| B¢

Case 9-289
Doc 4 of 4

2q

ASSIGNMENT

I (we), the undessigned
13. Hidenorl TAKAHASHI
14. David 5. THOMSON
15. Ji WANG
- 16. Renee ZINDELL
17. John Robert PROUDFOOT

Domiciliado(s)
en

13. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU

14, Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU

5. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU

.6. Boehringer Inpelhelm Pharmaceuticals, Inc., 9500
Ridgebury Road, Ridgefield, CT 06877 / EEUU

17. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU

of

13. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgeficld, CT 06877 / USA
14, Boehringer Ingelhelm Pharmaceuticals, Inc., 500
Ridgebury Road, Ridgefieid, CT 06877 / USA
15. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / USA
16. Boehringer Ingelhelm Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA
17. Boehringer Ingelheim Pharmaceuticals, Ine., 900
Ridgebury Road, Ridgefield, CT 06877 / USA

Declero{amos) juramento ser dnico(s) y verdndero(s)
baio J rehieos da Glucoecit toid? S,

inventor{es) de la mvencldn ol
declaro(amos) nl mismo que cedo{emos) y mﬁm:!ennns). un“b‘: "1

limitacién, a favor de le sociedad nvtamsed

Boehringer Ingelhelm Phurmaceuticals, Ine.

state(s) under oath to be sole and true inventor(s) of the invention:
“1,1,1-Trifluoro-4-Phenyl-4-Methyl-2-(1H-Pyrrolo)”

state as well, that asgign, without reservations or limitations in favour

of Boehringer Ingelheim Pharmaceuticals, Inc.

constituida y exisiente de conformidad con las leyes de
EEUU

a corporation constittited and existing in conformity with the laws of
USA

domiciliadaen  Boehringer Ingelhelm Pharmaceuticals,
Inc., 500 Ridgebury Road, Ridgefield,

CT 06877 / EEUU

@

domiciledin Boehringer Ingelhelm Pharmacenticals, Inc.,
9U|;0A Ridgebury Road, Ridgefleld, CT 06877 /

wdos log dercchos inherentes o dichm invencién y que la citndn
Compailia queda faculiada para solicitar en su nombre la patente de
invencién comespondiente cn la Repiblica de Colombia.

Ddo y firmado hoy/Given and signed this 2 2*°

all rights inhereat to said invention end that the above mentioned
company hereby is enabled to apply, in its name, for the cormesponding
patent invention, in the Republic of Colombia

DAY oF :rm.lunu-.l, rcob

en/in ¥ip GLFieed Covsdecricor USA

FITHWSInglI.II‘E

Holpor ] Lkl

;T'..m:,. el
o o

® CAVELIER ABOGADOS
WFPODEU]- 374

Du\uds THOMSON /

W el

John Robert PROUDFOOT

Ji WANG



APOSTILLE
(Convention de La Haye du 5 octobre 1961)
1. Country: The United States of America
THIS PUBLIC DOCUMENT
2. has been signed by JEANNE E. ROGERS
3. acting in the capacity of NOTARY PUBLIC

4. in the State of Connecticut for the term of November 26, 2001 to November 30, 2006

CERTIFIED

5. at Hartford, Connecticut 6. on February 14, 2006

7. by SUSAN BYSIEWICZ Secretary of the State of Connecticut

8. Number : 20061732-

9. Seal :

10. Signature

R

Secretary of the State

30
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.. Doc 4 of 4
- '~ CERTIFICACION NOTARIAL (INDIVIDUO) NOTARIAL CERTIFICATION (INDIVIDUAL)
Alas dias del mes de Onthis 2 i'fn day of January
de200 ___ Ante mi. Notario Pdblico de 2006 ___ before me, a Notary Public of
The State of Connecticut

-co_m'pnrecid(emn) personalmente personally appesred  Hidenori TAKAHASHI,

) David S. THOMSON, R. ZINDELL,

John Robert PROUDFOOT

a quien(es) doy fe de conocer y me consta que es{son) la(s)
persona(s) firmante(s) del documento gue precede, y quien(es)
tiene{n) capacidad legul para otorgarlo

to me known, and known to me to be the person(s) who executed
that foregoing document, and who has(have) legal capacity to
execule it.

NOTARIO PUBLICO-NOTARY PUBLIC

APOSTILLE
(Convention de La Haye du 5 octobre 1961)

| IR /471111 ¢ o ¥

This public document
2. hasbeensigned by ......cccccviiiiniinininnin i e
3. actinginthecapacity of ..........ccoeiiiniecniiciciieniiniininen..
4.  bears the seal/stamp of ..........ccccoiiiiiiicriiiiirccinnn e

Certified

b | T
2 ¢
. TR (TP
9.  Seal/stamp 10. Signature

© CAVELIER ABOGADOS
WPPODEDI- 374
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TRADUCCION OFICIAL 064/2006 DE UN DOCUMENTO ESCRITO EN INGLES Y
EN ESPANOL, REALIZADA POR EDUARDO CALADO NOGUERA, TRADUCTOR
OFICIAL APROBADO POR RESOLUCION 541 DEL 27 DE FEBRERO DE 1976 POR
EL MINISTERIO DE JUSTICIA Y DEBIDAMENTE REGISTRADO ANTE EL
MINISTERIO DE RELACIONES EXTERIORES DE LA REPUBLICA DE COLOMBIA Y
MEDIANTE EL CUAL 13. HIDENORI TAKAHABHI, 14. DAVID 5. THOMSON,
15. JI WANG; 16. RENEE ZINDELL; 17. JOHN ROBERT PROUDFOOT, TODOS
DOMICILIADOS EN BOEHRINGER INGELHEIM PHARMACEUTICALS, INC. 900,
RIDGEBURY ROAD, RIDGEFIELD, CT 06877, ESTADOS UNIDOS DE AMERICA,
INVENTORES UNICOS Y VERDADEROS DE LA INVENCION: “MIMETICOS DE
GLUCOCORTICOIDES, METODOS DE PREPARACION, COMPOSICIONES
FARMACEUTICAS Y USOS DE LOS MISMOS” 1,1,1-TRIFLUORO-4-FENIL-4-
METIL-2 (1H-PIRROLO) DECLARAN POR EL PRESENTE QUE CEDEN DICHA
INVENCION A BOEHRINGER INGELHEIM PHARMACEUTICALS, INC., EMPRESA
ORGANIZADA Y EXISTENTE BAJO LAS LEYES DE ESTADOS UNIDOS,
DOMICILIADA EN BOEHRINGER INGELHEIM PHARMACEUTICALS, INC., 9500
RIDGEBURY ROAD, RIDGEFIELD, CT 06877, EEUU, JUNTO CON TODOS LOS
DERECHOS INHERENTES Y QUE DICHA COMPANIA QUEDA FACULTADA PARA
SOLICITAR EN SU NOMBRE LA PATENTE CORRESPONDIENTE EN LA REPUBLICA
DE COLOMBIA.

DADO Y PFIRMADO HOY 23 DE ENERO DE 2006 en RIDGEFIELD,
CONNECTICUT, ESTADOS U!{IDOS.

CUATRO FIRMAS ILEGIBLES: HIDENORI TAKAHASHI, DAVID S. THOMSON,
RENEE ZINDELL, JOHN ROBERT PROUDFOOT.

CERTIFICACION NOTARIAL (INDIVIDUO)

Hoy 23 de enero de 2006, ante mi, notario pGblico del estado de
Connecticut, comparecié personalmente HIDENORI TAKAHASHI, DAVID
S. THOMSON, R. ZINDELL Y JOHN ROBERT PROUDFOOT, quien doy fe de
conocer y me consta que es la persona firmante del documento que
precede y quien tiene capacidad legal para otorgarlo.

Firma ilegible: Notario pliblico. (Jeanne E. ROGERS)

=t
BY2



APOSTILLA:

(Convencién de La Haya del 5 de octubre de 1861)
1. ESTADOS UNIDOS DE AMERICA
Este documento pfblico
2. ha sido firmado por JEANNE E. ROGERS
3..quigP“ﬁchq en su calidad de NOTARIO PUBLICO
4. en el ESTADO DE CONNECTICUT por el periodo entre 26 de

noviembre de 2001 y 30 de noviembre de 2006

CERTIFICADO
5. en Hartford, Connecticut
6. el 14 de febrero de 2006
7. por SUSAN BYSIEWICZ, secretario de estado ,de Connecticut
8. NGmero 20061732- -
9. Sello: GRAN SELLO DEL ESTADO DE CONNECTICUT
10.Firma: SUSAN BYSIEWICZ, SECRETARIO DE ESTADO
COLO-7612-841-012-3 r :
WPCL002G. ID 7615

Bogotd, 27 de marzo de 2006 -
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The Commonwealth of Massachusetts
William Francie Galvin
Secretary of the Commonwealth

N} ’
b |

APOSTILLE
(Convention de La Haye du 5 octobre 1961)

1. Country: United States of America
This public document

2. has been signed by: Machieal D. Mayes

3. acting in the capacity of: Notary Public

4. bears the seal/stamp of: the State of Massachusetis
whose commission expires on: November 28, 2008

Certified
5. at: Boston, Massachusetts 6. the: 9 February, 2006

7. by: the Secretary of the Commonwealth

8. No.: 1126399
9. Seal/stamp: Great Seal of the Commornwealth

10. Signature:

Dt Dtaningslis

William Francis Galvin
Secretary of the Commonwealth

prepared by DGilfens
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-+'CAVELIER 374 3s
: " ABOGADOS
EDIFICIO SISKI
CARRERA 4a N* 72-35
BOGOTA, 8 - COLOMBIA
CESION ASSIGNMENT
Yo, (riosotros) obajo firmado (s) I (we), the undersigned
13. Hidenorl TAKAHASHI 13. Hidenorl TAKAHASHI
14. David S. THOMSON 14. David S. THOMSON
15. J1WANG 15. J1 WANG
16. Renee ZINDELL 16. Renee ZINDELL
17. John Robert PROUDFOOT 17. John Robert PROUDFOOT
Domiciliado(s)
cn of

13. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU

14. Boehringer Ingelhelm Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU

15. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU

.16. Boehringer Ingelhelm Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU

17. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / EEUU

13. Boehringer Ingelheim Pharmacenticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / USA
14, Boehringer Ingelhelm Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA
15. Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / USA
16. Boehringer Ingelheim Pharmacenticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA
17. Boechringer Ingelbeim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA

Declaro{(omos) bajo juramento ser dnico(s) ¥y vudndﬂo(s_)
inventor(es) de la invencién: MM eticos de Glucocorvicpidms,

] TH
declaro(amos) as{ mismo que p elms‘) y transfiero{erimos), sindy, {as

limitacién. a favor de la sociedad i dned

Boehringer Ingelheim Pharmaceuticals, Inc,

state(s) under oath to be sole and true inventor(s) of the invention:
“1,1,1-Trifluoro-4-Phenyl-4-Methyl-2-(1H-Pyrrolo)”

; re l"u’ﬂ

state as well, that assign, without reservations or limitations in favour

of Boehringer Ingelheim Fharmaceuticals, Inc.

constituida y existente de conformidad con lus leyes de

a corporation constituted and existing in conformity with the laws of

EEUU USA
domiciliadaen  Boehringer Ingelhelm Pharmaceuticals, domiciled in Boehringer Ingelheim Pharmaceuticals, Inc.,
Inc., 900 Ridgebury Road, Ridgefield, mﬂdleburr Road, Ridgefield, CT 06877 /
CT 06877 / EEUU

o

®

todos los derechos inherentes a dicha invencién y que la citnda
Compailin queda lacultada para solicitar en su nombre la patente de
invencion correspondiente en 1o Repdblica de Colombia.

all rights inherent to said invention and that the abo tioned
company heseby is enabled to apply, in its name, for the ing
patent invention, in the Republic of Colombia

Dado y firmado hoy/Given and signed this a& i{ lﬂﬁl!ﬂfl I b

o _Orhest hft.

