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FORMULARIO UNICO DE SOLICITUD DE PATENTE

PCT

ENTRADA EN FASE NACIONAL

SOPEKIRRUSIKIN | LGERCTY

Patente de Invencién.
[ capitulo |.

©

SOLICITUD DE:

[ patente de Modelo de Utilidad.
Capltulo Il.

@ Nombre: AKZO NOBEL N.V. IDENTIFICACION
sociedad constituida y existente bajo las
SOLICITANTE |leyes de Holanda c.c. [ NIT ]
71
™) Direcclén: Velperweg 786, C.E. H Otro O
6824 BM Amhem,
Holanda Cual ___
Domicilio: Amhem,
Holanda Numero _—
IDENTIFICACION
Nombre: EMILIO FERRERO X |
REPRESENTANTE |Direccion:  Carrera 4%. No. 72-35 C.C. NIT
O APODERADO ] Teléfono: 347 38 11 CE. [ Otro |
Fax 217 92 11
E-mail: clientes@camyp.com, Cual
Domiclio:  Bogotd, Colombia. Nimero 438.018 T.P31.829
1. Cornells SENNEF 2. Bernardus Wijnand Mathys Marle PEETERS
N.V. Omanon, P.O. Box 20, N.V. Organon, P.O. Box 20,
INVENTOR (ES) | NL-5340 BH Oss, NL-5340 BH Oss,
(72) Holanda Holanda

PCT (86)
Solicitud Intemacional No. PCT/EP02/11732 Fecha: 21 de Octubre de 2002
Publicacién Intemacional No. WO 03/037354 A1 Fecha: _8 de Mayo de 2003

Titulo (54)
USO DE {11,178)-11-{1,3-BENZODIOXOL -5-L}-17-HIDROXI-17{1-PROPINIL)-ESTRA-
4,9-DIEN-3-ONA EN EL TRATAMIENTO DE DESORDEN DEPRESIVO MAYOR

i : i Clasificacién Internacional (51) A61K 31/58 ;/ A61K31/0$
. Prioridad

siXl No[l
©

Comprobante de pago No.: 04 —28.815

©

(33) Pals de Origen
EP

(32) Fecha
26 de Octubre de 2001

(31) Numero de Solicitud
01204072.1

Fecha: Abril12 de 2004
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®

4] Comprobante de pago de la tasa de presentacién de la solicitud por $ 422.000.00.

D Comprobante de pago por reivindicacién de prioridad.

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

Poderes, &i fuere el caso.

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

O Declaraciones.

Copia de la solicitud intemacional. (Resumen, descripcién, reivindicaciones, dibujos)

Bd Traduccioén de la solicitud internacional al castellano. (Resumen, descripcién, reivindicaciones,
dibujos)

Copia del examen preliminar efectuado por la IPEA.

& Traduccién del examen preliminar efectuado por la IPEA.

O De ser el caso, copia del contrato de acceso.

O 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 depésito del material biolégico.

[0  Artefinal 12x12 :

O De ser el caso, informacién sobre otras salicitudes de patents o titulos obtenidos en el extranjero
por el mismo titular o su causante, relacionadas parcial o totalmente con la invencidn de esta
solicitud.

O Otros

@ RA CARACTERIS
@ Solicito la concesitn de la patente,
NOMBRE: FERRERO

EMI
FIRMA : i:__o__ P IOPE

C.C. 438.019 de Usaquén T.P. 31.929

PRP




. clviles, penales, administrativos o con

ﬂ/j/]ﬂ/ o

REPRESENTACION Y PODER |

trademarks, commercial names, trade emblems,
slogans. - 3
Para patentes, modelos de utilidad, diseiios

industriales, marcas de fibrica, nombres
L[] " !

REPRESENTATION AND 7 ;?

POWER OF ATTORNEY {S2g

[ {we), the undersigned /Yo (nosotros), abajo firmado (s)
AKZO NOBEL N.V.

of/domicillads (s)en __Ve1perweg 76, 6824

BM Arnhem, THE NETHERLANDS

E" @l presente nombramos a EMILIO FERRERO, I’Bl 31929;
QONZALO PERDOMO, tpa, E‘l.,& LUZ CLEMENCIA DE PAEZ,
tm. 23535 %.GERMAN \4 R, tpa. 832, domiciliados en la
ra 48 72-35, Colombia, en obedecimisnto a lo
dispuesto en “el’ pas 19 del Asticulo 543 del Cédigo de
Comwrcio, ¢l prioero como principal y los demiés’ como
s o po e prophdnni. hustrial cob Tecutted pam
o8 los asuntps . us con
recibir notificaciones’ 'y nombrar a
udiciales. El primer re ntante suplente memplazaré al
| en ceso de ausencla o impedimento temporal o
finjivo de aquél La misma regla se aplicari cuando el
0 representante suplente hays de reempilazar al primero,
0 el tercero al segundo. En tules casos; el representante
grindpll. 0 el primero, 0 segundo suplente, en su caso, 0 ambos,
eclararin su Intencdén d ln

e no representacidn
mediante declaradén autenticada r Notarlo Pdblico en

Colombie, 0 por Notario u otro o PribHco, o Cénsul
de Colombia, en el ro; y ol se imatare de iImpedimento,
con el certificado ivo. 5i al de los nombrados faltare
definitivamente, al te tomard su lugar. Cuando cesars la
ausenria o to del representante

prlncrlrl.l,odolu
prime»=n o segundo sopientes, en su caso, podrin ejercer Ia

en su orden, uno u otroa segin el caso,
ssumidndola por al solo hecho de ejercerla, cesando en ese
momento el ejercicid de la representacién por el primero,

sagundo o tercir suplmte en su caso.

Ademés, confiero (conferimos) poder a los abogados arriba
nombrados, obtener la proteccién de mi (nuestra)
ropiedad industrial y contra lz competencla deslsal, a cuyo
mo autorizo (amos) a los dichos ulor:P::Hd-dnm para que me
nten ante o
ejtmn"m lu:lén,m:nqdllmmh ante lsa m
‘administrativo, contend tivo y judicial, as{ coma

llmtrlbumhudnublmm,mhdolommmmalm

gulentes asuntos: a) Obtenclén de patentes de invencifn,
modelos de utllidad, y disefios industriales; el tro de
marcas de fibrica, colectivas, defensives, du se , lamas
comercinles, nombres comerciales, ensefias, variedades
vegetales y denominaciones de ; su renovacidn, ttaspaso,
camblo de nombre o domicilio, cancelacién voluntaria; y el
registro de licencias de uso de esos derechos; b) Las acclones de
competencia dw del consumidor, oposiciones u
observaciones, ién administrativa y judical, nulidad,
medides cautelares, concesién de licencias, la futels, Ia
proteccién de secretos induetrisles, y en general los juiclos

tencioao-admin; vos

nhdmndmmnmdﬁ!chos;aedomsypm:ﬁ:
MOVAINOs O 8¢ nos promuevan. Y para que en tocos
asuntos arriba determinados, puedan susti este mandato,
tnmlgl:, concillar, sdmitir los hechos del proceso, desistir,
c:inu , Tecibir, renunciar, y ratificar los actos de agentes
oficlosos.

judlchl::: it I

in due compliance with the terms of parw %.II.MII!. of article 543
of the Commerclal Code, do hereby appoint EMILIO FERRERO,

tpa. %msi GONZALO #Enndnou s.:.:li LUZ cm&u%
domiclied at Carrera 4® N¥ 72-35, Colombia, the firat as
and the others as alte , in the order of thelr

appuintment, as our re ves for all industrial property
mathnwithfnmﬂ?innulwmﬂﬂuﬂmmdtolppom
A in and out of Court. The first alternate shall replace
the principal in case of his absence or of temporal or definitive
impediment. The same rule will a lar}.when the second
allarnate representative ls to replace :f." t one, or when the
third is to replace the first or second alternates in their turn, or
both of them, second. In such cmses, the principal
re ntative, or the first or sscond alternates in their tum, or
of them, shall state their intention not to act as
representatives through a declaration given before a Nota
Pu%llc in Colombla, or before a N or another Public Official
or a Colombian Consul abroad; and in case of impediment, the
appropriate certificate ehall suffice. If any of the appointees
s place Whom thy sbes t'th.fl:'lp.d.;me:l.ll: 7 the E:-ndhpkﬁ
ce. n absence or o
nplzlenu&u, or of the first or second aiternate in their tum
ceases, the representation can be taken aguin in their sequence,
by tha principal, the first or secand alternate depending on case,
and the mere fact or its exerclse will suffice. The exercise of the

7 i in
:gnmunh;l&n“bzuz 'ﬂh::,g?cﬁaﬂ?f%n:?:q dt-ez__n?es their
| FOTOCOPY, Tome L AR
i wdditon, we drnt S g e of te
l Ahat~ . may!
protection of my;(our] Infiget pIRRe uu{ agminat the
unfair com : for Wi : %) authorize the said

attorneys to represent me' (us) befre
with or without.'juriadiction, . gb
administrative cmﬁg‘ NI\ juc
Arbitration Court, in mattfis- tons /
Obtainment of plﬁtili,‘luﬂlltym, g, and._indus|
o ashmhuon ogommudnl 1 1|'t«rin:‘lla. I bl 1
mar] names, emblems, vegeta
varieties and denominations of ; its renewal, asslgnment,
of name or domidle, voluntary cancellation; and the
m ton of licenses of use of the above rights; b) Actions of
r competition, protection to the consumer, oppositions or

obeervations, administrative or Court cancelial nullity,
Infringement, gran of licenses, the =acton for writ
mandamus, the of trade secrets, and {n generl the

cvil, penal, administrative suits rela to those rights;
actiona and suits institued by me (us) or a t me (us). And
thltin-llthelbmmnﬂmtl;ey?dyuubs tute this Power of
Attorney, compromiss, conciliate, admit the facts of the case,
desist, ‘aance), receive, resign, and rutify acts dome by
represantatives without a power of aitorney.