Firma/Signature

Hidenori TAKAHASHI David S. THOMSON

Renee ZINDELL

© CAVELIER ABOGADOS
WPPODED!- 374

John Robert PROUDFQOT




CERTIFICACION NOTARIAL (INDIVIDUQ)

Alos dfas de]l mes de

de200 _  Ante mi, Notario Piiblico de

26 BF

NOTARIAL CERTIFICATION (INDIVIDUAL)

On this d& day of :-hﬁhﬂfj

2006 before me, a Notary Public of

. The State of Massachusetts
comparecié{cron) personalmente personally appeared 3 WANG,
) !

a quien(es) doy fe de conocer y me consta que es(son) la(s)
persona(s) firmante(s) def documento que precede, y quicn(es)
ticne(n) capacidad legal para otorgarlo

NOTARIO PUBLICO-NOTARY. LIC

to me known, and known to me 1o be the person(s) who executed
that foregoing document, and who has(have) legal capacity to
execute it

Notary . -
N euBUC -
ma-mﬂw“h'lm

L COUNMY: ..ccciirereenernrncensansanssssnssssssssnssesnsmsnnsasassne
This public document
2. hasbeensigned by .......cciriiineiiirirricnnii e e
3. actinginthe capacity of ......covveenriiicciicrrnrnrec e rensanee
4. Dbearstheseal/stamp of ............co.oveiiiiiiccce s
Certifled

. 5. A 6.the ...ovvreemreriarninienien
R - N
8.  NO. . e e e e e
9.  Seal/stamp 10. Signature

APOSTILLE
(Convention de La Haye du 5 octobre 1961)

© CAVELIER ABOGADOS
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TRADUCCION OFICIAL 063/2006 DE UN DOCUMENTO ESCRITO EN INGLES Y
EN ESPANOL, REALIZADA POR EDUARDO CALADO NOGUERA, TRADUCTOR
OFICIAL APROBADO POR RESOLUCION 541 DEL 27 DE FEBRERO DE 1976 POR
EL MINISTERIO .DE JUSTICIA Y DEBIDAMENTE REGISTRADO ANTE EL
MINISTERIO DE RELACIONES EXTERIORES DE LA REPUBLICA DE COLOMBIA Y
MEDIANTE EL CUAL 13. HIDENORI TAKAHASHI, 1l4. DAVID 8. THOMBON,
15. JI WANG; 16. RENMEE ZIHDELLI-I'?. JOHN ROBERT PROUDFOOT, TODOS
DOMICILIADCS EN BOEHRINGER INGELHEIM PHARMACEUTICALS, INC. 900,
RIDGEBURY ROAD, RIDGEFIELD, CT 06877, ESTADOS UNIDOS DE AMERICA,
INVENTORES UNICOS Y VERDADEROS DE LA INVENCION: “MIMETICOS DE
GLUCOCORTICOIDES, METODOS DE PREPARACION, COMPOSICIONES
FARMACEUTICAS Y USOS DE LOS MISMOS” 1,1,1-TRIFLUORO-4-FENIL-4-
METIL-2 (1H-PIRROLO) DECLARAN POR EL PRESENTE QUE CEDEN DICHA
INVENCION A BOEHRINGER INGELHEIN PHARMACEUTICALS, INC., EMPRESA
ORGANIZADA Y EXISTENTE BAJO LAS LEYES DE ES.TADOS UNIDOS,
DOMICILIADA EN BOEHRINGER INGELHEIM PHARMACEUTICALS, INC., 900
RIDGEBURY ROAD, RIDJEFIELD, CT 06877, EEUU, JUNTO CON TODOS LOS
DERECHOS INHERENTES Y QUE DICHA COMPANIA QUEDA FACULTADA PARA
SOLICITAR EN SU NOMBRE LA PATENTE CORRESPONDIENTE EN LA REPUBLICA
DE COLOMBIA.

DADO Y FIRMADO HOY 28 DE ENERO DE 2006, en AMHERST, MA.

FIRMA ILEGIBLE. (JI WANG)

CERTIFICACION NOTARIAL (INDIVIDUO)

Hoy 28 de enero de 2006, ante mi, notario plblico del estado de
Massachusetts, comparecid personalmente JI WANG, quien doy fe de
conocer y me consta que es la persona firmante del documento que
precede y quien tiene capacidad legal para otorgarlo.

Firma ilegible: Notario pfiblico.

APOSTILLA:

(Convencién de La Haya del 5 de octubre de 1961}

1. ESTADOS UNIDOS DE AMERICA
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Este documento pihblico

2. ha sido firmado por MACHIEAL D. MAYES

3. quien actGa en su calidad de NOTARIO PUBLICO

4. lleva el sello del ESTADO DE MASSACHUSETTS, y cuyo cargo
dura hasta el 28 de noviembre de 2008.

CERTIFICADO

5. en BOSTON, MASSACHUSETTS

6. el 9 DE FEBRERO DE 2006

7. por el secretario del estado {'

»
Py
= S

8. NGmero 1126399 0
9. Sello: GRAN SELLO DEL ESTADC DE MASSACH&&E&TS
10.Firma: WILLIAM FRANCIS GALVIN, SECRETARIO DE EQTADb
COLO-7612-841-012-3

WPCL002G. ID 7614

Bogotd, 27 de marzo de 2006 s )
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EDIFICIO SISKI
CARFERA 48 N° 72-35

BOGOTA, 8 — COLOMBIA

CESION

Yo, (nosotros) abajo firmado ()

5. Christlan H. J. J. HARCKEN
6. Thomas M. KIRRANE

7. Duniel KUZMICH

8. Thomas Wai-Ho LEE
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ASSIGNMENT

I (we), the undersigned

S.
6.
1.
8.

Christian H. J. J. HARCKEN
Thomas M. KIRRANE
Dantel KUZMICH

Thomas Wal-Ho LEE

Domiciliado(s)
en

5. Boehringer Ingeltheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridpefield, CT 06877 / EEUU
6. Boehringer Inpelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / EEUU
Boebringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / ERUU
Bochringer Ingelheim Pharmaceuticals, Inc., 900
M CT o7/ EEUU

)

of

PN

Boehringer Ingelheim Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefleld, CT 06877 / USA
Boehringer Ingeiheim Pharmacevticals, Inc., 500
Ridgebury Road, Ridgefield, CT 06877 / USA
Boehringer Ingelhelm Pharmaceuticals, Inc., 900
Ridgebury Road, Ridgefield, CT 06877 / USA
Bochringer Ingelhelm Pharmaceuticals, Inc., 500
Ridgebury Road, Ridgefleld, CT 06877 / USA

Decllro(nmns) bajo junm:nm T
)delaj NIRETTCOS

ﬁ'ﬁﬁiﬂaﬁ"ﬁﬁm‘m”wﬂm" "

DE. 6l UCOCORT1COTDES

!

Boehringer Ingelhelm Fharmaceuticals, Inc.

IQA3-

state(s) under oath to be sole and true inventor(s) of the invention:

“1,1,1-Trifluoro-4-Phenyl-4-Methyl-2-(1H-Pyrrolo)”

state as well, that assign, without reservations or limitations in favour
of Boehringer Ingelhelm Pharmacenticals, Inc.

constituida y existente de conformidad con las lcyes do
EEUU

s corporation constituted and existing in confarmity with the laws of

USA

domiciliadaen  Boehrinper Ingelheim Pharmaceuticals,
Inc., 900 Ridgebury Road, Ridgefield, CT
06877 / EEUU

domiciled in Boehringer Ingelhelm Pharmaceuticals, Inc.,

900 Ridgebury Road, Ridgefleld, CT 06877 /
USA

todos los derechos inherentzs a dicha invencién y que la cimda
fa queda facultnda para solicitar en su nombre 1a patento de
invencién correspondiente en la Repiiblica de Colombin,

all rights inherent to said invention and that the sbove mentioned
company hexcby is enabled 1o apply, in its name, for the comesponding
patent invention, in the Republic of Colombia

Dado y firmado hoy/Given and signed this 20 Dav_or Maeey |, 2006
Coo..n pportedT L’SA

en/in

tZJESGMTFtun-Eb

Firma/Signature

Christian H. J, J. HARCKEN
Thomas Wai-Ho LEE {

© CAVELIER ABOGADOS
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Thomas M. KIRRANE

Daniel KUZMICH



APOSTILLE
(Convention de La Haye du 5 octobre 1961)
1. Country: The United States of America
THIS PUBLIC DOCUMENT
2. has been signed by JEANNE E. ROGERS
3, acting in the capacity of NOTARY PUBLIC

4. in the State of Connecticut for the term of November 26, 2001 to November 30, 2006

CERTIFIED

5. at Hartford, Connecticut 6. on March 28, 2006
7. by SUSAN BYSIEWICZ Secretary of the State of Connecticut
8. Number : 2006-4131

9, Seal :

10. Signature

S Epainy

Secretary of the State
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. CERTIFICACION NOTARIAL (INDIVIDUOQ) -

Alos dfas del mes de

de200 ___ Ante mf, Notario Ptblico de

4 %

Casea 5-289
poc 2 of 4
NOTARIAL CERTIFICATION (INDIVIDUAL)
Onthis 290 day of March

2006 __ before me, a Notary Public of
The State of Connecticut

comparecié({eron) persanalmente

personally eppeared Thomas Wai-Ho LEE

a quien(es) doy fe de conocer y me consta que es(son) la(s)
persona(s) firmante(x) del documento que precede, y quien(es)
licne(n) capacidad legat parn otorgario

to me known, and known to me to be the person(s) who executed
that foregoing document, and who has(have) legal capacity ta
execute it

NOTARIO PUBLICO-NOTARY PUBLIC

\'a (O

eanne E. ERS
otary Public

1. Country:..........

APOSTILLE
(Convention de La Haye du § octobre 1961)

This public document
2. has been signed by .......cocevimiiiiiiiiiiiieninnene, esareerasanrens
3. actinginthe capacity of ..........cccceciicccicrannncane ceccesesersaras
4.  bears the seal/stamp Of ..........ccovviiniiciiiiiiin e

Certified

5. At 6.the ...ccovvrrivniiiiiarensnnien
L R
B, NO. e s e e e e ]
9.  Seal/stamp 10. Signature

© CAVELIER ABOGADOS
WPPODEO}- 374
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TRADUCCION OFICIAL No. 09/04.06 preparada por Maria Elvira Martelo, traductora
oficial aprobada por el Ministerio de Justicia mediante resolucion 2879 de 1895 y

reconocida por el Ministerio de Relaciones Exteriores.