CAVELIER ABOGADOS
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TRAQUCCION No./&. [/ {?5’
MARIA BLYVIRA MAT" S.3
T o lntermrete L ficial
ingiés - Emaohct - Inglde
Res. No. 29 Min. Juaticia



LEGALIZACION LEGALIZATION . '.‘ Pl . 4
' Tt . " F h
El Sefior Cénaul de Colombia dcbe upadlrunurﬁﬁmda The Colombia Consul must lesie a cone 2 on(lr
consular sobre (1) Ia existencia legal the legal existence of the ormpeny '\ abs. the -
el poder, 2) &h e]eml u ob]cto ndar’h guquc Power-of-Attorney, (2) that It Is wWu. . 2ye of lts
perecnas que podcr-tlnlutonndllpln lrlo.A mmpmygupuq,uﬂﬁ)thltthmwhomhlhe
este efecto lee hmmquommhnd&ﬁorcm uom.ihmhﬂudbdpn.'l'omhtfhct..-nu
pruebas que acreditan esom hechos (1), 2) y ). show the Cons evidence to prove the chove facts (2}, (2)

and (3).

Seen for legalization of the signatures

of Mr. F.G.M. Hermans and Mr. E.H. Reerink
by me, Mr. Martinus Petrus Maria Philips,
notary public at Oss, the Netherlands,
on'this 26th day of. August 1998.

TRADUCCION No: [ {/ ’??
MARIA ELVIFA MASTELC
Traduttora e Interprete Oficial
. inglés - Espoficl - laglda
15499 ln.No.MMmJumlu

’

( CNAMBER OF COMMERCE AND INDUSTRY
FOR OOST-BRABANT {(repERLAND)
l'zﬂll!"'l viA

8 FO* L ECALIZA Tiom or
ETIe#CO SIGNATURLS)

Gezien voor le

& de handtakening
vangnr'mw......... . ) ...

9 SEP 1988

'8-G3nhage,

B
AN ﬁﬂllr' “I_' HI.""l‘u I.IEDI
’ 0 el ¥ <

Leges f20,= HH.vanPQOHTEN

¥ NOTA PARA EL SENOR CONSUL DE COLOMBIA:ES:Fﬂn los articulos 65 del C. de P.C. y 480 del C. dé Co.,
si el poderdante es una sociedad, el Sefior Cénsul debe certificar que tuvo a la vista las pruebas de su
existencia, que e]erce su objeto social y que quien confiere el puder es su representante.



CONSULADO DE COLOMBIA

Al 22 t-E3 a0/ 2
:ﬁ'

El suscrito.Cénsul de Colombia en La Haya, Holanda,
vistos los documentos presentados por los interesados,

CERTIFICA:

Que ¢l Sefior Martinus Petrus Maria PHILIPS, quien como Notario Piblico de
Oss , Paises Bajos, autentico las firmas de los signatarios del poder precedente, ejercia en la
fecha las funciones indicadas, y su firma corresponde a la registrada en este Consulado.

Que la Compaiiia AKZO NOBEL N.V. es una Sociedad constituida de acuerdo con las leyes
de los Paises Bajos, cumple su objeto conforme a las mismas y se halla registrada en la Cimara
de Comercio y Fibricas de Centraal Gelderland, Arnhem, bejo el mimero 09007809;

Que los Seflores Franciscus Guilielmus Maria HERMANS y Engbert Harmen
REERINK. signatarios del presente documento, quienes en su carcter de Apoderados

de 1a Empress AKZ0O NOBEL N.V., conjuntamente tienen facultad para ello, y cuyas
firmas fueron autenticadas ante el Notario Piblico de Oss, Sefor Martinus Petrus Maria
PHILIPS, son los representantes legales de la citada Empresa en este Pais.

. L W
E! Cénsul de Colombia en La Haya, Paises Bejos, no asume responsabilidad 2 - -
alguna por el contenido del documento. el Tl
Esta certificacion se expide en La Hayn, Paises Bajos, a los seis 06),757, - =i imeita
dias del mes de Noviembre de mil novecientos noventa y ocho (1998 wancogfswan 08 12
. W “E HE 'T‘ 19 " ’I:A”\_'II:T.Q_ .
FE LY ;
Impuesto de Timbre US$  6.00. [ -3
Derechos Consulares USS$. 100.00 o €
Costo Total Pﬂﬂado USS. 106.00 AN ....l_-" ",-'.-_'; . |.-;L‘llj3
T |
Certificacién No. 206 m [9.5/

. TRADUCCION Not

. ViRA MARTELO CC .
MamasvmANRTIO €
ingids - Espafiol < .lghs o -
llu.hb-mu"l':'l“.'“.b- e .
JOSE IGNACIO VILLEGAS L OR v -
LOMB - T

UL DE CO
LA HAYA
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“TRADDCCION FICIAL No. 18.11/98 preparada por Marfa Elvira
Martelo, Traductora Oficial debidamente aprobada por .el
Ministerio de Justicia de Colombia por Resolucién 2879 de 1995 y

reconocida por el Ministerio de Relaciones Exteriores.

(A continuacién se traducen los sellos y legalizaciones de un
documento escrito en inglée y espafiol, por el cual AKZO NOBEL
N.V. otorga poder a EMILIO FERRERO, GONZALO PERDOMO, LUZ
CLEMENCIA DE PAEZ Y GERMAN CAVELIER). Dado y firmado el 6 de
agosto de 1598. (Firma ilegible) F.G.M. Hermans, Director de
Patentes Farmacéuticas. (Firma ilegible) E.H. Reerink,
Subdirector de Asuntos Juri&icos. {(Sello Corporativo) AKZO NOBEL

N.V.

(Al dorso) Vieto por mi, Sr. Martinus Petrus Maria Philips,

E..,'.q-‘-.--—. LI

notario ptblico en Osse, Paises Bajos, hoy% Aﬁ”ﬁd&‘ﬂ.&’.ﬂﬁ“ﬁasa,

PFOTOCOFIA COINCIDE COH &I, al'l.lllll.
! QUE HE TEWDO & unnau ¢

para legalizacidn de las firmas de F.G.M. He:'mzn&“ imeeerlnk

(Firma ilegible). d ¢
FULPPL S M .- RA R
(Legalizacién) CAMARA DE INDUSTRIA Y COMERCIO PARA- oos'r-anagm
(PAISES BAJOS). Vieto exclusivamente para la legalizacién de
la(s) firma(s) que antecede(n). Agosto 27 de 1998. (Firma

ilegible) J. Schellenkens.

(Sello en holandés).

(En espafiol) Certificacitn de las firmas que anteceden y de la
existencia legal de AKZO NOBEL N.V. expedida por el Consulado de

Colombia en La Haya el dia 6 de noviembre de 1998, bajo el No.
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206. Firmado JOSE IGNACIO VILLEGAS CORTES, Cénsul de Colombia, La

Haya. Pagado impuesto de timbre.

(Al dorso) Legalizacibén de la firma que antecede expedida por el

MINISTERIO DE RELACIONES EXTERIORES bajo el No. 300803 del 19 de

NOVIEMBRE de 1998, firmado por el Jefe de Legalizaciones.

Es traduccibébn fiel y completa de la cual se deja copia en esta

oficina para su confrontacién.

COLO 11214-801-001-3

Id. 6

Nov. 20/98
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CAVELIER 374
ABOGADOG

EDIFIGIO SI5K)
CARRERA 48 N® 7185

Yo, (nosotros) shajo firmade (s)

PLO

2001.873 CO

ASSIGNMENT

. T (we), the endemnigpae]

SENNEF, C PEETERS, B.W.M.M. -
Comnells Bemardus, Wijnand, Mathys, Marle _
dornbelindals) an l of
N.V. Organan N.V. Organon -
Po.Box 20 . Po.Box 20 -
85340 BH Oss §340 BH Osa
Ths Netheriands Ths Nethsriands -

dechuro{stnge) lmja joremento ser nDico(s) y verdadero(s) brventes(es) de Ia

wintes) ender path t» e sols and tros inveram) of the nvestion:

Use of (118,178)-11-(1,3-benzodioxcl -5-yl1)-17-hydroxy-17-(1-propynyl)-estra-4,9-dlen-3-one In the

treatmant of malor denressaive disorder

hh\(u_)-'uinq-ﬂ(-_)ymﬂ_ﬂin—),in ]
limitacidn, & fevor de La paciedad

-n-'dl.ll_-tl-'n,u'lll-ll-v-'-cul.h-hhwd

- Akxo Nobel N.V. —_—
conatitkds y exisents de confotmeidad aon b layes da

domiclliniten  ___ -
Velpsrwug 78
$834 BM Amhem -
The Netheriands

Todas los derctbos inhorentes o dirs invencida y qoo 1s cliads compabia queds

faculteds pats soliciter an s nombre s patents de ievesaion corespondicsoe m

In Rapdhlics do Colombsia.

Arzo Neo=] NN,

» corparstion constitated and wxinting in comflwrmmity with the Lews of

w-._ﬂo\perwe.q Jo

682 BM Armhvern ,

the. Nether lande i

ll rights inhosars % i invention e that the shove mentioacd company hersby
is suublad t5 spply, in its meme, flr the cormaponding patent irvetion, in the
Rapublic of Colombia

Duado y firmasdin hoyl Ciiven and signed fiia _

RAvErJ 87N
on__ L2 L14RLY 2N T‘z
Finge Sitnahon
SENNEF,C ¥ PEETERS, B.W.M.M.
Comells Bermardue, Wijnand, Mathys, Marle
@ CAVELIER AEDGADCS

WPPODEIDN-IH



AUTENTICACION NOTARIAL (INDIVEIRIO)

A loa dis dal ow da [
200___ ante mf, Notwrin Piblie de
conpancil{uw) posanhomts

8 qulen(em) day 2 & cumoox y e coats que ex(oen) LaGi) persenald)
froumis(s) dol doassenio qus preceds, y quicnfes) tana(n) aapacidedt
Iegal puxa otorgecio.

NOTAMIAL AUTHENTICATION @NDIVIDUAL)
On iy dayol 200
bafbws ros, & Notxry Poblio of
pusanily sppeared

1 mm known, snd knowa te me to ba the permoa(s) who exsouted thet
Swegning dosenens, and who kea (have) lagal oxpacity io exacote b

Noario Piblisn /Notary Public
ArOSTILLE
(Convetion ds La Haye da S octobre 1961)
1. Combky: T ——
‘This publio document
Z Iasbeennignadby......cccccninniinninnnancnnacnnnenanea rsersvie
3.  wctinginfha capacity of ......ccccccemcinrsisesiesannsassnsanannnne
4. Do the spmlstzmp of ............. . .
Certified
- Y - J - S 6.8 .o ireccrenninnaannancan, -
R RO -
| N . . T (— P — -
9. Sealstamp 10. Bignahmre
QCAVELIER AROGADOS



F123/F123/0058/56218418

Seen by me, mr. Robbert Alexander Gallas, clvil-law notary practising in The Hague,

for the authentlcation of the signature on the attached document of:

- Mr Comells Sennef, bom on the twénty-slxth day of October nineteenhundred
fourty-nine in Veenendaal, The Netherlands, residing at Overlangel, The
Netherlands, holder of a Dutch passport, number N86001963;

The Hague, the thirty-first day of March twothousandfour.

All instructi{ ¥4 are carried out on the basis of an agreement as meant in Section 400 of Book 7
of the Dutc/. \Civil Code by Pels Rijcken & Droogleever Fortuijn, a partnership consisting of

businass.
www.prdf.n-

Pels Ricken & Droogleever Fortuijn  advocaten & notarissen

7
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TRADUCCION OFICIAL No. 20.04/04a realizada por Diego Vargas, Traductor

Oficial, Resolucién No. 0001 de 1999 del Ministerio de Justicia,

registrado ante el Ministerio de Relaciones Exteriores de Colombia.

Documento de Cesién escrito en inglés y espaficl por medio del cual
SENNEF, C., Cornelis y PEETER, B.W.M.M., Bernardue, Wijnand, Mathys,

Marie, ambos domiciliados en N.V. Oréanon, Po. Box 20, 5340 BH Oss,

Holanda, declaran bajo juramento ser f(inicos y verdaderos inventores
de la invenciébn:

Uso de (118-178)-11-(1,3-benzodioxol-5-il)-17-hidroxi-17-(1-propinil)-
estra-4-9-dien-3-ona en el tratamiento del desorden depresivo mayor

Y declaran asi mismo que ceden y transfieren, sin limitacién, a
favor de la sociedad Akzo Nobel N.V. constituida y existente de
conformidad con las leyes de HOLANDA, domiciliada en Velperweg 76,

6824 BM ARNHEM, Holanda, todos los derechos inherentes a dicha

invencién y que dicha Compafifa queda facultada para solicitar a su
nombre la patente correspondiente en la Repfiblica de Colombia.
Dado y firmado en Ravenstein el 22 de marzo de 2004.

SENNEF, C PEETERS, B.W.M.M,
Cornelis Bernardus, Wijnand, Mathys, Marie

Firma Ilegible

(Anexo)
Visto por mi, el sefior Robbert Alexander Gallas, Notario PGblico
ejerciendo en lLa Haya, para la autenticacién de la firma en el
adjunto de:
- El seflor Cornelis Sennef, nacido el veintiséis de octubre de

mil novecientos cuarenta y nueve en Veenendaal, Holanda,



APOSTILLE
{Convention da La Haye du 5 octobre 1961)

1. Pais: NEDERLAND
El presents documente piblico
2. bha wido fimmade por mr. L.A. Gallas
3, quien actia en calidad de notaric en ‘s-

notario
Cartaficado
5. en "B-GRAVENHAGE 6. el dia 13 april 2004
7. por de Griffier van de Rechtbank

B. bajo sl nimarc: 2004-1267
9. Ballo/timbre: 10. Fima:

Gravenhage
4. y estd revesrido del sello/timbre de el sumsodicho

8. Petronfila

&:47;% |




domiciliado en Overlangel, Holanda, portador del pasaporte
holandés ntGmero NB6001963;

La Haya, treinta y uno de marzo de dos mil cuatro.

Sello Notarial: Sr. R.A. GALLAS NOTARIS TE ‘e&-GRAVENHAGE

Firma Ilegible

Sello de oblea ilegible

Todas las instrucciones se realizan hasadas en un acuerdo segin se establece en
la BSeccién 400 del Libro 7 del C&digo Civil Holandés por Pels Rijcken &
Droogleever Fortuijn, una socledad conformada por socledades privadas de
responsabllidad limitada. El1 acuerdo estd sujeto a los términos comerclales
inscritos en el Tribunal del Distrito en La Haya. Se incluye una limitacién de
regponsabilidad en estos términos comerclales. los términos comerciales serén

suministrados a peticién. Estos también pueden per consultados en www.prdf.nl.

(RESPALDO)
Apostille en espaficl de Holanda certificada el 13 de abril de 2004
en ‘'s-GRAVENHAGE por de Griffier van de Rechtbank con el nimero:

2004-12814111:1&1(:10 por S. Petronilla.

Es traduccitén fiel y completa de la cual se deja copia en esta

oficina para su confrontacién.

DVZ/ID: 5541/WPCL002G/COLO 11214-841-018-9 ;D

- rad
Iéﬁb’ﬁ\%ﬁ‘sﬁm
TRADUCTOR E INTERPRETE CFI1 .
ESPANOL - INGLES ~ INGLES - ESPANQ;.
RES. 0001 DE ENERO 4 DE 19y
MINISTERIO DE JUSTIC'A
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CAVELIER 374
ABOGADOS 2001.673 C
EDIFIGNO SISKI
CARRERA 42 N° 7233 r
BOGOTA. & COLOMAIA
ASSIGNMENT
Yo, (nosctros) abafe firmado (s) - , 1 (wn), the underzigned
SENNEF,C e - WY .- PEETERS, B.W.M.M. -
Comelis . ’ Bemardus, Wijnand, Mlﬂlyl:-' Marie _
. I e 4 -
: ‘ v &
domieltindols) en_.__: "'_ld i
NV.Organon } = N.V. Organon -
Po.Box 20 ) Po.Box 20 -
§340PBH Oss - §$340 BH Oss
The Netherlands -

The Netherlands

deslaro(sinos) beja jursmentn e iDico(s) y verdadera(s) invemtor(es) de In

iovencidn: . *

! statey) under osth to be scle and trus inventom) of the imvention:

Use of (118,178)-11-{1,3-benzodioxol -5-yl)-17-hydroxy-17-{1-propynyl

traatmant of malor danraasive disordar

}-estra-4,9-dlen-3-one in the

declaro(smon) sxi tnisme qus cedo{omos) y tracaFero{erimos), sin
limitacsdn, a fuver da |a sociedad

stato 23 well, that exaign, without reservations o limitations in fevour of

- Akzo Nobel N.V.
camstituids y existcnts de confixmidad oon Ins leyss do

domicitindaen ___

Alzo Ndoel N.V.

a corparation constiasd and existing in conflamity with the Lews of

depisiljedin__ a\ efwlen 36

Velparweg 70
€824 BM Amham
Tha Nethariands

Todon los derechas inhoreutes & dirha inveneidn y que Is citads compalia quads
fheuitada prie solicitar en su nombee In patents de inveacion comenpondticate en

&2} BM Axnhem

the Netherlornds

Ia Repdblica do Calombia. Republic of Colombia
Dudo y firmads hoyl Givea and signed this __
o/ln
Fime. SiGnahue
SENNEF, C PEETERS, B.W.M.M.
Comelis Bemardus, , Mathys, Marie
. i,

® CAVELER AEOGADOS |

- —

all rights jahecart to said invention and that the above mentiosnd company harshy
in enabled to spply, in its nare, for the eamesponding patet invention, in the
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200____ sntn mi, Natario Bibles de
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2 quisn(as) doy f de convoor y me cossta gua ex(san) Las) pereonals)
Brmanix(s) del dooutnsaln qua preceds, ¥ quicties) theos(n) capacided
icgl ps otorgarie.

0 me known, sod kngwn to me to b the parsen(s} who excovied that
Smgring doounar, sad who ks (have) lagal aspucity to cxscuts it

“H‘bﬂ- / Nomry Poblie
APOSTILLE
(Convention ds La Hays du 5 octobre 1961)
1. Comky: eeteessmerass
Thia public document
2 basbeensignedby.........cccccicniininnnniniaisisiesniinasasane. "
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4. bearsthesmlatamp of ....c.ccoivuinmeimmencnnnnacennmanasasasiannan
Certifiad
5. at. (. -
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9. Sealatymp 10. Rignature
@ CAVELIER ABOGADOS
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Seen by me, mr. Robbert Alexander Gallas, civil-law notary practising in The Hague,

for the authentication of the signature on the attached document of:

- Mr Bernardus Wijnand Mathys Marie Peeters, born on the- seventh day of June
nineteenhundred sixty-four in Tegelen, The Netherlands, residing at Herpen, The
Netherlands, holder of a Dutch driver licence, number 3127960844; and

The Hague, the thirty-first day of March twothousandfour.

All instructions are carriad out on the J jsis of an agreement as meant in Section 400 of Book 7
of the Dutch Civil Code by Pels Rijc (7 & Drooglesver Fortuijn, a partnership consisting of
private companies with limited liabify/. The agreement is subject to terms of business registered
with the District Court at The Hag / A limitation of liability is included in these terms of

business. The terms of business be provided on raquest. These can also ba accaessad at
www.prdf.nl,

Pebs Rijcken 82 Droogleever Fortuiin  advocaten & notarissen



APOBTILLE
(Convention de La Haye du 5 octobre 1961)

1. Paaws: NEDERLAND
El presente documanto piblico

2. ha vido firmado por mr. R.A. Gallas

3. quien actia e&n calidad de notario en ‘s-Gra

4, y eatd revestido del sello/timbre de el suaodiche
notario

Cartificado

5., en "p-GRAVENHAGE 6. el dia 13 april 2004
7. por de Griffier van de Rechtbank

8. bajo el nimero: 2004-1267

9. Bello/timbrae: 10. Fimma:

8. Petroniiia




TRADUCCION OFICIAL No. 20.04/04b realizada por Diego Vargas, Traductor
Oficial, Resolucién No. 0001 de 1999 del Ministerio de Justicia,

registrado ante el Ministerio de Relaciones Exteriores de Colombia.

el

Documento de Cesidn escrito en inglés y espafiol por medio del cual
SENNEF, C Cornelis y PEETER, B.W.M.M., Bernardus, Wijnand, Mathys,

Marie, ambos domiciliados en N.V. Organon, Po. Box 20, 5340 BH Osas,

Holanda, declaran bajo juramento ser inicos y verdaderos inventores
de la invencién:

Uso de (118-178)-11-(1,3-benzodioxol-5-il)-17-hidroxi-17- (1-propinil)-
estra-4-9-dien-3-ona en el tratamiento del desorden depresivo mayor

Yy declaran asi mismo que ceden y transfieren, sin limitacién, a
favor de la sociedad Akzo Nobel N.V. constituida y existente de
conformidad con las leyes de HOLANDA, domiciliada en Velperweg 76,

6824 BM ARNHEM, Holanda, todcs los derechos inherentes a dicha

invencién y que dicha Compafifa queda facultada para solicitar a su
nombre la patente correspondiente en la Repiiblica de Colombia.
Dado y firmado en Ravenstein el 22 de marzo de 2004.