A continuacién se traducen los sellos y legalizaciones de un documento de Cesidn
escrito en inglés y espaiol, por el cual los inventores de la invencion “Miméticos de
. glucocorticoides, métodos de preparacién composiciones farmacéuticas y usos de los
mismos” ceden dicha invencién a BOEHRINGER INGELHEIM PHARMACEUTICALS,
INC., sociedad domiciliada en 900 Ridgebury Road, Ridgefield, CT 06877 /, Estados

Unidos de América.

Dado y firmado hoy 20 de marzo de 2006
En Ridgefield, Connecticut, E.U.A.

[Firmado]
Thomas Wai-Ho LEE

CERTIFICADO NOTARIAL (INDIVIDUO) referente a la firma del Sr. Thomas Wai-Ho

LEE. Dado en inglés y espaniol el 20 de marzo de 2008.

T Y
(Firma ilegible) 0. 7y
Jeanne E. Rogers
Notario Pablico

APOSTILLA

{Convencién de La Haya del 5 de octubre de 1961)
1. Pals: Estados Unidos de América
ESTE DOCUMENTO PUBLICO
2. ha sido fimado por JEANNE E. ROGERS

3. actuando en su capacidad de NOTARIO PUBLICO
' " . & »



ga7A
$3

4. del estado de Connecticut por el término 26 de noviembre de 2001 a 30 de

noviembre de 2006
. .;-'.:“;;t-"‘ =CER-'F[FIOADO
5. en Hartfod, Connecticut - ' 6. el 28 de marzo de 2006
7. por SUSAI? BYS'IEWICZ. Secretario de Estado de Connecticut
8. Nomero: 20064131
9. Sello: sello del Estado de Connecticut

10. Firma (firma ilegible), Secretario de Estado
. fapra e

Es traduccién fiel y completa de la cual se deja copia para su confrontacién.

COLO 07612-841-012-3
WPCL 7612 - ID 280 Sy '.'
ABR 18/06

Z o
RADUCCION No of o
MARIA ELVIRA MARTELO S

Troductora & Interprete  Oficlal
ingiés - Emafol - Inglés
fea. No. 2879 Min. justicia
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(12) INTERNATIONAL APFLICATION PUHLISHED UNDER THE PATENT COOPFERATION TREATY (PCT)

(19) Worid Intellectual Property

Organtzation
Iniemational Bureau
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(10) International Publication ber

(51) International Putent tlon™:  A61K 31/475,
31/52, COTD 47104, 487 491704, 403/10,
307779, AGLP 544, SIA6

(21) International Application Number:
PCT/AUS2004/031009

(22) Internations] Fillag Dute:

WO 2005/030213 ‘A1l Vs

P.0. Box 368, Ridgefiald, CT 06877 (US). EL,
Micheel, ). [HT/US]; Bochringer Ingelhelry”Pharma-
ceuticals, Inc, 900 Ridgebury Road, PQ! Box 368,

/ Ridgefield, CT 06877 (US). HAMMACH, Abdelhakim

[USAJS]; Bochringer/Ingslheim Pharmacouticals, Inc.,
mnidpm-ynn-yéo. Box 368, Ridgefield, CT 06877
(US). HARCKEN, Hunke, Justos, Joachim DE/US];

22 September 2004 (22.09.2004) Boehringar Ingelbeim Pharmacenticals, Inc., 900 Ridge-

] bury Road, #O. Box 368, Ridgeficld, CT 06877 (US).

(25 Filing Language: English KIRRANE, Thomas, Martin [USAIS); nger In-
Pubileation Laz : gelhaim Pharmaceuticals, Inc., 900 Ri Road, PO.
@8 thoa E"‘/" Box 368, Ridgefiaki, CT 06877 (US). KUZMICH, Danlel
(30) Priority Data: [US/US); Boshringer Ingelbeim Pharmacenticals, Inc.,
60/505,436 24 September 2003 (24.092003) us/ 900 Ri Road, PO. Box 368, Ridgefield, CT 06377
£04507,079 29 September 2003 ao.oo.zona)/ us (US). LEE, Thomas, WalHo [US/US]; inger
(T1) Applicant (fop/'all designated Siater except US}: Ingelhakn Pharmacouticals, Ine., 900 Road,

BOEHRINGKR INGELHEIM PHARMACEUTI-
CALS, INC. [US/US}; 900 Ridgebury Road, PO. Box
368, Ridgeficld, CT 06877-0368 (US).

(72) Inventors; and .

(75 Inventors/Applicants (for US only): BEKKALIL, Younes
[CA/US]: i lhem Pharmaceuticals, Inc., 900
Ridgebury Road, Box 368, Ridgefield, CT 06877
(US) BETAG! Bajsshehar [IN/US]; Boehringer
Ingelheim Pharmuaccuticals, Inc., 900 Ridgebuwry Road,

P.O. Box 368, Ridgefisld, CT 06877 (US). LIU, Pingrong
[CNAUS; i Ingalheim Pharmacsuticals, Inc.,
900 , PO. Box 368, RidgeGeld, CT

{US). PATKL, Ushs, &. [US/US|; Boshringsr i
Phermaceuticals, Inc., 900 Ridgebury Road, FO. Box
368, Ridgefleld, CT 05877 (US). RAZAVI, Hosscln
[TR/US]; Boehrk IngeThelm Pharmacaouticals, Inc., 900
Ridgebury '0. Box 368, Ridgefield, CT 06877
(US). RIETHER, Dorls [AT/US]; Boehringer Ingeihelm
Pharmaccutieals, Inc., 900 Ridgebury Rond, P.O. Box 368,

{Continued on next pags]

(54) Title: 1,1,1-TRIFLUORO-4-PHENYL4-METHYL-2-(1H-PYRROLO

R’ H
R
4
IR
R CF, -
R® OH
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2 4
R 1 8 R
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R R1 RB

(D)

G (57) Abstruct: Compounds of Formula (IA), IB), IC), and (ID) wherein RY, R3, R?, R*, R, and R me es respectively defined herein
for Formnla (TA), ﬂB).aCLmd(mLmlmmm.nhm,aﬂtﬂumﬁm:lmpdﬁmsmnﬁnhguh
o compounds, and methods of moduleting the glucocorticoid receptar fanction and methods of treating disease-states or condtions

mediated by the glucocorticold receptor function or characterized by inflammatory, allergic, or proliferative processss in a patient
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using these compounds.
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Robert [[EAJS]; Boshringer Ingelheim Pharmaceuticals,
Inc., 900 Ridgebary Road, PO. Box 368, Ridgefield, CT
06877 (US).
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Fleld 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 receptar function, treating disease-states or conditions mediated by the
glucocorticoid receptor fimetion in a patient in need of such treatment, and other uses.

Ba u the n

Glucocorticoids, a class of corticosteroids, are endogenous harmones with profound effects an
the impmne system end multiple organ systems. They suppress a variety of immune snd
inflammatary fanctions by inkibition of inflammatory cytoiines such as IL-1, -2, IL-6, and
TNF, inhibition of arachidonic acid metsbolites including prostaglanding snd leukotrienss,
depletion of T-lymphocytes, and reduction of the expression of adhesion molecules on
endothelial cells (P.J. Bames, Clin. Sci.,, 1998, 94, pp. 557-572; P.]. Bames &t al., Trends
Pharmacol. Sci,, 1993, ]4, pp. 436-441). In addition to these effects, glucocarticoids stimutate
glucose production in the liver and catabolism of proteins, play a role in electrolyte and water
balance, reduce calcium sbsorption, and inhibit osteoblast fimetion.

The anti-inflammatory end immune suppressive activities of endogenons glucocorticoids have
stimulated the development of synthetic glucocorticoid derivatives including dexamethasone,
prednisone, and prednisolone (L. Parente, Glycocorticoids, 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 incinding theumatic diseases such as theumatoid
arthritia, juvenile arthritis, and ankylosing spondylitis, dermatological diseasey including
psoriasis and pemphigus, allergic digorders including allergic rthinitis, atopic dermatitis, end
contact dermatitis, pulmonary conditions including asthms and chronic obstructive pulmonsry
disease (COPD), and other immune spd inflammetory diseases including Crohn disease,
uhmﬁwcoliﬁs.lylunichpmmmbhmmchmigmﬁvehepnﬁﬁl.
osteoarthritis, tendonitis, and bursitis (J. Toogood, Glucocarticoids NJ. Goulding and RJ.
Flowers (eds.), Boston: Birkhauser, 2001, pp. 161-174). They have also been used to help
prevent rejection in organ transplantation. '

45
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Unfortunately, in eddition to the desired therapeutic effects of glucocorticoids, their use is
gssociated with e number of adverse side effects, some of which can be severs and life-
threatening. These include elterstions in fluid and electrolyte balance, edems, weight gain,
hypertension, mmscle weakness, development or aggravation of disbetes mellitns, and
osteoporosis. Therefore, a compound that exhibited a reduced side effect profile while
maintaining the potent soti-inflammstory 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.HL Oakley end J. Cidlowski, Glucocorticcids, N.J. Goulding and R.J. Flowers (eds.), Boston:
Birkheuser, 2001, pp. 55-80). The glucocorticoid receptor is 8 member of a class of structurally
related intracellular receptors that when coupled with a ligand can fimetion as a transcription
factor that affects gens oxpression (RM. Bvans, Science, 1988, 240, pp. 889-895). Other
members of the family of stervid receptors include the minemlocorticoid, progesterome,
estrogen, and androgen receptors. In addition to the effects mentioned shove for
glucocorticaids, hormones that act on this receptor family have a profound influence on body
homeostasis, mincral metaboliem, the siress response, and development of sexuel
chamacteristics. Qlucocorticoids, N.J. Goulding and R.J. Flowers (eds.), Boston: Birkhauser,
2001, is hereby incorporated by refarence in its entirety to better describe the state of the art,

A molecular mechanism which accounts for the beneficial anti-inflammatory effects and the
undegired gide effects has bean proposed (e.g., S. Heck ef al.,, EMBO J, 1994, 17, pp. 4087-
4095, HM. Reichardt ef al., Cell, 1998, 93, pp. 531-541; F. Tronche ef al, Curr. Opin in
Genetics and Dev., 1998, 8, pp. 532-538). Many of the metabolic and cardiovascular side
effecis are thought to be the result of a process called tramsactivation, In transactivation, the
tranalocation of the ligand-bound glucocarticoid receptor to the mucleus is filowed by binding
to glucocarticoid response olements (GREs) in the promoter region of side offect-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 genaral, transrepression is a process
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indopandent of DNA binding that results from mhibition of NF-kB and AP-]1-mediated
pathways, leading to down regulation of many inflammatory and immmne mediators.
Additionally, it is believed that a number of the observed side effects may be due to the croas-
reactivity of the cumently available ghucocorticoids with other sieroid receptors, particularly the

Thus, it may be possible to discover ligands for the glucocorticoid receptor that are highly
selective and, upon binding, can dissociate the trangactivation and transrepression pathways,
providing therspeutic agents with a reduced side effect profile. Assay systems to determine
affects on transactivation and transrepression have been described (e.g., CM. Bawberger and
HM. Schulte, Bur. J. Clin. Invest, 2000, 30 (suppl. 3), pp. 69). Selectivity for the
glucocorticoid receptor may be determined by comparing the binding affinity for this receptor
with that of other stercid family receptors including those mentioned above.