SENNEF, C PEETERS, B.W.M.M.
Cornelis Bernardus, Wijnand, Mathys, Marie

Firma Ylegible

{Anexo)
Visto por mi, el sefior Robbert Alexander Gallas, Notario PGblico
ejerciendo en La Haya, para la autenticacién de la firma en el
adjunto de:
- El sgefior Bernardus Wijnand Mathys Marie Peeters, nacido el

giete de junio de mil novecientos sesenta y cuatro en Tegelen,



st P72
Holanda, domiciliado en Herpen, Holanda, portador del pasaporte
holandés nGmero 3127960844; y |
La Haya, treinta y uno de marzo de dos mil cuatro.
Sello Notarial: Sr. R.A. GALLAS NOTARIS TE ‘'s-GRAVENHAGE
Firma Ilegible

Sello de oblea ilegible

Todas las inastruccicnes se realizan basadas en un acuerdo seglin se establece en
la Seccién 400 del Libro 7 del Cédigo Civil Holandés por Pels Rijcken &
Droogleever Fortuijn, wuna sociedad conformada por socledades privadas de
regsponsabilidad limitada. El acuerdo estd sujeto a los términos comerciales
inscritos en el Tribunal del Distritc en La Haya. Se incluye una limitacién de
regsponsabllidad en estos términos comerciales. Los términos comerciales serin

suministrados a peticifn. Estos también pueden ser consultados en www.prdf.nl.

(RESPALDO)
Apostille en espafiol de Holanda certificada el 13 de abril de 2004
en ‘s-GTE‘ por de Griffier van de Rechtbank con el nGmero:

2004-1267 % firmado por S. Petronilla.

Es traducciSn fiel y completa de la cual se deja copia en esta
oficina para su confrontacién.

DVZ/ID: 5542/WPCL002G/COLO 11214-841-018-9

“6?{6":1%_ wyﬁfGAs Z.

TRADUCTOR E INTERPRETE OFICIAL
ESPAROL - INGLES — INGLES - ESPARQL
RES. 0001 DE ENEROC 4 DE 1999
MINISTERIO DE JUSTICIA
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(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(19) Worki Intellectoal Property Organization
International Burean

(43) Internations] Publication Date
8 May 2003 (08.05.2003)

PCT

(10) International Publication Number

WO 03/037354 Al

(51) Internaticnal Patent Classification”: AG1XK 31/58
{21) Internstionsl Application Number: PCI/EPPY/11732

(32) Interaational Flllag Date: 21 October 2002 (21.102002)

(25) Filing Lavguage: Boglish
{26) Publieation Language: Haglish
(30) Priority Data:

012040721 26 October 2001 (26.10.2001) EP

(71) Applicant (for afl derignated States except US): AKZO
NOBEL N.V. [NL/NL]; Velperweg 76, NL-6824 BM Am-
hem (NL).

(72) Inventors; and

{15) Taventors/Appleants (for US only): BENNEF, Cornelis
[NL/NLJ); N.V. Organon, PO. Box 20, NL-5340 BH Oss
(NL). PEETERS, Bernardus, Wijnand, Mathys, Marie
[NL/NL}; N.V. Qrgamon, P.O. Box 20, NL-5340 BH Ous
(NL).

(74) Agent: PM.G.F. VAN WEZENBEEK; P.O. Box 20,
NL-5340 BH Oss (NL).

(81) Desiguated States (national): AB, AG, AL, AU, BA, BB,
BR, BZ, CA,CN, CO,CR, CU, DM, DZ, BC,GD, GB, HR,
HU, D, L. IN, 1S, JF, KE, KP, KR, LC, LX, LR, LT, LV,
MA, MG, MK, MN, MX, MZ, NO, NZ, FH, PL, RO, RU,
SG, SI, TT, UA, US, UZ, VN, YU, ZA.

(84) Designated States (regional): ARIPO patent (GH, GM,
KE, 1S, MW, MZ, SD, SL, §Z, TZ, UG, ZM, ZW),
Bumzian patent (AM, AZ, BY, KG, EZ, MD, RU, T], T™),
Buropeari patent (AT, BE, BG, CH, CY, CZ, DR, DK, KB,
ES, FI, FR, GB, GR, IR, IT, LU, MC, NL, PT, SB, SK,
TR), OAF!I patent (BF, BJ, CF, CG, CI, CM, GA, GN, GQ,
GW, ML, MR, NE, SN, TD, TG)-

Published:

—  with imternational search report

— before e oxpiraiion of the time [imit for cmanding the-
claims and io be republished in the event of receipt of
amendmaents

For two-latier codes and other ablreviations, refar to the "Guid-
ance Noles on Codes and Abbreviations” appearing at the begin-
ning of sack regular issus of the PCT Gozeits,

(54) Title: USE OF (11B, 17f)-11{1,3-BENZODIOXOL-S-YL)-17-HYDROXY-17-(1-PROPYNYL) ESTRA-4,9-DIEN-3-ONE

IN THE TREATMENT OF MAJOR DEPRESSIVE DISORDER

€ (57) Abstruct: The present invention relates t the uss of the gincocasticold receptar antagorist (118,176)-11-(1,3-beazodional-5-
yD)-17-hydroxy-17-(1-propymnyl)-estra-4,9-dien-3-ons (Org 34517) for the preparation of a modicament for the trestmant of depres-
sion s well as to pharmacentical preparatfons of Org 34517 for said nse.
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USE OF (11B,17p8)-11<{1,3-BENZODIOXOL-5-Y1)-17-HYDROXY-17-(1-PROPYNYL)-
ESTRA-4,9-DIEN-3-ONE IN THE TREATMENT OF MAJOR DEPRESSIVE
DISORDER .

The prooont Invention relates to the use of (11p,17B)-11-(1,3-bernzodioxok5-yi)-17-
hydroxy-17-{1-propynyljasira-4,8-dien-3-one (Org 34517) for the preparation of a

_modloament for the treotment of depression as well as to pharmaooutlool preparations

of Org 34517 for said use.

- Major depreséive disorder Is a psychlatric disorder which has a lifetime prevalence of

around 8 %. One of the most consistent findings in paychiatry Is that patients with major
depression present with alterations in the hypothalamic-pitultary-adrenal (HPA) axds. A
significant percentage of -depressad patients exhibit hypersecretion of the adrenal

" glucocorticosterold cortisol, as manifested by elevated plasma and cerebrespinal fluld

concentrations of cortieol and increased urinary free cortisol. In addition many

-depressed. patients exhibit a clear Inabfity to switch off endogenous cortisol release

following exoganous challenge with the potent synthetic glucocorticold dexamethasone’
(the so-called dexamsthasone non-suppressors) (Goid P.W., et -al, Clinical and
biochemical manlifes{ations of depression: relation fo nowoblologyofstrosii New .
England J. Med. 319, 413-420, 1888). Othar abnarmalities of the HPA axis found In
depressed patients are increased oorﬂsol response to oortlootrophm a blunted
corticotrophin response to CRH (oortlooh'oplm raloaolng hormone). adrenal and
pituitary enlargament and, dlmlnlshed gluoooortloold nogatlvo feodbaok (for a review
see Holsboer, F. and Barden, N Anﬂdeprossonlz and Hypothalamm-PﬂuﬂmyAdrono-
cortical roguloaon Endoonno Rov:ows 1998, 17, 187-205). These- abservations have

.beon mtorpreted to suggost a causal relahonshlp between dlsturbod functioning of the

. HPA axis and tho pathology of dopressuon (Murphy. BE. P Sterolds and Depression.
,. < of Sterold Bloohem ond Mol. Biol. 1991. 38, 537-559) Therapeutic efficacy of .
. dassiool onﬂdoprasoanto hoo been shown to bo preceded by or to coinclde with

rostomﬂon of the dlsb.lrbed HPA axis ln depreooion (Holsboer and Barden, 1896,

. supra) it has boon postulotod that arly mtorvenhon which can restore this HPA

dysfunotlon may have antidepressant potential. One type of such Intervention Is the
administration of gluoooorhoold synthesis Inhibitors; as has been shown In patients
suffering from C-ushlngs syndrome, which Is a condition in whloh high cortisol levels

PCT/EP02/11732 ﬂ



WO 031037334 PCT/RPO2/11732 .
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‘are reported as a result of adrenal gland malfunction (due to a pituitary tumour or a

secondary tumour, both produciiig the cortisol secretagogue ACTH): The depressive
symploms assoclated with Cushing’s dlsappear relatively quickly with the retumn of
cortisol levels to normal. Such treatment may involve removal of the offending tumour
or treatment with cortisol synthesis inhibitors such as metyrapone, ke_toconozolo. or
aminogiutsthimide (Murpy, B.E.P., , Steroids and Depmss:on J. Steroid Biochem & Mol.
Blol. 38, 537-558, 1891). Similarly, relatively recent dlmcal frials have demonstrated
that cortiecl synthesls inhibitors can be used io amefiorate depmsslva symptoma in

" savere, treatment-resistart non-Cushing depressives (Murphy, B.E.P., Neuroendocrine

responses fo Inhibitors of steroid synthesis in patients with major depression resistent
fo antidepressant therapy. Can.' J. Paych. 43, 278-268, 1008; see also US Patent

'4,814,333 (Ravaris, C.L):- Method for_treatment of hypercortisolemic, deprassed
-patients.): Drawbacks of the use of cortisol synthesls inhibitors to lower piasma cortisol

- -levels are their high toxiclty and their relatively low degree of selectivity for Inhibition of °

18

cortisol synthesis versus synthesis of other endogencusly manufactured sterolds (such
@s fiferalocorticoids and sex sterokis) combined with the risk for the induction of

' ‘adrenal insufficiéncies. A fusther serious disadvantage Is that the onset of therapeutic
~ * efféct of these cortisol syrithesia inhibitors Is as long as that cbeerved with classical

antidéepressants (e.g., several weeks).
Anolhar typa of intervention i the use of direct glucocorticold receptor (GR)

' antagonlst.s which have friuch rhaore lpaclﬁc pharmacological effects as compared to

synthesis inhlbltors and Whlch rnay halp restore HPA activity. Small ecale pilot clinical

- studlea have been condudad In order to siudy the antidepreasant activity of the non-

-.u ’

' saledive glucooortlcold receptor antagonht RU 488 (mlfeprlstona, 178-hydroxy-1 1ﬂ-(4-

dlmehylamlnnphanylj-17m-(1-pmpynyl)astra-4 9-d|en-3-one Murphy. BEP. et al .

. Psychlat. Neurosc. 18, 209-213, 1993) Relaﬂvely hlgﬁ dosas mtfepdstone. in the range
‘__of 8-12 mglkglday. over a mlatlvely short porlod of hma (4 daya). was also shown to

be effectrva in the treatment of psychosls assodated wlth psychotic major depression

(Intem!tlonll Patent Appllcaﬂon WO 99!17779 Sahaimerg and Belanoff). More

30

'moenﬂy {Nemeroft, c. , Remeron Sclentific Expen Maaimg, Budapest. March 29-April 1,

2001) it was demonstmtad in a Phase liB conﬂnuutlon uf thla sl:udy, that both the
number of raspondars as well as tha efficacy of the psychoala traalment Increased with

=_-Irlc:raa.slng daily dosa of mﬂaprlsr.ona as maasurad by the change in Brief Psychiatric

Rating Scale (50 mg—33% change; 600 mg-40 % change and 1200 mg~52 % change). .




" 'WO0,03037354 PCT/EP02/11732 f
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These data suggest that a higher dose of glucoéorﬂubid receptor antéigonist is
comelated with a higher clinical efficacy.

Selective glucocorticoid receptor antagonists, which are struciurally refated to
mifepristone, which lack appreciable affinity for mineralocorticold, estrogen and
androgen receptors, and which have low affinity for the progesterone meceptor have
been disciosed in European Patent 763 541 B1 (Akzo Nobel N.V.) as being potentially
useful In the prevention and treatment of glucocorticold dependent .diseases or

eymptoms, ke Cushing syndrome, diabetes, glaucoma, sleep disturbances,.
depression, " anxely, atherosclerosls, hyperlnnaion -adiposity, osteoporosls and
withdrewal symptoms from narcotics.

. The antigiucocorticokd activity of (11p,178)-11-(1,3-benzodioxol-5-yf}-17-hydroxy-17-(1-
propynyl)estra-4,8-dien-3-one, a compound epecifically disclosed in EP 763 541 B1,
and which will be referred to as Org 34517, was found to be dose related as measured
by the procedure described by Kloosterboer et al (J. Steroid Biochem 31, 567-571,
1888): the effect (weight gain) of orally applied Org 34517 on body weight, adrenals,
thymus and spleen of immature daxamolhnsana_ ‘treated male rats proved to increase

" with the dose (from 10 mg/kg to 40 mo/g). -
. Org 34517 was found to be less potent (52%) . than mlfeprlslona in in vitro binding to
.- the glucocorticold receptor. The threshold dose for _demonsq'aﬂng_ in vivo (rat)
antiglucocorticoid effects was likewise much higher for Org 34517 (20 mgkg) than for
mifeprisbone (5 mg/kg). In agresment with the relatively lower anﬂglucocorﬂcold acﬂwly
a clinical study wherein the antiglucocoricoid achivity In (healthy) humans was

" estimated on the basis of the corisol increase or oh the amount of dexamethason
antagonism, upon edministration of Org 34517, revealed Org 34517 to have a potency
relative to mifepristone of 10-25% and 17%, respectively.

These data would Indicate that clinical useful sffects during treatment of a
glucocorticoid dependent disedse sliould be expected at daily doses of Org 34517
_which would be much higher than for theé mare potent mmglucocorﬂomd mifepristone.

" It has now been unexpectedly found in dlinical studles that pul:lents suffering from major
depresslve disorder should be treated with a daily dosage of Org 34517 which does not
exceed 300 mg. Administration of such a relatively low dose of the antiglucocorticold
Org 34517 results In fast onset of antidepressant effect as compared to the onset of
antidepressant effect in patlents treated with a dally dosage of 450 mg of Org 34517 or

 more. The preferred dally dosage of Org 34517 rangse betwesn 150 and 300 mg.
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An advantage of these low doaes Is that potential side effects which might resutt from
the residual entiprogestagenic activity of thea compound, and which could lead to

- interferance with the normal female menstrual cycle, are kept to the minimum.

Glucbcorticoids are extremely important hormones, which play key roles in the coping
mechanisms that animals (including man) have at thelr disposal against Intemal and

' axtemal stressors. Pharmacologically effective dosages of glucocorticoid receptor

antagonists, such Org 34517 and RU 486, will block physiological: action of
endogenous glucocorticolds and may thereby induce risks when stressors affect the
organism. The low dose treatment regimen of the present invention thus warrants

" minimal increases in suaceptibliity for the Induction of rieks.
" Ina preferred embodiment the Invention is concemed with a medicament comprising a

dafly dosage of Org 34517 which does not exceed 300 mg, for the treatment of patienis

auﬂanng from a major depressive disorder and who have a plasmia corlisol level, as.

measured by the eftemoon cortisol test, which Is higher than 10 ug/dl. Such major
depressive disorder pafients, having @ distbed fegulation of the hypothalamus-
pltuitary-adrenal (HPA) axis, show a short anset of action of the antidepréesant effect of

© Org 34517. The low dosage medicament of the invention ls especially effective with
regard o the onset of sction of the antidepreasant effect in patients classified as

dexamaﬁasona non-suppreslors, lLe. patients whlch damnnsh'alaa non-lupprasslon In
the dexame!hason suppression test

Org 34517, (11p,17p)-11-(1,3-benzodioxol-5-yf)-1 7-hydroxy—1 7-(1-propynyl)estra-4 9-
dien-3-one, can be prepared as desclbed in Etropean Patent P 763 541 B1 (Alkzo
Nobel N.V.), the content of which ls heraby entirely incorporated by rafarance

In a further aspect the invention relates to a pharmaceutical preparation compriging a
daily dosage unit of (11p,17p)-11-(1,3-benzodioxol-5-yI)-17-hydroxy-17-(1-propynyl)-
estra-4,8-dien-3-one which does not exceed 300 mg and pharmacauﬁealli accaptable
auxilliaries, for the treatment of major depressive disorder

The phammaceutical preparations, or compositions, for use according to the Invention’

comprisa  (11B,17p}-1 1-(1.3-bamdiqu5—yb—17-hyd;oxyf17-(1-propynyl}aaha-4.9-
dien-3-one in admixiure with pharmaceutically acceptable awdliaries. The term
*acceptable® means being compatible with the other ingredients of the composition and
not deleterious to the reciplants fheraof. ‘The compositions can be pra.pamd in
accordance with standard techniques such as those described In the standard
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reference Gennaro AR. et al, Remington: The Sclence and Practice of Pharmacy,
(20th ed., Lippincott Williarms & Witkins, 2000, Part:5: Pharmaceutical Manufacturing).
Compositions include e.g. thoss sultable for oral, sublingual, topical or rectal
admmlah'aﬂon. and the like, all in unit doeaga forms for administretion.

For oral adminlstration, which le the preferred routs, the aclive Ingredient may be

presanted as discrete units, such as tablets, capsules, powders, granulates, solutions,
and suspensions.

_ The invention is lllustrated in the following examples:

A double bilnd, 4 week, paroxetine oontmllad siudy of Org 34517 in depressed patients
was camled out Paroxsiine is a ualecl:ve aamtonm re-uptake Inhlbltnr which s

" racognized as an effective anudapressanl for major depraaslon Patients: were salected ’

which had a primary dopraaslva disorder fulﬁllmg the dlagnostlc criteria of a Major
Depreaslva Disorder (MDD) as defined by the DSM-IV for racun'ent (298.3) episodes,

" and who had a severity of depression which resulted In atotal score of at least 22 on

the HAMD-21 (HAMilton Rating Scale for Depiession; see Hamilton, M. “A rating scale
for depression.” J. Neurol. Neurosurg. Peychiat 1860, 23, 56-62) scale at basaline.
Patient had an episode of daprasslon which had lasted at least 2 weeks before
basellna

Patients were randomly allocated {o one of three treatment groups. Group | patients
(Org 150 group: 50 patients) received 2 capeules with 75 mg of Qrg 34517 and one
piacebo (total dally dose 150 mg) for the first 2 weeks and 2 capsules with 75 mg Org
34517 and 1 capsule with 150 mg (total daily dose 300 mg) the next 2 weeks; Group Il
patients (Org 450 group: 48 patients) recelved 3 capsules with 150 mg Org 34517( total
daily dose 450 mg) in the first 2 weeks and 4 capsules of Org 34517 (total dally- dose -
600 mg) In the next 2 weeks; Group ll| patients (paroxetine group: 44 patients) recelived
2 capsules with 10 mg paroxetine and one placebo capsule (total dally dose 20 mg) for
the first 2 weeks, followed by 2 capsules of 10 mg and one capsule of 20 mg
paroxetine (total daily dose 40 mg) in the next 2 weeks. Medication was administersd
orally in the moming. Efficacy assassment was done on days 4, 7, 10, 14, 21, 28 and
35 by using the 21-tem HAMD scale.