Ghucocorticoids also stimulate the production of glucose in the liver by a process called
gluconeogencais and it is belioved that this process is mediated by transactivation events.
Increased glucose production can exacerbate type II disbetes, therefore 2 compound that
selectivity inhibited glucocarticoid mediated glucose production may have thempeutic utility in
this indication (JB. Freidman st 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 Intemstional Publication No. WO 99/33786 discloses
triphenylpropanamide compounds with potential uge in treating inflammatory diseases. PCT
Internstional Publication No. WO (0/66522 describes non-stervidal campounds as selective
modulstors of the glucocarticoid receptor potentially usefol in treating metsbolic and
inflammatory diseases. PCT International Publication No. WO 99/41256 describes tetracyclic
modulators of the ghucocorticoid receptor potentially usefil in treating immuns, autoimnmns,
and inflimmatory discases. 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-gtercidal, liver-selective glucocorticoid
aniagonist potentially usefil in the treatment of disbetes. PCT International Publication No.
‘WO 00/32584 discloses non-steroidal compounds having anti-inflammatary activity with
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dissociation between anti-inflamwpatory and metebolio effects. PCT Intarnations) 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 heving
progestational activity and EP 253503 discloses acylanilides with antiandrogenic properties.
PCT International Publication No. WO 97/27852 describes amides that are inhibitors of
farnegyl-protein transferase.

A compound that is found to interact with the glucocorticoid receptar in a binding assay could
be an agonist or an antagonist. The agonist properties of the compound could be evaloated in
the trangactivation or transrepression assays described above. Given the cfficacy 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 tho tmnsactivation end
transrepresgion activities. Alternatively, the compound may be found to have antagonist
activity. As mentionsd above, glucocorticoids stinmlats glucose production in the liver.
Increased glucose production induced by glucocorticoid excess can exacerbate existing
disbetes, or trigger lstent disbetes. Thus a ligand for the glucocorticoid receptor that is found to
be an anfagonist may be useful, inter alia, for treating or preventing diabetes.

Prior epplications U.S. Serial No. 60/367,798, filed March 26, 2002, US. Sexial No.
60/431,817, filed December 12, 2002, U.S. Serial No. 60/442,404, filed January 24, 2003, and
U.S. Patent Application Pub. No. 2004/0023999, are each incorporated by reference in their

The instant invention is directed to compounds of Formula (TA)
R® OH
R°
R, R*
R CF, @

Af-
il



WO 2005/030213 PCT/US2004/031009

10

15

25

30

is an aryl or heteroaryl groop, each optionally independently substituted with cme to three
substitnent groups,

wherein each substituent group of R' is independently Ci-Cy alkyl, C-Cs alkeayl, C5-Cs
alkynyl, Cs-Cy cycloalkyl, heterocyclyl, aryl, heteroaryl, C,-Cs alkaxy, C:-Cs
alkenyloxy, C;-C; alkynyloxy, aryloxy, acyl, C,-Cs alkoxycerbonyl, Ci-Cy alkenoyloxy,
C-Cs alkancyl, aroyl, aminocarbanyl, alkylaminocarbonyl, dialkylaminocarbonyl,
aminocarbonyloxy, Ci-Cs alkyleminocarbonyloxy, C-Cs dialkylaminocarbonyloxy, C;-
Cs; alkanoylamino, C;-C; alkoxycarbonylamino, C;-Cs; alkylsulfonylamino,
aminosulfonyl, C;-Cs alkylaminosuifonyl, C,-Cs dialkylaminosulfonyl, hslogen,
hydroxy, carboxy, cyano, triflzoromethyl, triflucromethoxy, nitro, or amino wherein the
nitrogen atom is opticnally indepandently maono- or di-substituted by C,-C, alkyl or
aryl; or ureido wherein eithar nitrogen atom is optionally independently substituted with
C1-Cy 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 fo three substituent groups sclected from methyl, methoxy, halogen, hydroxy,
oxo, cyano, heteroaryl, heterocyclyl, or amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C;-Cs slkyl or aryl; or ureido
wherein either nitrogen atom is optionally independently substituted with C;-Cs
alkyl; .

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

carbon atom they are commonly attached to fiorm a Cy-Cy apiro cycloalkyl ring;

is C,-Cs nlkyl, C;-Cs alkenyl, or C;-Cs alkynyl, each opticnally independently substituted
with ona to three substituemt groups,

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

il
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is » heteroaryl group optionally mdependently substituted with one to three substituent
groups,

wherein each substituent group of R® is independently C;-C alkyl, C5-Cs alkenyl, C1-Cs
alkynyl, C;-Cy cycloalkyl, beterocyclyl, aryl, heteroaryl, Ci-Cs alkoxy, C»-Cs
alleayloxy, C7-Cs alkynylaxy, aryloxy, acyl, Cr-Cs alkoxycarbany, Cr-C; allanoylony,
heterocyclylcarbonyl, aroyl, aminocarbonyl, alkylaminocarbonyl,
dialkylaminocarbonyl, aminocarbonyloxy, C;-Cs alkylaminocarbonyloxy, C,-Cs
dialkylaminocarbonylaxy, C,-Cs alkanoylamino, C,-Cs alkoxycarbonylamino, Ci-Cs
alkylsulfonylamino, aminosulfonyl, Ci-Cs alkylaminosulfony], C-Cs
dialkylaminogulfonyl, halogen, hydroxy, carboxy, cyano, trifluoromethyl,
trifluoromethaxy, triflnoromethylthio, nitro, or amino wherein the nitrogen atom is
optionally independently mono- or di-substituted by C,-C; alkyl; or ureido wherein
either nitrogen atom ié optionally mdependently substituted with C,-Cs alkyl; or C,-Cs
alkylthio wherein the sulfur atom is optionslly oxidized to a sulfoxide or sulfone,

wherein each substituent group of RY is optionally independently substituted with
one to three subatituent groups sclected from C,-C; alkyl, C,-C; alkoxy, acyl, Ci-Cs
gilanyloxy, C;-Cs alkoxycarbonyl, carbaxy, helogen, hydroxy, oxo, cyano, aryl,
heteroaryl, heterooyclyl, or amino wharein the nitrogem astom iy optionally
independently mono- ar di-substituted by C,-Cs alkyl ar aryl; or ureido wherein
either nitrogen atom is optionally independently substituted with C;-Cs alkyl, or
trifinoromethyl,

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

Another aspect of the invention inoludes campounds of Formula (TA), wherein:

is thiemyl, phenyl, naphthyl, dihydrobenzofuranyl, benzofuranyl, chromanyl,
dihydroindolyl, indolyl, dihydrobenzothienyl, benzothienyl, benzodinxolanyl,
dihydrobenzoxazolyl, benzoxazolyl, benziscxazolyl, bemzpyrazolyl, benzimidazolyl,

Blos
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thienyl, quinolinyl, pyridinyl, pyrimidinyl, or pyrazinyl, each optionally independently
gubatituied with one to three mbstituent groups,

* wharein each substituent group of R iz independently C-C; alkyl, C,-Cy alkanyl, C;-Cy
alkynyl, Ci-C; alkoxy, C,-Cy alkenyloxy, Ci-C; alkanoyl, C;-C; alkoxycarbonyl, Ci-Cs
allmnoyloxy, halogen, hydroxy, carboxy, cysno, heterocyclyl, trifluoromethyi,
triffuoromefhoxy, nitro, amino wherein the nitrogen atom is opticnally indepandently
mono- or di-substituted by C,-C, alkyl or aryl; or ureido wherein either nitrogen stom is
optionally independently substitated with C-Cs alkyl, or C;-Cs alkylthio wherein the
sulfur atom is optianally oxidized to & sulfioxide or sulfone,

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

R? and R® are exch independently hydrogen or C;-Cs alkyi, or R? and R? together with the

carban atom they are commonly attached to form a C3-Cs spiro cycloalkyl ring;

R*is CHa; and

R’

is an imidazolyl, pyridyl, indolyl, indazoly), azaindolyl, diszaindolyl, benzofuranyl,
furanopyridinyl, furanopyrimidinyl, imidezolopyrimidinyl, imidazolopyridazinyl,
imidezolopyrazinyl, benzothienyl, thienopyridinyl, thienopyrimidinyl, thienopyridazinyl,
benzoxazolyl, oxazolopyridinyl, benzothiszolyl, thiazolopyridinyl, benzimidazolyl,
imidazolopyridinyl, quinolinyl, or isoquinolinyt group, each optionally independently
mbstituted with one to three substituent groups,

wherein cach substituent group of R® is indspendently C)-C; alkyl, C;-C; allomyl,
phenyl, C-C, alknxy, methaxycarbonyl, aminocarbonyl, C,-C; alkylaminocarbonyl,
Ci-Cy dialkylaminocarbonyl, heterocyclylcarbonyl, hydroxy, oxo, fluoro, chloro,
bromo, cyano, trifluoromethyl, amino wherein the nitrogen atom is optionally
independently mono- ar di-mbstituted by C;-Cs alkyl or aryl; or urcido wherein either

[
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pitrogen atom is optionally independently substihited with C;-C; alkyl, or C,-C;
alkyithio wherein the sulfur stom is optionally oxidized to a sulfoxide or sulfone,

wherein cach substitnent group of R® i optionally independently substituted with. a
substituent group selected from methyl, methoxy, fluoro, chioro, bromo, axo, or
trifluoromethyl, hydroxy, cyano, or amino wherein the nitrogen atom is optionally
independently mono- or di-substituted by C,-C; alkyl or aryl,

ar & fautomer, prodrug, solvats, or salt thereof.
Yet another aspect of the invention includes compounds of Formula (TA), wherein:

R! is thienyl, phenyl, naphthyl, py_ridyl, chromanyl, dihydrobenzofuranyl, or benzofiranyl, each
optionally independently substituted with one or two substituent groups,

wherein cach substituent group of R! is independenily methyl, ethyl, methoxy, ethoxy,
finoro, chloro, bromo, hydroxy, trifiuoromethyl, triffuoromethoxy, cyano, ar C-Cs
alkyithio wherein the sulfir stom is opticnally oxidized to a sulfoxide or sulfone;

R? and R are cach independently methy] or ethyl, or R? and R® together with the carbon atom
they are commeonly attached to form a spiro cyclopropyl ring;

R* is CHy; and

R* is a pyridyl, indolyl, amindolyl, diszmindolyl, benzofurenyl, furanopyridinyl,
thienopyridinyl, benzoxazolyl, benzimidazalyl, quinolinyl, or isoquinolinyl group, each
optionally independently substituted with one to three substituent groups,

wherein each substituent group of R? is independently methyl, phenyl, methoxy, cthaxy,
isopropoxy, methoxycarbonyl, aminocarbonyl, methylaminocarbonyl,
dimethylaminocarbonyl,  morpholinylcarbonyl, =~ morpholinyl,  pipeddinyl,
triflaoromethyl, flucro, chloro, brome, hydroxy, cyano, or amino wharein the pitrogen