22
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Altemoon cortisol plasma levels (ACT=aftenoon cortisol test) were measured as
dest:'lbedbyHalbraldm et al (J. Clin. Endouﬂnol Metab. 54(6), 1262, 1082).

Results -for all the paﬂoms are shown In Flgura 1. These data demonstrate a faster
onset of action of the antidepressant effect for the 150 mg haalmant group es
compared with paroxstine, measured as an approxlmate 2 polnt difference on the
Hamllton scale onday 10. : .

Results for patients who had an afternoon plasma cortisol level at the start of treatment
higher than 10 pg/dl are shown in Figure 2. These data again demonsirate a faster
oneet of action of the antidepreesant effect for the 150 mg tréatment group as
compalad with .paroxetine, measured as an approximate 4 point difference on the
Hamilton scale on day 10.

Raaults for the patients who were dlagnosad at the start of treatment as dexamethason -

non-suppressora (non-wpprasslon In the daxnmethasnn suppression test) are shown
in figure 3. Theae data demonstrats a pronounasd difference In the onset of action of
the anlidepreasant effect for the 150 g treatment group as oornparad with the
pamxeﬂna treatment group, maaaured as an approxlmata 8 point difference on the

' Hamllton scale on day 10.
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Claims.

1. The use of (11B,17p)-11-(1,3-benzodloxok-5-yi}-17-hydroxy-17-(1-propymyl)estra-4,6-
dien-3-one for the preparation of a medicament for the treatment of a patient suffering
from a malor depreesive disorder. ' '

2. The use according to claim 1, wherein the medicament is applied In a dally dosage
which does not excesd 300 mg.

3. The use according to ciaims 1 or 2, wherein the dalfly dosage ranges between 150
10 and 300 mg.

4. The use according to any one of clalms 1-3, wherein the msjor depresisive disorder Is
characterized by plasma cortisol Iavgl_s In the patisnt which are higher than 10 pg/di,

LI 5'. The uee according to ciaim 4, wharein the plasma lavel of cortisol in the patient
demonstratas non-suppression In the dexamethason suppression test.

6. A phamaceutical preparation comprising a dally dosage unit of (118,17p)-11+(1,3-
benzodioxol-5-yl)-17-hydroxy-17<{1-propynyl)estra-4,8-dien-3-one which does not
20 exceed 300 mg and phammaceutically acceptable auxilliaries, for the treatment of
malor depressive disorder.

7. ‘The pharmaceutical preparation according to claim 8 wherein the dally dosage unit

ranges between 150 and 300 mg.
25
8. A method for the treatment of a patient suffering from mejor depressive disorder by
administering to the patient an effective amount of a glucocorﬂcosterolﬁ. said method
comprises administration of (11B,17p)1 1—(‘i.3—bemodlnxpl—5-yl)—1 7-hydroxy-17-(1-
propynyl)estra-4,8-dien-3-one In a daily dosage which does not exceed 300 mg.
30

8. The method of ciaim 8, wherein the daily dosage is betwesn 150 and 300 mg.”
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These data suggest that a higher dose of glucacorlieﬁld recaptor antégonist Is
comrelated with a higher clinical efficacy.

Selective glucocorticold racebbr antagonists, which are structurally related to
mifepristons, which lack appreciable affinity for mineralocorticoid, estrogen and
androgen receptora, and which have low affinity for the progesterone recepior have
been disciosed in European Patent 763 541 B1 (Alzo Nobel N.V.) as being potentially
useful- In the prevention and treatment of glucocorticold dependent diseasss or
symptoms, Ike Cushing syndrome, diabetes, glaucoma, sleep disturbances,.
depression, " anxisty, atherosclerosis, hypartanslon -adiposity,. oéteoporosis and
withdrewal symptoms from narcotics.

. The antiglucocorticokd activity of (11, 17B)-11-{1,3-benzodioxol-6-y1)-17-ydroxy-17-{1-
. propynyl)estra-4,9-dien-3-one, a compound specifically disclosed In EP 763 541 B,

and which will be referred to es Org 34517, was found to be dose related as measured
by the procedure describsd by Kloosterboer et a) (J. Sterold Biochem 31, 567-574,
1988): the effect (weight gain) of orally applied Org 34517 on body weight, adrenals,
thymus and spiaen of immature dexamethasone treated male rats proved to increase

‘mmthedoaa(nmwnmtowmgmg)

Org 34517, was found to be less potent (52%) _ than mlfepnstona in in vitro binding to

. the glucocorticold receptor. The threshold dose for demonsﬁahng in vivo (rat)

I“

antiglucocorticoid effects was flkewise much hngher for Org 34517 (20 mg/kg) than for
mlfepristona (5 mg/kg). lrl agreement with the ralaﬂvely lower anhglucocorﬂcold achvlty

a clinical atudy wharaln the nnﬂgluoocorﬂcold activity In (healthy) humanu was
estimated on the basis of the cortisol Increase or on the amount of dexamsthason
antagoniém, upon administration of Org 34517, revealed Org 34517 to have a potency
relative to mifepristone of 10-25% and 17%, respectively.

These data would Indicate that clinical useful effects during treatment of a
glucocorticold dependent disease should be expected at dally doses of Org 34517

“which would be much higher than for thé more potent antigiucocorticold mifepristone.

" " 1t has now been unexpectediy found in dinical studies that patients auffering from major

depressive disorder stiould be treated with a dally dosage of Org 34517 which does not
exceed 300 mg. Administration of such a relatively low dose of the antiglucocorticoid
Org 34517 results In fast onset of antidepressant effect as compared fo the onset of
antidepressant effect in patients treated with a dally dosage of 450 mg of Org 34517 or
more. The preferred daily dosage of Org 34517 ranges betwsen 150 and 300 mg.

A=
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reference Gennaro A.R. et al., Remington: The Science and Practice of Phannacy,
(20th ed., Lippincott Wiliams & Wilkina, 2000, Part 5: Pharmaceutical Manufacturing).
Compositons inciude e.g. thoss eulable for oral, sublingual, fopical or rectal
adrmnlah-aﬂon. and the liks, all in unit dosage forma fur administration. '

For oral administration, which Is the preferred routs, the active ingredient may be

presented as discrets units, such as teblets, capsules, powders, granulates, solutions,
and suspensions.

_ The invention Is lllustrated In the following examples:

Example 1.

T alor d je 1

A double bllnd 4 waak. paraxstine controlied study of Org 34517 in depressed patients
was caried out Paromtmauaselocﬂvesarohnln re-uptake Inhlbltorwlﬂmm_

" pacognized as an effective anﬂdeprassant for major depmulon Patients were seiscted '

‘which had a primary depressive disorder fuII'iIllng the dlagnoshc criteria of a Major
Depressive Disorder (MDD) as defined by the DSM-IV for rawrrent (286.3) episodes,

" and who had a severity of depression which resulted In a-total score of at least 22 on

the HAMD-21 (HAMilton Rating Scale for Depression; ses Hamilton, M. “A rsting scale
for depression.” J. Neurol, Neurosurg. Psychiat. 1960, 23, 568-82) scale at baseline.
Pattent had an episode of depression which had lasted &t least 2 weeks before
baseline.

Patiants were randomly afiocated to one of three treatment groups. Group | patients
(Org 150 group: 50 patients) received 2 capsules with 75 mg of Qrg 34517 and one
placebo (total daily dose 150 mg) for the first 2 weeks and 2 capsules with 75 mg Org
34517 and 1 capsule with 150 mg (total dally dose 300 mg) the next 2 weeks; Group 1i
patients (Org 450 group: 48 patients) recelved 3 capsules with 150 mg Org 34517( total
daily dose 450 mg) in the first 2 weeks and 4 capsules of Org 34517 (total daily. dose -
600 mg) In the next 2 weeks; Group lil patients (paroxetine group: 44 patients) recelved
2 capsules with 10 mg paroxetine and one placabo capsule (total daily dose 20 mg) for
the first 2 weeks, followed by 2 capsules of 10 mg and one capsule of 20 mg
paroxatine (total dally dose 40 mg) In the next 2 weeks. Medication was administered
orally in the moming. Efficacy assessment was done on days 4, 7, 10, 14, 21, 28 and
35 by using the 21-item HAMD scale.
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Claims.

1. The use of (11B,178)-11-1 .3—beniodloxol—5-yl)-1 7-hydroxy-1 7—(1-propyn5d)esh';-4.9-
. dien-3-one for the preparation of & medicament for the treatment of a patient suffering
from a major depreasive disorder. '

2. The use according to claim 1, wherein the medicament is applied In a dally dosage
which does not exceed 300 mg.

3. The use according to claims 1 or 2, wharein the dally dosage ranges between 150
10 and 300 mg.

( 4. The use according ta any one of claims 1-3, wherein the major depressive disorder Is
charsctertzed by plasma cortisol levels In the patient which are higher than 10 g/d.

13 5'. The usa according to clalm 4, wherain the plasma level of corlisol In the patient
demonstrates non-suppreasion in the dexamethason suppression test.

8. A phamacsutical preparation comprising a dalty dosage unit of (11B,17B)-11<1,3-
benzodloxol-5-yi)-17-hydroxy-17-{1-propynyl)estra-4,8-dien-3-one which does not
20 exceed 300 mg and pharmaceutically acceptable aiudiliaries, for the treatment of
major depreasive disorder. ) !

7. 'The pharmaceutical preparation according to claim 8 whersin the dally dosage unit
ranges between 150 and 300 mg.

8. A method for the treatment of a patient suffering from major depressive disorder by
administering to the patient an effective amount of a gluoncortlcolbrol;.'l, said method
comprises administration of (11B,1 75)-11-(‘i,3-banzudlow9l—5-yl)-1 T-hydroxy-17-(1-
propynyl)estra-4,8-dien-3-one in a daily dosage which does not axceed 300 mg.

8. The method of claim 8, wharein the dafly dosage Is between 150 and 300 mg."

—_—e- T . = ey fERTTT " - A -



LT

™\ - For receiving Office use only

PCT

25—

International Application No.
REQUEST
mnwdmstoﬂlsl'm”Cuopﬁlﬁml Treaty,

Nanre of recaiving Office and PCT International Applicstion™

3 O agent's
{3f desired) (12 characters maximan) 2001.673 Wo

BoxNo.I TITLE OF INVENTION
 Use of (111,178)-11-(1,3-benzodioxol -5-30)-1 7m17{1-prwbmmm in the treaiment
of major deprezsive disorder

BoxNo.II' AFPLICANT

[ Nme s AdOress {FEnLy nint Jolowed By pives name: r & lagal axtiyy, full official sexigmation. The addram

::zﬁpu:bqi?mmﬁqffﬁ“huutﬁwt D This person is also inventor
Akzo Nobel N.V. [Tl Ta.
( “elperweg 76 0412-666380
6824 BM ARNHEM '
gﬁ%ﬁm 0412-650592
[ et s
State (Le. country) of mationality:The Netherlands Stxts (Le. eownnry) of residence: The Netherlands
Ttils peraon is applicant all deaignatnd afl designubnd States axsopt the Uniind Staks the Staies indiceted n
for the purposes oft Btatns the Usiited States of America of Americs only the Supplemeuin] Box

Box No. Il FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)

‘Name end sddcunr: [ b”mﬁ-ﬂ“mmii-

st ineluds postel code and weme of coxury. Tie country of the midresy inlicgtad in i Box [t he spplicant’s mlmil
Mﬂ:ﬂmﬂ(mﬁnf-hﬁfmﬁui“w .
SENNEF, Cornells applismnt coly
N.V. Organon ) spplicant and inventar
P.0.Box 20 — N
%340 BH Oss ] fzrvesios
_(F_.m———nmm : marked, do wat il n below.)
Statn (Le country) of nattonatity: NL . Statn (Le. country) of residence: NL
S s s e

| X | Further applicents andor (further) inventnes ere fndicated an a continnation sheet.

Box No. IV AGENT OR COMMON REFRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

"The prson Weentified below ip herstry/ag been appoimed o act on behall of e agmt COTNON Teprosentaiive
appHesnt(s) befbm the competeat Internationsl Anthorities s E D !

Neoe i viimer.  (Family meme joliowed by given mena: for a lagel sedlty, 7l oificial davigeation. The Telopheme No-

et et e potil ot et of ey 3
P.M.G.F.van Wezenbeek 0412-666219
P.O. Box 20 T e

| 5340 BH Oss 0412-650592
The Netherlands Teliepriote No.

=1 - Mark this check-box where no fgent of comunon represenintive iahas been appoimted and the space sbove is nsed mstead to

N\

-

indicate a special address to which correspandenco should be sext. .
FurmPCT 101 (first sheet) (Jarmary 1997; reprixt Jennary 1995) Ses Notas io the reguest form

il MY mand S p =) = tmas - pepTrTTTEES




ShectNo. .2...... =5

Continuation of Box No. Il FURTHER APFLICANTS AND/OR (FURTHER) INVENTORS

- aGT

If none of the following mb-baxes s msed, this gheet is not to be inciudsd in the requast.

“Name end st (Foully s fillswad iy g sam: for o lagel iy, Joll oficle] devipetiion. The aidres must
includs porial codis and wime of comtry. The couniry of the addrexy bulicatad s this box iy the spplicant’s Siaty (La. This pereen ic
country) of residence | no Stats of residescs i indieaied below)

@

Pesters, B rdus, Wijnand, Mathys, Marle D o
[ , Bernardus, Wijnand, ys, Ma . .
N.V. Organon [X] sptcot s nree
P.O. Box 20 foventor anly (3 thir check-box
5340 BH Oss Dnuﬂbmﬂmw
The Netherlands
Stats (La. country) of naticnality: NL State (Le. country) of residence: NI
This perscn is spplicant D-uuu-ul D-nd-lmusu-npt lZ]ﬂnUniusuu the Statey fudicated in
for tha purposes of States the United Sttes of Amarica of Axeica only the Supplemental Box
L'_m-nuﬁ-ﬁ—w.m—._-ﬂ—-um APl dmlpaation, The adduss musl | |
wpﬂﬂﬂ-dqmmfhh“hﬁhiﬁ#ihh This pemon Is:
riry) of residence [f zo Skte of reiidacs s indicaind balow) I:I
spplicsnt anly
Dlpp‘liﬂntndimuhr
[ tuventor caly s chect-bus
i markwd, do not fill ix below,)
[ Saix (Le. counny) of nationslity: Siste (La country) of residencs:
This person is appHicant Dm_-w D.uumum-up E’uwum the Stairs indicated in
for the purposes af States the United States of Ameries of Americs anly the Supplementsl Bax
rm— -
includy possel cods and axme of couniry. The coumiry of the akivers indicuind I tiy bas is the spplicant’s Siwis Thris pervon {x
comntry) of residemcy f no Shis of rexidence i indicated helow) . D
applicent caly
Dml‘ﬂntulhvuu
[ | taventor culy 7 chér chect-bax
is marked, do not All in balow)
Statn (1e counsry) of natiomality: State {(Le couniry) of rendenca:
‘This person {5 spplicent all designatnd all dosignated Stnins except the United Steic tho States indicted in
fior the purposes of Stutes the United Stxtes of America of Americs only the Supplementsl Bax

ﬁ Further applicants snd/or (further) nventors are indicated on annther continuation sheet

1

Farm PCT/RO/1 0} {continuation sheet) (July 1993; repriat January 1996) See Notes o tha requaxt form

_TLotTmor oy see e R ' ————




29

SheetNo. .J3....
BoxNo.V DESIGNATION OF STATES  Mark the applicable chech-boxes befow: at least ome must be marked.
The following designations are hereby mude under Rule 4.9(s):
Regional Patent
B3 AP ARIPO Patent: GH Ghans, GM Gambia, ﬂ Keays, LS Lesotho, MW Mlllvn. MZ Mozambique, 3D Sudan,
SL Siecra Leone, 32 Swaziland, TZ United Republic of Tanxanin, UG Ugands, ZM Zambia, ZW Zimbabrwe, and any other
State which is a Contracting State of the Harere Protocol and of the PCT (If other kind of protection or treatment desired,
_spuwudmmmw.... .......................................................................... .
I EA EurulanPatest: AM Anmenia, AZ Azerbsijan, BY Belarus, KG Kyrgyzstan, KZ Kazakhatsn, MDD Republic of Maldova,
RU Rumsian Federxtion, TJ Tajikistan, TM Turkmenistan, and any other Stato which is a Contracting State of the Burssian
Patent Convention snd of the PCT .
B EP EuropeanPatent: AT Austria, BE Belgium, BG Bulgaria, CH & LI Switzeriand and Lischtenstein, CY Cyprua, CZ Czech
Republic, DE Germay, DK Denmark, EE Estonis, ES Spain, FI Finlapd, FR Fmnce, GB United Kingdom, GR Greecs,
IE Ireland, IT Imly, LU Luxembourg, MC Monaco, NL Netharlands, PT Portugsl, SE Sweden, SK Slovakia, TR Turkey, and
any other State which is u Contracting State of the European Patent Copvention and of the PCT
§@ OA OAPIPatent: BF Burkina Faso, BJ Benin, CF Cantral African Republic, CG Congo, CT Cite d'Ivvire, CM Cameracn,
GA Gabon, GN Guines, GQ Equatorial. Guinea, GW Guines-Bisssu, ML Mali, MR Muuritania, NE Niger, SN Senegal,
TD Chad, TG Togo, aad any other Stare which is a member State of OAP] and a Contracting State of the PCT (i other kind
aof protection or treatment desired, specify on dotted Frg) . . . ..o covoiiiriiiriii it ea st ren s
National Patent (ifother kind of protection or treatment desired, specify on doited line): )
¥ AE United Arab Emirates . ... ........ O GM Gambia (R NZ New Zoaland . . ...... ceeavens
& AG Antigva and Barbuda X BR Crostia .......ccovvvvinnnns 0 oM Oman
B AL Abania......coovnevnnnnness M BUHmgary ....ccvenieiiae B PH Philippines.....oeviennnn..
OAMAmenin.......cvonverneinnens El ID Indonesia B PL Poland......cocvveinniinnnns
CIAT Auvstria.......covvnnenn, erees B lamel.......cieeieeininnnn ErTrormgal......ccccuvnnnnn..,
B AU Australin . ...oovieeieiienaen BIIN Indin...cooovvvininaniinnnes B RO Romenia
[ AZ Azerbeiian................... KRl 1S lceland B RU Rossian Federatica . . . . .......
B BA Bomia and Herzegovia . . ... .. I I
Kl BB Barbados Bl KE Kauya............. Ceeeeaeeas C] 8D Suden
O BG Bulgaria................. cereen OXKGKygysstan...ocvvennneenn, [ 2 Sweden
B BR Brozil........ceveinennnnnnnns KP Demccratic People's Republic B 8G Singapore
D BY Belarus.........ccvvvvennnnnen Of KO .\ eceiiennrnnnnnan Slovenia. ....... ravermeaaa.
B BZ Belize.........ccoeveennnnnnn, B KR Republic of Koves......cvenn.s [k Slovakia......coovvnnnnernns
K CA Canada 0 Xz Kenakhetan .. . ..ceevennnne.., 0 sL SiaraLeone......... cereeeen
| O CR & LI Switzerland and Liechtensin B LC Saint Lucia 0O T3 Tajikistmn......ccovennnnnnns
B CNChina.........ovvvinnennn . B LK SriLaoka J T™ Tukmenistan . ... .cvg - . eaee..s
B co Colombia B LR Libesia 0 TN Tenisia
Bl,CR CosaRica.......cocoununnnee LS Lesotho....cevvuenernnnnss, O TR Twkey...coovieeininnenne.
Boucma........ccovneiininnnnnn. 3 LT Lithuenia B TT Trinidad and Tobago ..........
L] CZ-Cuech Republic............... DLV Limembourg. e, -
O DE Gemuany........ocenenn.. . MLV Lavia . El-lemuRmbheoﬂm.
O] DK Denmnark..........occeieee B MAMoroceo...ceenieeeae Bl vA Uknaine .......... e
Bl HM Dominica [0 MD Republic of Moldova . . ... . . . OUGUgIndE ..oveaieea e
Hpz 7 = Bl US United States of Americs ......
K EC Eamdor........ocuutens B - e} Ty
O] XE Estonis..............t’ve.ee.. Hmmmvmhvwwof B2 Uz Usbekismn..............
CIEs spain .....ccovvevreennnnnnns Macodonit .....oeeeananneann. B VN VietNem.....ooeunnnenns
O ¥ Faland...oovinvvneennenne. [H MN Moangolia B YU Yugoalavia .....c.vvnnnneenn
[0 GB United Kingdom MWMAEWI . .. cvvecennnannns B zA South Africa................
GD Grenada Bl MXMeRico..oovveeerenncnnnans, ZM Zambia
B GE Georgia...........vvvnenenn & MZ Mozambique .. ... paenaan veeee L] ZWZimbabwe . .......vvennnn.
Ocachm........cceveen.te B NO Noromy
Check-baxes below reserved for designating States which have become party to the PCT after innmnce of this sheet:
O......... N tieeeeineriartereraruares B 0 PR
8 0 O 0 RN
Precantionary Designation Statement: In lddlmmmedulplummlﬂemm-pplmmumhumﬂuknhu(b) all
other designations which would be permitted under the PCT except sy designation(s) indicated in the Supplemental Box as being
excluded from the scope of this statement. The applicant declures thet those additional designations are subject to confrmation and thar
any designation which is not eonfirmed before the expiration of 15 montha from the priority date is to bé regarded as withdrawn by the
applicant at the expiration of that time limit. (Confirmation {including fees) musi reach hm%ﬂﬁhﬂd’-mﬂl time limit)
Form PCT/RO/10] (second sheet) (Tuly 2002) See Notes to the request form.
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BoxNo.VI  FRIORITY CLAIM mmmnh&uhhwmu |
[ "The priority of the foliowing serhor application(s) is bercby climed: ——
Country i ~Offica of fillng
(Ia whick, or for which, the Filing Date Application No. (only for regional or
. (.i;!!m“'ﬂ!l’ {damanth/year) tnernational application)