+r
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atom is optionally independently mono- or di-substituted by C;-Cs alkyl or eryl ar
triflucromethyl,

or a tautomer, prodrug, salvate, or salt thereaf
Yet another aspect of the invention inclodes compounds of Formula (IA), wherein:

R! is phenyl, dihydrobenzofuranyl, or benzofuranyl, esch optionally independently
subatituted with one to three substituent groupes,

wherein each substituent group of R! is independently C;-C; alkyl, C;-Cj alkemyl, Cr-Cy
alkynyl, C;-C; alkoxy, C;-C; alkenyloxy, C,-C; alkanoyl, C;-Cs alkoxycarbonyl, C;-C,
alianoyloxy, halogen, hydroxy, carboxy, cymno, trifluoromethyl, nitro, ar C;-Cs
alkyithio wherein the sulfur atom is optionslly oxidized to a sulfoxide or sulfone; and

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

or a tautomer, prodrug, solvate, or salt thereof

Yet another aspect of the invention includes compounds of Formula (TA), whersin:

R’ is a pyidyl, indolyl, amindolyl, diazaindolyl, benzofuranyl, furanopyridinyl,
thienopyridinyl, benzoxazolyl, benzimidazolyl, quinolinyl, or isoquinolinyl group, each
optionally independently substituted with one to three substituent groups,

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

Another agpect of the invention includes compounds of Formmle (TA), wherain:

R' is thienyl, phenyl, naphthyl, dihydrobenzofuranyl, benzofuranyl, chromanyl,

dihydroindolyl, indolyl, dihydrobenzothienyl, —bemzothienyl, benzodioxolyl,
dihydrobenzoxazolyl, benzoxazolyl, benzisoxazolyl, benzpyrazolyl, benzimidazolyl,

Ty
54



WO 2005030213 PCT/US2004/031009

10

15

20

25

30

thienyl, quinolinyl, pyridinyl, pyrimidinyl, or pyrazinyl, each opticnally independently
substituted with ane to three substitnent groups,

wherein esch substituent group of R’ is independently C-C; alkyl, Cr-Cy alkenyl, C;-Cy
alkynyl, Ci-C; alkoxy, Cr-Cs alkenyloxy, C;-C, alkanoyl, C,-C; alkoxycarbonyl, C;-C,
alkanoyloxy, aryl, heteroaryl, halogem, bydroxy, carboxy, cyamo, heterocyclyl,
triftuoromethyl, trifiutoromethoxy, nitro, aminosulfonyl, dialkylaminosulfonyl, 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,-Cy alkylthio wherein the sulfur stom is optionally
axidized to a sulfoxide or sulfone,

wherein each substituent group of R! is optionally independently substituted with
ane or two substituent groups selected from methyl, methoxy, halogen, hydroxy,
oxp, cymo, marpholinyl, or amino wherein the nitrogen atom is optionally
independently mono- ar di-substituted by C,-Cs alkyl;

R? and R® are cach independently hydrogen or Ci-Cs alkyl, or R? and R? together with the

carbon atom they are commonly attached to form e C3-Cg spiro cycloalkyl ring;

R*is CH;; and

Rl

is an imidazolyl, pyridyl, indolyl, indazolyl, azaindolyl, diazeindolyl, benzofiranyl,
foranopyridinyl, fursnopyrimidinyl, imidazolopyrimidinyl, imidazolopyridazinyl,
imidazolopyrazinyl, benzothienyl, thienopyridinyl, thienopyrimidinyl, thienopyridazinyl,
benzoxazolyl, oxazolopyridinyl, benzothiszolyl, thiszolopyridinyl, benzimidazolyl,
inﬁdmlopyﬂ_dinyl. quinalinyl, or isoquinolinyl group, each optionally independently
substituted with ane to three substituent groups,

wherein each substituent group of R’ is independently C,-Cy alkyl, C;-Cs alkenyl,

phenyl, heteroaryl, hoterocyclyl, acyl, dislkylaminogulftmyl, C;-C; alkmy,
methoxycarbonyl,  aminocarbonyl,  Cp-C;  alkylaminocarbonyl,  C;-Cy

10
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dialkylaminocarbonyl, heterocyclylcarbonyl, hydroxy, oxo, fluoro, chloro, hromo,
cyano, triflucromethyl, amino wherein the nitrogen stom is optionally indspendently
mono- ar di-substituted by C,-C; alkyl or aryl; or urcido wherein either nitrogen atom is
optionally independently substituted with C,-Cs alkyl; or C;-C alkyithio wherein the
sulfur atom is optionally oxidized to a sulfoxide or sulfons,

wherein each substituent group of R® is optianally independently substituted with
ane or two subatituent groups selected fram methyl, methaxy, fluaro, chlaro, bramo,
oxo, triflucromethyl, hydraxy, cyano, morpholinyl, pyrrolidinyl, ar amino wherein
the nitrogen atom is optionally independently mono- or di-substituted by C,-Cs alkyl
or aryl,

or & tautomer, prodrug, solvate, ar salt thereof.

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

R' in thienyl, phenyl, nsphthyl, pyridyl, chromanyl, benzodioxolyl, dihydrobenzofuranyl, or
benzofuranyl, cach optionslly independently substituted with one or two substituent

groupa,

wherein each substituent group of R! is independently methyl, ethyl, methoxy, ethoxy,
fiuoro, chloro, bromo, hydroxy, trifluorometiyl, trifluoramethoxy, morpholinyimethyl,
imethviam fiyl, aminosulfonyl, dimethylaminosulfinyl, phenyl, pyrimidinyl,
pyridinyl, thienyl, naphthaleayl, morpholinyl, piperidinyl, cyeno, or Ci-Cy alkyithio
wherein the sulfur atom is optionally oxidized to a sulfoxide or sulfone,

wherein each substituent group of R is optionally independently substituted with
ome or two groups selected from cyano, chlaro, bromo, or fivero;

R? and R? are each independently methyl or ethyl, or R? and R together with the carban atom
they are commonly stiached to form a spiro cyclopropyl ring;

i
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R* is CH;; and

RS

is a pyrdyl, indolyl, azaindolyl, diszsindolyl, benzofuranyl, thienopyridazinyi,
faranopyridinyl, thienopyridinyl, benzoxazolyl, benzimidazolyl, quinolinyl, or
isoquinolinyl group, each optiopally independently substituted with one to three
substituent groupa,

wherein each substituent group of R? is independently methyl, phenyl, methoxy, ethoxy,
isopropoxy, methoxycarbonyl, aminocarbonyl, methylaminocarbonyt,
dimethylaminocarbenyl, marpholinylcarbonyl, marpholinyl, piperidinyl, phenoxy,
pyrrolidinyl, acetyl, pivaloyl, ethylcarbanyl, isopropylcarbonyl, pyridinyl, pyrimidinyl,
trifluoromethyl, fluoro, chloro, bromo, hydroxy, cyano, or amino wherein the nitrogen
atom is optionally independently mono- or di-substituted by C;-Cs alkyl or aryl or
triffuoromethyl,

wherein each substitient group of R? is optionally independently substituted with
one or two substituent groups selected from cyano, halogen, methyl, dimsthylamino,
holinyl, pyrroliding, or piperidingl,

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

Yet another agpect of the invention inchudes compounds of Formula (JA), wherein:

RI

is pheayl, dihydrobenzofiranyl, or benzofuranyl, esch optionally independently
substituted with one to three substituant groups,

whezein each substituent group of R! is independently C;-C; alkyl, C-C; alkenyl, C;-Cs
elkynyl, C;-Cs alkoxy, Cr-Cs alkenylaxy, C;-C; alkenoyl, Ci-Cy alkoxycarbonyl, Ci-C;
allamoyloxy, halogen, hydroxy, carboxy, cyano, trifflucromethyl, nitro, aryl, heteroaryl,
hoterocyclyl, or C-Cy alkylthio wherein the sulfir atom is optionally oxidized to s
sulfoxide or sulfone; and

12
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R? and R? are each independently hydrogen or Cy-C; alkyd,

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

Yet another aspect of the invention inciudes compounds of Farmula (TA), wherein:

R® is a pyidyl, indolyl, emindolyl, dinzmindolyl, benzofuranyl, thienopyridazinyi
foranopyridinyl, thinopyridinyl, benzoxazolyl, benzimidazolyl, quinolinyl, or
isoquinolinyl group, each optionally independently substituted with one to three
substitoent groups,

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

Representative compounds of Farmula (IA) acoording to the invention are appended hereto as

Table IA, where columm A is the compound nsme according to standard nomenclature and

column B is the corresponding chemical struchire,

Preferred compounds of Formula (TA) include the following:

4-Cyclohexyi-1,1,1-trifluoro-4-methyl-2-quinolin-4-yimethyipentan-2-ol;

4 Pyrimidin-5-y1-2-{4,4,4-trifluoro-3-hydroxy-1,1-dimethyl-3-(LH-pyrrolo[2,3-clpyridin-2-
yimethyl)butyl}phenol;

1,1,1-Trifluoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-(3-methyl- L H-pyrrolo[3,2-cJpyridin-
2-ylmethyl)pentan-2-ol;

1,1,1-Trifluaro-4-(5-fuoro-2,3-dihydrobenzofiren-7-yi)-4-methyl-2-(1H-pyrrolo[3,2-cJpyridin-
2-yimethylpentan-2-ol;

13
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1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(3-methyl-1 H-pyrrolof2,3-¢c]pyridin-2-
yimethyl)pentan-2-o};

2(4,6-Dimethyl-1 H-pyrrolo[3,2-c]pyridin-2-ylmethyl)-1,1, 1 -trifluoro-4-(5-fluoro-2-
methoxyphenyf)-4-msthylpentan-2-ol;

2-(5,7-Dimothyl-1 H-pyrrolo[2,3-c]pyridin-2-yimethyl)-1,1,1-trifluoro-4-(5-fuoro-2-
methoxyphenyl)-4-methyfpentsn-2-ol;

24{4-(5-Fluoro-2-methoxyphanyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1.4-
pyrrolo[3,2-b]pyridine-5-carbaniirile;

1,1,1-Trifluoro-4~(5-flnoro-2-methoxyphenyt)-4-mothyl-2-(6-methyl-1H-pyrrolo[3.2-c]pyridin-
2-yimethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-(4-methyl- L H-pymolo[3,2-clpyridin-
2-yimethyl)pentan-2-ol;

2{4{5-Fluoro-2-methoxyphenyl)-2-hydraxy-4-methyl-2-triflusromethylpentyl]-4-methyl-1H-
pymrolo[3,2-clpyridine-6-carboniirile;

2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluvoromethylpentyl]- LH-
pyrolo[2,3-c]pyridine-5-carbonitrile;

2{4~(5-Fluoro-2-methaxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyipentyl]- LH-
pymolof3,2-¢]pyridine-4-carbanitrile;

1,1,1-Triflooro-4-(5-flucro-2-methaxyphenyl)-4-methyl-2-(5H-pyrrolo[3,2-d]pyrimidin-6-
yimethyl)penten-2-ol;

1,1,1-Triftuoro-4-(5-fluaro-2-methoxyphenyl)-4-methyl-2-thieno[2 3-d]pyridazin-2-
ylmethylpentan-2-al;

14
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1,1,1-Trifluoro-4-(5-fuoro-2-methoxyphenyl)-4-methyl-2-(SH-pyrrolo[3,2-c]pyridazin-6-
yimethyl)pentan-2-ol;

1,1,1-Triflucro-4-(5-fluaro-2-methoxyphenyl)-4-methyl-2-(2-methyl-5SH-pyrrolo[3,2-
dipyrimidin-6-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-finaro-2-methylphenyl)-4-methyl-2-(LH-pyrrolof2,3-d]pyridazin-2-
yimethyl)pentan-2-ol;

2-(4,6-Dimethyl-1H-pyrrolo[3,2-clpyridin-2-ytmethyl)-1,1,1-trifluaro-4-(5-fluoro-2-
methylphenyl)-4-methylpentan-2-ol;

4-{5-Chloro-2,3-dihydrobenzofiran-7-y1)-2-{4,6-dimethyl-1 H-pyrrolo[3,2-clpyridin-2-
ylmethyf)-1,1,1-triffucro-4-methylpentan-2-ol;

2-{4-(5-Fluaro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifincromsthylpentyl]- LH-pyrrolof3,2-
bipyridine-5-carbonitrile;

4-(5-Chlaro-2,3-dihydrobenzofuran-7-yi)-1,1,1-trifluoro-4-matiryl-2-(3-methyl- LH-pymrolo[2,3-
clpyridin-2-ylroethyl)pentan-2-0l;

1,1,1-Trifluoro-4-(5-finoro-2-methylphenyl)-4-methyl-2-(5 H-pyrrolo[3,2-c]pyridazin-6-
ylmethyl)pentan-2-ol;

4-(5-Chloro-2,3-dihydrobenzofuran-7-yl)-1,1,1-triflucro-4-methyl-2-(5H-pyrrolo[3,2-
clpyridazin-6-ylmethyl)pentan-2-ol;

4-(5-Chlaro-2,3-dihydrobenzofuran-7-yl)-1,1,1-triftuoro-4-methyl-2(1 H-pyrrolo[2,3-
dlpyridazin-2-yimethyl)pentan-2-ol;

15



WO 2005030213 PCT/US2004/031009 B .

10

15

20

30

6l

1,1,1-Triflucro-4-{5-finoro-2-methoxyphenyl)-2-(7-finoro-1H-pyrrolo[2,3-c]Jpyridin-2-
yimethyl)-4-methylpentan-2-ol;

1,1,1-Triffuoro-4-{5-flnaro-2-methaxyphenyl)4-methyl-2-(4-methyl- 1 4-pyrrolof 2, 3-clpyridin-
2-yimethyl)pentan-2-ol;

2-(5,7-Dichloro-1H-pyrrolof2,3-clpyridin-2-ylmethyl)-1,1,1-triftnoro-4-(5-fluoro-2-
methoxyphenyl)-4-methyipentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphemyl)-4-methyl-2-(5-trifluoromethyl- LA-pyrrolo[2,3-
clpyridin-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methoocyphenyl)-2~(5-methoxy- LH-pyrrolo[2,3-clpyridin-2-
yimethyl)-4-methylpentan-2-al;

1,1,1-Trifluarc-4-(5-fluoro-2-methyiphenyl)-4-methyl-2-(4-methyl-1 H-pyrmrolof2, 3-¢]pyridin-2-
yhoethyl)pentan-2-ol;

1,1,1-Trifluaro-4-(5-flucro-2-methylphenyl)-2-(5-isopropoxy- LH-pyrrolo[2,3-¢]pyridin-2-
ylmethyl)4-methyipentan-2-al;

1,1, 1-Triflnoro-4-(5-fluoro-2-methyiphenyl)-2-(5-methoxy-1 H-pyrrolo[2,3-clpyridin-2-

yimethyl)-4-methylpentan-2-ol;

4-(5-Chloro-2,3-dihydrobenzofuran-7-y1)-1,1,1-trifluoro-2(5-methoxy-1H-pyrrolo[2,3-
cJpyridin-2-yimethyl)-4-methyipentan-2-ol;

1,1,1-Triflugro-4-(5-finaro-2-methylphenyl)-2-(7-fluoro- L H-pymolof 2, 3-c]pyridin-2-yimethyl)-
4-methylpentan-2-ol;

4~(5-Chloro-2,3-dihydrobenzofuran-7-y1)-1,1,1-triftuoro-4-methyl-2-(5-trifluoramethyl-14-
pyrrolo[2,3-clpyridin-2-yimethyl)pentan-2-ol;

16
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1,1,1-Triflucro-4-(5~-flucro-2-methyiphenyl)-4-methyl-2-(5-triflucromethyl- 1 H-pyrrolof2,3-
clpyridin-2-ylmethyl)pentan-2-ol;

4-(5-Chlore-2,3-dihydrobenzofuran-7-yi)-1,1,1-trifluaro-2-(5-isopropoxy- 1 H-pymolo[2,3-
cJpyridin-2-ylmethyl)-4-methylpentan-2-ol;

4-(5-Chloro-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2~(7-fluoro-1H-pyrrolo[2,3-c]pyridin-
2-ylmethyl)-4-methylpentan-2-ol;

4-(5-Chlaro-2,3-dihydrobenzofuran-7-yl)-2-(5-dimethylamino-1H-pymrolo[2,3-clpyridin-2-
ylmethy)-1,1,1-trifluoro-4-methylpentan-2-ol;

4-(5-Chloro-2,3-dihydrobenzofuran-7-y1)-1,1,1-trifluoro-4-methyl-2-(5-piperidin-1-yl-1H4-
pyrrolof2,3-clpyridin-2-ylmethyl)pentan-2-ol;

4-(5-Chloro-2,3-dihydrobenzafuran-7-yl)-1,1,1-trifluoro-4-methyl-2-(5-morpholin-4-yl-1 H-
pymrolo[2,3-c]pyridin-2-ylmethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methylphenyl)-4-methyl-2-(5-piperidin-1-yl-LH-pyrrolof2,3-
clpyridin-2-ylmethyjpentan-2-ol;

4-(5-Chloro-2,3-dihydrobenzofuran-7-y1)-2-{S-ethoxy-1H-pymolo[2,3-cJpyridin-2-yimethyl)-
1,1,1-triflucro-4-methylpentan-2-ol;

2-(5-Benzyloxy-1H-pyrrolo[2,3-clpyridin-2-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-
methylphenyl)-4-methyipentsn-2-ol;

2-(5-Benzyloxy-1H-pyrmrolof2,3-¢]pyridin-2-ylmsthyl)-4-(5-chloro-2,3-dihydrobenzofuran-7-
yl)-1,1,1-trifluoro-4-methylpentan-2-ol;

17
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1,1,1-Trifluoro-4-(5-fucro-2-methoxyphenyl)-2-{5-chloro-1 H-pyrrolof2,3-c]pyridin-2-
yimethyl)-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-[5-(methylamino)-1H-pymolo[2,3-
clpyridin-2-yimethylJpentan-2-o;

1,1.1-TriﬂuoroA—(S—ﬂumo—Z-meﬂmxyphmylH-meﬁ:yl—Z—(S-lmim-lH-pyn’nlo[Z.B—cj!pyridin—
2-yimethyl)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(6-amino-1 H-pyrrolo[2,3-c]pyridin-2-
yimethyD)pentan-2-ol;

4(5-Chloro-2,3-dihydrobenzofuran-7-yl)-1,1,1-trifluoro-2-(5-amino-1 H-pyrrolof2,3-c]pyridin-
2-yimethyi)-4-methylpentan-2-al;

4-(5-Chloro-2,3-dihydrobenzofuran-7-y1)-1,1,1-trifluoro-4-methyl-2-(5-methylamino-14-
pymolo{2,3-clpyridin-2-ylmethyl)pentan-2-ol;

7-4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpertyi]- 1 5-
pyzolo[2,3-b]pyridin-7-fum chlaride;

6{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifucromethylpentyl]-2-methyl-1 H-
pyrrolo[2,3-c]pyridin-6-ium chloride;

4(5-Bromo-2,3-dihydrobenzofiuan-7-yi)-1,1,1-trifluoro-4-methyl-2-( L H-pyrrolo{2,3-c]pyridin-
2-yimethyl)peutan-2-ol;

1,1,1-Trifluoro-4-methyl-4-(5-methyl-2,3-dihydrobenzofuran-7-yl)-2-(Li-pyrrolaf2,3-
cJpyridin-2-ylmethyT)pentan-2-cl;

4-(5-Chloro-2,3-dihydrobenzofuran-7-yf)-1,1,1-triffuoro-4-methyl-2-(1H-pymolo[2,3-c]pyridin-
2-yimethyl)peuatan-2-ol;

18
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1,1,1-Trifluoro~4-(5-fiucro-2-methaxyphenyl)}-4-methyl-2-pyrrolo(2,3-b]pyridin-1-
yimethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-finoro-2-methoxyphenyl)-4-methyl-2-(6-oxy-1H-pyrrolo[2,3-¢lpyridin-2-
yimethy{)pentan-2-ol;

1,1,1-Triftuoro-4-(5-flucro-2-methoxyphenyl)-4-methyl-2-pyrrolo[2,3-c]pyridin-1-
ylmethylpentan-2-ol;

2-Benzo[b]thiophen-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-thieno[ 2, 3-cJpyridin-2-
ylmethylpentan-2-ol;

1,1,1-Triflvoro-4-(5-fluore-2-methoxyphenyl)-2-indazol- 1-ylmethyl -4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl}-4-methyl-2-{4-{(Z)propenyl)-3-vinylpyrazol-1-
yimethyl}pentan-2-of;

1,1,1-Triftuoro-4-(5-fluoro-2-methoxypheanyl)-4-methyl-2-pyrazolo[ 1,5-alpyridin-2-
ylmethylpentan-2-ol;

4(5-Chloro-2,3 -dihydrobenzofuran-7-yi)-2,4-dimethyl-1-thieno[2,3-c]pyridin-2-yipentan-2-ol;
4-(5-Fluoro-2-methylphenyl)-2,4-dimethyl-1-thieno[2,3-c]pyridin-2-ylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-furo2,3-clpyridin-2-yimethyl-4-
methylpentan-2-ol;

4-(5-Chloro-2,3 -dihydrobenzofizran-7-yl)-1-furo[2,3-clpyridin-2-yl-2,4-dimethyipentan-2-ol;

19
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4-(5-Fluaro-2-methylphenyt)-1-furo[2,3-cIpyridin-2-yl-2,4-dimethylpentan-2-ol;

1,1,1-Triflooro-4-(5-fluaro-2-methylphenyl)-4-methyl-2-(1 H-pyrrolo[3,2-c]pyridin-2-
yimothyl)pentan-2-ol;

1,1,1-Trifluoro-4-methyl-4-( 5-methyl-2,3-dihydrobenzofuran-7-yl)-2-(1 H-pyrrolo[3,2-
clpyridin-2-yimethyl)pentan-2-ol;

4-(5-Chloro-2,3-dihydrobenzofuran-7-yl)-1,1, 1-trifluoro-4-methyl-2-(1 H-pymolo[3,2-¢]pyridin-
2-ylmethyl)pentan-2-al;

4-(5-Bramo-2,3-dihydrobenzofirran-7-yl)-1, 1,1-triftuoro-4-methyl-2-( LA-pyrrolo[3,2-¢]pyridin-
2-yimethyfpentan-2-ol;

2-(3-Dimethylaminomethyl- 1. H-pyrrolo[3,2-¢]pyridin-2-ylmethyl)-1,1,1-trifinoro-4-(5-fluoro-
2-mothoxyphenyl}-4-methylpentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2 -methoxyphenyl)-4-methyl-2-pyrrolo[3,2-c]pyridin-1-
yimethylpentan-2-0l;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-pyrrolo{3,2-5]pyridin-1-
ylmethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-2-furo[3,2-c]pyridin-2-ylmethyl-4-
methylpentan-2-ol;

4-(5-Chloro-2,3-ditydrobenzofiren-7-yi)-1,1,1-trifluoro-4-methyl-2-pyrralo[3,2-b]pyridin-1-
ylmethylpenten-2-ol;

1,1-Difluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyi-2-(1 H-pyrrolo[3,2-c]pyridin-2-
ylmethyl)pentan-2-ol;
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1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-thieno[3,2-¢]pyridin-2~
yimethylpentan-2-ol;

4{5-Chloro-2,3-dihydrobenzofitran-7-y1)-1,1, 1 -trifluoro-4-methyl-2-thieno[3,2-¢}pyridin-2-
yimethyipentan-2-ol;

1,1,1-Trifluoro-4-(5-flucro-2-methylphenyl)-4-methyl-2-pyrrolo[3,2-51pyridin-1-
yimethylpentan-2-ol;

1,1,1-Trifluoro-4-(5-fiuoro-2-methylphenyl)-4-methyl-2-thienof3,2-clpyridin-2-
yimethyipentan-2-ol;

4-Fiuoro-2-(4,4,4-trifluoro-3-hydroxy-1,1-dimsthyl-3-thieno[3,2-cJpyridin-2-
yimethylbutylphenol;

4-Fluoro-2-(4 .4 4-triftuoro-3-furo[3 ,2-cpyridin-2-ylmethyl-3-hydroxy-1,1-
dimethyfbutyl)phenol;

4-Fluoro-2-{4,4,4-triftuoro-3-kydroxy-1,1-dimethyl-3-pyrrolo[3,2-]pyridin-1-
yimethylbutyljphenol;

2{4(S-Fluoro-2-hydroxyphenyl)-2 -hydroxy-4-methyl-2-trifluoromsthylpentyl]-1 H-indole-6-

HHS-Hunm—Z-hyﬂ:mqphmyD-Z-hydWmeﬁyl—Z—hiﬂuommethylpmtyiil—lH-indole-é—
carboxylic acid dimethylamide;

{2~[4{5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-triflucromethyipentyl]- 1 H-indol-6-
yl}morpholin-4-yimethanone;

21
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2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflnoromethyipentyl}-1 H-indole-6-
baxylic acid dimethylamide;

2-[4-{5-Fluoro-2-methoxypheayl)-2-hydroxy-4-methyi-2-trifleoromethylpentyl}-1 H-indole-6-
baxylic acid dimethylamid;
{2{4<(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methy1-2-triftuoromethylpentyl]-1 H-indol-6-
yl}morpholin-4-yimethanome;

2-[4(2 3-Dihydrobenzofiman- 7-yi)-2-hydroxy-4-methy1-2-trifluoromethylpentyl]-4-mathyl- 1 H-
indole-6-carbonitrile;

2-[4(5-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-triflnoromethylpentyl]-1 H-indole-6-
2{4«(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoramethylpentyl]- 1 H-indole-6-
4-Fluoro-2-[4,4,4-trifluaro-3-hydroxy-1,1-dimethyl-3-( 5-nitro-1H-indol-2-

ylmethyl)butyi}phenol;

2-[4-(5-Pluoro-2-methaxyphenyf)-2-hydroxy-4-methyl-2-trifizoromethylpentyl]-1 H-indole-6-
carbonitrile;

24{4-(5-Flnoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-triftuoromethylpentyi}-1 H-indole-6-
carbonitrile;

N-{2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydraxy-4-methyl-2-triflucromethylpentyl]- 1 H-indol-
5-yl}acetamids;

1,1,1-Trifluoro-4-(4-fluoro-2-methoxyphenyl)-2-(7-flucro-4-methyl-1 H-indol-2-yimethyi)-4-
methylpentan-2-cl;
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5-Fluaro-2-[4,4,4-trifluoro-3-(7-fluaro-4-methyl-1 5-indol-2-ylmethyl)-3-hydroxy-1,1-
dimethylbutyllphenol;

2{4-(3-{1,3]Dioxolan-2-yiphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-1 H-indole-5-
carbonitrile;

2-{4(5-Fluoro-2-methaxyphenyl)-2-hydroxy-4-methyl-2-trifinoromethyipentyl]-1H-indole-5-
carboxylic acid-2-trimethylsilanylethyl ester;

2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triffuoromethylpentyl]-1H-indcle-5-
carboxylic acid;

2-{4{(4-Fluoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-4-methyl- 1 H-
indole-6-carbonitrile;

{2-{4-(5-Fiunoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2 -triftuoromethylpentyl]-1 #-indol-5-
yl}piperidin-1-ylmethanone;

2-[4(5-Fluore-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifmoromethylpentyl]-1 H-indole-5-
carbaxylic acid methylamide;

{2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triffucromethylpentyl}-1 H-indol -5-

'yl}pynolidin- 1-ylmethanone;

1-{2-[4-(5-Fluoro-2-methaxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 12-indole-
5-carbonyl} piperidin-4-one;

2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifhioromethylpentyl}- LH-indole-5-
carboxylic acid (2-hydroxyethyl)amide;
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{2-[4-(5-Finoro-2-methoxyphanyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}-1H-indol-5-
y1} (4+-hydroxypiperidin-1-ylimethanone;

{2-[4-(5-FInoro-2-methnxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl)- 1 H-indol-5-
y1} (3-hydroxypyrrolidin-1-yl)methancne;

2-[4<{5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl}-1 H-indole-5-
carboxylic acid cyanomethylamids;
2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroocy-4-methyl-2-triflnaromethylpentyl]-1 H-indole-5-
baxylic acid (2-dimethylaminoethylamide;
{2-{4~(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluvoromethylpentyl]- L H-indol-5-

y1} (4-methylpipemazin-1-yl)methanons;

({2{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- LH-indole-
5-carbonyl}amino)acetic acid methyl ester;

2{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifinoro methyipentyl]-1 H-indole-5-
carboxylic acid carbamoyimethylamide;

4-({2-[4{5-Flucro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifl uoromethylpentyi}-15-
indole-5-carbanyl}amino)butyric ecid methyl ester;

({2-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluo romsthylpentyl]-1 H-indole-
S-carbonyl}amino)acetic acid;

4 {2-{4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifl uoromethyipentyl}- 1 5-
indole-5-carbonyl}amina)butyric acid;

2{43-Dimethylaminomethylphenyl)-2-hydroxy-4-methyl-2-triflucromethyipentyl]-15-
indole-5-carbonitrile;
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4-Fluoro-2-{4,4,4-trifluoro-3-hydraxy-1,1 -dimethyl-3-(5-trifiuoromethyl-15-indol-2-
ylmethyl)butyljpheaol,

2-{4-(5-Bromo-2,3-dihydrobenzafisran-7-yl)- 2-hydraxy-4-methyl-2-¢rifiuorormethylpentyi]-4-
methyl-1H-indolo-6-carbonitrile;

2-{2-Hydroxy-4-(5-methanegulfonyl-2,3-dihydrobenzofuran-7-yl)-4-methyl-2-
tiﬂumumelhylpgntﬁ]—d—mﬂ:yl-lﬂ-indola—éarbonitdla;

2{4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 1.5~
indole-5-carboxylic acid;

2-{4-(5-Bromo-2,3-dihydrobenzofiran-7-yl)-2-hydraxy-4-methyl-2-trifluoromethylpentyl]-1 H-

2{4-(5-Bromo-2,3-dihydrobenzofuran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyi)-1 H-
indole-5-carbaxylic acid dimethylamide;

2-{4-(5-Bromo-2,3-dihydrobenzofiran-7-yl)-2-hydraxy-4-methyl-2-trifluoromethylpentyl]-1 H-
indole-5-carboxylic acid cyanomethylamide;

{2-[4-(5-Bromo-2,3-dihydrobenzofiran-7-yl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]-
1H-indol-5-yl}pyrrolidin-1-yimethanone;

{2-[4(5-Bromo-2,3-dihydrobenzofiran-7-yl)-2-hydroxy-4-methyl-2-triffucromethyipentyl]-
1#-indol-5-y1}morpholin-4-yimethanane;

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

25
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{2-]4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyl pentyl}-1 2-indal-5-
yl}morpholin-4-ylmethanone;

2-(4-Benzo[ 1,3]diaxol-4-yi-2-hydroxy-4-methyl-2-trifluoromethylpentyl)-
4-methyl-1H-indole-§-carbonilrile;

1,1,1-Trifluoro-4-methyl-4-phenyl-2-quinolin-4-yimethylhexan-2-ol:

2-[2-Hydroxy-4-methyl-4-(5-methylsulfanyl-2,3-dihydrobenzofuran-7-yI)-
2-trifligromethylpentyl}- 1 H-indole-3-carbomitrile;

7-(4,4,4-Trifluoro-3-hydroxy-1, 1-dimethyl-3-quinolin-4-yimethylbutyl)-
2,3-dihydrobenzofiran-5-carbanitrile;

2-{2-Hydroxy-4-(5-methanesulfonyl-2,3-dihydrobenzoforsn-7-y1)-
4-methyl-2-triflucromethylpentyl}- 1 H-indole-3-carbanitrile;

2-{2-Hydroxy-4-{2-hydroxy-5-methylphenyl)-4-methyl-2-trifluaromethylpentyl]-
4-mothyl-1H-indole-6-carbonitrile;

1,1,1-Trifluoro-4-(5-fluoro-2,3-Alydrobenzofiran-7-yf)-4-
methyl-2-(5-methylsulfanyl-1 H-indol-2-ylmethyDpentan-2-cl;

2-[2-Rydroxy-4-(2-methoxy-5-methylsulfanyiphenyl)-4-methyl-2-trifluoromethylpentyl]- 1 H-
indole-3-carbonitrile;

2-[2-Hydraxy-4-(5-methanesulfonyl-2-methaxyphenyl)-4-methyl-2-triftuoromethyl-
peatyl}-1#-indolo-3-carbonitrile;

2-{4-(5-Fluoro-2,3-dihydrobenzofuran-7-yi)-2-hydroxy-4-methyl-2-
trifluoromethyipentyl]- LH-indole-5-sulfonic acid dimethylamide;
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1,1,1-Trifluoro-4-(5-fluoro-2,3-dibydrobenzofiran-7-yl)-4-methyl-2-(5-phenyl-
1H-indol-2-yimethyl)pentan-2-ol;

2-{4-(5-tert-Butyl-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethyl-
pentyl}-1 H-indole-3-carbanitrile;

2-[2-Hydmy+(2—hydrmqh5-hcpmpylphmyl)j4—methyl-2-riﬂuommﬂhyl-
pentyl]-1H-indole-3-carbonitrile;

2-[2-Hydroxy-4-(2-hydroxy-3,5-dimethylphenyl)-4-methyl-2-triftuoromethylpentyl]-

1H-indole-3-carbonitrile;

2-{2-Hydroxy-4-(5-hydroxy-2, 4-dimethylphenyl)-4-methyl-2-triftuoromethylpentyl]-

1H-indole-3-carbanitrile;

2-[4(5-tert-Butyl-2-methoxyphenyf)-2-hydroxy-4-methyl-2-triflucromesthyipentyl}-
1 H-indole-3-carbomitrile;

2-[4-(5-tert-Butyl-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifiuoromethylpentyl]-
1-methyl-1H-indole-3-carbonitrile;

2-[2-Hydroxy-4-(5-isopropyl-2-methoxyphenyl)-4-methyl-2-trifluaromsthylpentyl]-
LH-indole-3-carbonitrile;

2-{2-Hydroxy-4-(5-isopropyl-2-methoxyphenyl)-4-methyi-2-triftuoramethylpentyl]-
1-methyl-15-indole-3-carbonitrile;

2-[2-Hydraxy-4-(2-hydroxy-5-methenegulfonyiphenyi)-4-methyi-2-
trifluoromethylpentyl]-1H-indole-3-carbonitrile;

2-[2-Hydroxy-4-(2-methaxy-5-methyiphenyl)-4-methyl-2-triftucromethylpentyl]-4-methyi-1H-

indole-6-carbonitrile;

27
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1,1,1- Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-o-tolylpentan-2-ol;
1,1,1-Trifluaro-4-methyl-2-quinalin-4-ylmetsyl-4-m-tolylpentan-2-ol;
1,1,1-Triflnoro-4-(2-fluorophenyl)-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-ol;
1,1,1-Trifinoro-4-(2-fluorophenyl)-4-methyl-2-quinolin4-yimethylpentan-2-ol;
1,1,1-Triftuoro-4-(3-fucrophenyl)-2-(L-indol-2-ylmethyl)-4-methyipentan-2-ol;
1,1,1-Triflugro-4-(3-fluorophenyl)-4-methyl-2-quinolin-4-yimethylpentan-2-ol;
1,1,1-Trifluoro4-(4-fAucrophenyl)-2-(1 H-indol-2-ykmethyl)-4-methylpentan-2-ol;
1,1,1-Trifluaro-4-(4-fluorophenyl) 4-methyl-2-quinolin-4-ylmethylpentan-2-o;
3-(4,4,4-Trifluoro-3-hydroxy-1,1-dimethyl-3-quinolin-4-ylmethylbutyl)phenol;
1,1,1-Triftuoro-4-methyl-2-quinolin-4-ylmethyl 4-(2-tcifluoromethyiphenyl)pentan-2-ol;
1,1,1-Triffuoro-2-{LH-indo}-2-ylmety1)-4-methyl-4-(4-triflucromethrylphenyl)pentan-2-ol;
1,1,1-Trifluoro-4-methyl-2-quinolin-4-ylmethyl-4-(4-trifluoromethylphenyl)pentan-2-ol;
4-(3-Chlorophenyl)-1,1,1-triffuoro-2-{1 H-indol-2-yimethyl)-4-methylpentan-2-ol;
wﬂlmnhmﬁ}l-l.l-ﬁﬂ“;ﬂmﬁﬂ-zﬂ"iﬂﬂmﬂmﬁﬁm-m
4-(4-Dimethylaminophenyl)-1,1,1-trifluoro-2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol;

4-Biphenyl-3-y1-1,1,1-triftuoro-4-methyl-2-quinolin-4-yimethylipentan-2-o;
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4-(3-Bromophenyl)-1,1,1-triffuoro-2-(1 H-indol-2-ylmethyl)-4-methylpentan-2-c;

4(2-Difluaromethoxy-5-flucrophenyl)-1,1,1-trifluaro-2-(LH-indol-2-yimethyl)-4-
methylpentan-2-ol;

4-Biphenyl-3-yl-1,1,1-trifluaro-2-(1H-indol-2-ylmethyl)-4-methylpentan-2-ol;
4-(4-Dimethylaminophemyl)-1,1,1-trifluoro-4-methyl-2-quinolin-4-ylmethylpentan-2-ol;

2-{4-(5-Fluaro-2-methyiphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpeatyl]-1,6-
dilrydropyrrolo2 3-clpyridin-5-one;

2-[4-(5-Flnoro-2-methyiphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- 6-methyl-1,6-
dihydropyrrolof2,3-clpyridin-5-one;

2-{4-(5-Flugro-2-methylphenyl)-2-hydroxy-4-methyl-2-trifluoromethyipentyl}-4-methyl-1,4—
dihydropyrrolo(3,2-b]pyridin-5-one;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-2-(6-methoxy- 1 H-pyrrolof3,2-c}pyridin-2-
ylmethyl)-4-methylpentan-2-ol;

2-[4-(5-Fluaro-2-methylphenyi)-2-hydroxy-4-methyl-2-trifluoromethyipentyl]-5-methyl-1,5~
dihydropyrrolo[3,2-c]pyridin-6-one;

2-{4-{5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyt]-1,3a-
dihydropyrrolo[3,2-clpyridin-6-one;

2-{4-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-trificoromethyipentyi]-1,7-
dihydropymrolo[3,2-c]pyridine-4,6-dione;
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6-[4(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-triffuoromethyipentyi]-3-methyi-1,7-
dihydropyrrolo[2,3-d]pyrimidine-2,4-dione;

2-{4-(5-Chloro-2,3-dihydrobenzofiman-7-yi)-2-hydraxy-4-mothyl-2-triffuoramethylpenty]-1,6-
dihydropyrrolo[2,3-c]pyridin-5-ane;

2-[4{(5-Chloro-2,3-dihydrobenzofirran-7-yi)-2-hydroxy-4-methyl-2-triftuoromethyipentyl]-6-
methyl-1,6-dihydropymalo[2,3-clpyridin-5-one;

2-[4-{5-Chlaro-2,3-dihydrobenzofiman-7-yl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1,4-
dihydropyrrolof3,2-b]pyridin-5-one;

2-[4-(5-Chlaro-2,3dihydrobenzofuran-7-yi}-2-hydroxy-4-methyl-2-triflucromethyipentyi]-4-
methyl-1,4-dihydropyrrolo[3,2-lpyridin-5-one;

2-{4-(5-Chloro-2,3-dihydrobenzofuren-7-yl)-2-hydroxy-4-methyl-2-triflvoromethylpentyl]-1,5-
dihydropyrrolo[3,2-clpyridin-6-one;

2-{4-(5-Chloro-2,3-dihydrobenzofuran-7-y1)-2-hydroxy-4-methyl-2-trifluoromethylpenty1]-5-
methyl-1,5-dihydropyrrolo[3,2-clpyridin-6-oue;

4—(5-Chlmu-2,3-dihydrob¢uzoﬁmn-7-yl)-1,l,1-uiﬂunro-2-(6-mthm;yu5,6-dihydr9- 1H-
pymulo[3,2-clpyridin-2-yimethyf)-4-methylpentan-2-ol;

2{4-(5-Chloro-2,3-dihydrobenzofuran-7-yf)-2-hydraxy-4-methy}-2-trifluoromethylpentyl]-1,7-
dihydropyrrolo[3,2-clpyridine-4,6-dione;

6-[4-(5-Chloro-2,3-dihydrobenzofiren-7-yl)-2-hydroxy-4-methy]-2-trifluoramethylpentyf}-3-
methyl-1,7-dihydropymolo[2,3-dlpyrimidine-2,4-dions;

2{4-(3-Dimethylaminomethylphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl}- 1 H-
indole-S-carbonitrile;
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1,1,1-Trifluoro-2-(1H-indol-2-yimethyl)-4-methyl-4-(3-morpholin-4-ylmethylphenyl)pentan-2-
ol;

1,1,1-Triffuoro-4-methy]-4-(3-morpholin-4-ylmethylphenyl)-2-( L H-pyrrolo[2,3-d]pyridazin-2-
yimethyl)pentan-2-ol;

1,1,1-Triftuoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2<(5-morpholin-4-ylmethyl- 1 H-indol-2-
yimethyD)pentan-2-ol;

1,1,1-Trifluoro-4-(5-fluoro-2-methylphenyl)-4-methyl-2-(5-morpholin-4-ylmethyl- 1 H-
pywmolo[2,3-cIpyridin-2-yimetiryl)pentan-2-ol;

{2{4-(5-Fluoro-2-methyiphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl]- LH-indol-5-
yl}phenylmethanone;

{244-(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1.5-
pyrrolof2,3-¢c]pyridin-5-yi} phenylmethanone;

{2-{4«(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-triflucromethylpentyl]-1 H-indol-5-
yl}firan-2-ylmethanone;

{2-[4(5-Fluoro-2-methylphenyl)-2-hydroxy-4-methyl-2-triftuoromethylpentyl]- LH-
pymolo[2,3-clpyridin-5-yl} firan-2-yimethanone;

1,1,1-Trifforo-2-(14-indol-2-yimetiryl)-4-methyl-4-pyridin-2-ylpentan-2-ol;

4-(3-Chlaro-2-fluoro-5-trifluoromethylbenzyl)-5,5,5-trifluoro-4-hydroxy-2-methyl-2-
phenylpentanenitrile;

1,1,1-Trifluoro-4-methyl-4-pyridin-4-yi-2-quinolin-4-yimethylpentan-2-ol;
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2-(2,6-Dimethylpyridin-4-ylmethyl)-1,1,1-triffuoro-4-(5-flucro-2-methoxyphenyl)-4-
methylpentan-2-ol;

2-[3-(2,6-Dimethyipyridin-4-ylmethyl)-4,4,4-triflucro-3-hydroxy-1,1-dimethylbutyi]-4-
fluorophenol;

1,1,1-Triflaoro-4,4-dimethyl-5-phenyl-2-quinolin-4-ylmethylpentan-2-ol,
1,1,1-Trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-methyl-2-pyridin-4-ylmethylpentan-2-ol;

4 Fluoro-2-{4,4,4-triftuoro-3-(2-flucropyridin-4-ylmethyl)-3-hydroxy-1,1-
dimethyTbutyl]phenol;

2-[3-(2-Bromopyridin-4-ylmethyl)-4,4,4-trifluoro-3-hydroxy-1, 1 -dimethylbutyl]-4-
fluorophenol;

2-(6,8-Dimethylquinolin-4-ylmethyl)-1,1,1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methyipentan-2-ol;

4-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-trifluoromethylpentyl lpyridine-2-
carbonitrile;

2,6-Dichloro-4-[4-(5-fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyl]nicotinonitrile;

4-[4-(5-Fluoro-2-methoxyphenyl)-2-hydroxy-4-methyl-2-triffuoromethylpentyljquinolin-2-ol;

2,6-Dichloro-4-{4-(5-fhuoro-2-hydroxyphenyl)-2-hydroxy-4-methyl-2-
trifluoromethylpentyljnicotinonitile;

2-(2-Chloro-8-methylquinolin-4-ytmethyl)-1,1, 1-trifluoro-4-(5-fluoro-2-methoxyphenyl)-4-
methylpentan-2-ol;
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