nam

EP (designated NL) 26-10-2001 01204072.1 EPO

item (2)

ftem 3)

["Adark the Jollowing check-box i the cartifiad copy of the earlier epplicetian it to b irywed By the Olfics which for the purpases of the present
international application is the receiving Offics (a fee may be required):
Emtﬁmmhmwmmdehhmﬁwﬂ 1

Buresu & certifisd copy of the sxrtier spplication(s) identifisd above as itlem{s) :
BaxNo.VII  INTERNATIONAL SEARCHING AUTHORITY -
"Cholca of Internatianal Senrchlug Anthority (ISA) (Jf twe or more Intermational Sesrching Authorites are .
compatent 10 earry vut the international search, indicate the Authorily chose; the two-letter code may be weg): ISA. /EPO

hmmmﬁwm.mqh{hmm international-type or other) by the Intsrnationsl Searcking Authorily hax siready besa carried
ot or requested and the Authority s aow requevisd 8 base the bxisrnationsl search to the extent paszibis, on the rexslts of thal variiar search. idaniify
such search or reguext either by rofarence to tha relevans application (or the trevulation thereqf) or by reference to the zearch request

Country (or reglonal Office): Dat (day/month/year) Nusmber:
{ EP 26-10-2001 01204072.1
Box No. YIII CHECKLIST
| This mtwmational spplication containg "This mizroations] spplication It accompanicd by the (temis) marknd below:
the following oumbaer of sheets:
1. requast 4 sheety ! D mdﬁq s E] e
2. descriptien: 6 sheets | 2. E copy of genenl 6. I:] sepemste indications concerning
. power of aioracy depogited microorganisny
3. claims: 1 sheets
3. [ st explaining 7. [] wncleotide sfor smino acid
"4, abstract: 1 sheets Iack of dignature E] sequence listing (diskottn)
4 priovity document(s) K other (apeciy)-Letter Reirut Refand
5. drwwings 3 shoets D identifiad in Box No V1 capy Ewropesn Search Report
6 Sequance list 0 " sheots
B . oritem(y)
Total : 15 sheits
Figure No. of the dawings Gf any) should sceempary the shetract when it is publighed.,
" ‘ox No.IX BIGNATURE OF APPLICANT OR AGENT
‘Next 1o each signature, indicals the Rams of the person signing in JeTson signs (I uch cqpacity is xof obvious Jrom reading |
the requet)
PMG.F. van Wezenbeek
For veceiving Office use only —
1. Dute of actunl receipt of the purported ' 2. Drawioge:
3.. Corrected date of actuul recwipt due to lster but
timely recolved papars or drewings complcting
4. Daic of timely receipt of the required received:
5. Tteretional Searching Authodity 1o, 4 Trensmitial of scarch copy deixysd
specified by the spplicant - until senrch fhe is paid
For Intemationsl Bureau uss only
Dnenfm:llptafﬂnmw.dwpy
by the Intornational Burem: .
Form BCT/RO/101 (lsst sheet) (Jamuary 1994; reprind Jenuary 199€) Sase Noiss to ths requsst form

- .
T T OImen -



This sheet s not part of and doas not count ax a shest of the intermational application 3

PCT

Fex receiving Office
F; FEE CALCULATION SHEET -
_ Anneg to the Raquest International spplication No.
Apphcant’s or sgext’s
filorcieronce  2001.673 WO Dais stemp of the receiving Offics
Appicast )
Akzo Nobel N.V.
CALCULATION OF PRESCRIBED FEES
1. TRANSMITTAL FER IEUR' 0= [7]
. - |£UR 945,= ] S I

4. FEEFOR PRIORITY DOCUMENT

Interoational scureh to be carried st by EPQ
(7 two or mors Mternational Segreking Authoritiss ars competent in reiation io the internations]
application, indicate the neme of the Autharity which [ chosen fo carry out the international seareh )

INTHRNATIONAL FEE

Hasie Fee

The international spplication comtaing
firet 30 sheets

15

EUR 10= | %]

rE?;‘n 4= o]

remmaining shosts additionsl] smomt

Add amounts evtared at b, snd b, and enter ol B |BUR 444,= B8]

Femn

Deslguation
The internationa! spplication consing S8 designations

payable (mazinom 3 )

Add gmounts entered st B and D and enter totat at I |EUR 924, = rl—l
{Applicanss from esrtain States ars entitled to & reduction of 75% of the !
internationsl fes. Where the qpplicant s (or all applicants are) so entitled, the

totad (o be entared at I s 25% of the nem of the smounts entsred ai 8 and D)

smount of desigrmtion fis |EUR 480,= |'D_|

|EUR 30~ [7]

5. TOTAL FEES PAYABLE
Ad gmounty eatered st T, 8, [and P, EUR 1999,=
snd eater total in the TOTAL box.
TOTAL
L= . .
|__ The designation fbe is Dot paid st this time.
MODE OF PAYMENT
. @ authorizstion to charge '
doposit sccoumt {sce below) bank druft coupons
| | choque cash other (xpeelly):
postal money order TEVEnue stiomps

DEPOSIT ACCOUNT AUTHORIZATION ( this mods of payment may not be availabla af all receiving Offices )

The ROY EP_O___ X | aherohy suthorized to charge the total fies indicated sbove to w1y deposit sccount.
X is bereby suthgrizsd to chargs my deficisncy or eredit any overpayment in the total foes indioated above to my

daposit acconnt. . !
in herelyy antharized tn charge the fea for preparation and transmitjal of International
Burcsu of WIFQ to my doposit account,

2809 0012 18 October 2002

Deposit Accotnt Nurber Date (dewinonsh/year) Signanme [G.F. van Wezenbeek

~Form PCTRIVIOL olmaumxﬁmmlm Sas Notaz to the jee cclculation shesi

ST T v e movwrrm - P
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Bitte Ghermittein dis 3 Blatiar 1004.1-3 den EPA In Miinchen, Direiion 9.1.1, und baachian Slu Biait 1004.4, Inabesgndare Nr.3 b, 3
Pleasa forward tha 3 sheets 1004.1-3 ko the EPO at Munich, Direclorals 5.1.1 and pay atientiha la sheet 1004.4, sspeciality point 3 b,
Prikre de laire parveni les 3 feuBles 1004.1-3 4 FOES A Munich, Direclian 5.1.1 st de tenir compta da la fulle 1004.9, notammuent di paint 3

&L:RGEM EINE VOLLMACHT Fur ot s Cabach Fa o v
GENERAL AUTHORISATION are
POUVOIR GENERAL . #.;ﬁmdmrwmm-m No.
59 (rev.)
1

B Y e ¥

—.,—.-

Ich (Wir) /) (We} / Ja {Nous)

ro . ; .
Akzo Nobel N.V.
Velperweg 76
6824 BM Arnhem
The Nethedands .

T : J

bavolimichiiga(n) hermit / do hateby sutharize [ sutarise (autorisona) par is prisenta

°  Schatkwijk, Pleter Cornalis Address of place of bysiness: .
Van Deursen, Petrus Hubertus ° Akzo Nobel N.V. t
Quelle-Fontjn, Monique . Intellectual Property Departmant (Dept. AlP)
Hesselink, Dinah E. P.O. Box B300 . :
Zonneveld, Handrik Jan 6300 SB Armmham

De Vries, Adriaan Jacobus . The Netheriands
Alferink, Petrus Jochannes Theodorus )
Van dan Broek, Ludovicus, A.G.M.

mich (una) In den durch das Euraplische Patentlbersinkoniman Jeschaifenan Verfahren In alien mainen (m;m) Patentangalsgenhailan
i vartreten, afle Handiungen iz mich (Uns) vorzunahmen und Zahlungan Rir mich (Uns} i Empfang zu nehmen. ]
I represent me (us) in al procasdings establiighed by the Ewropean Patent Canvention and ta act for ma (us] in of patént transacians and o
recoive payments on my (our) behall. .
& ma (nous) raprésentar pour ca qui cancama loulsy mes (nos) affaires de brevat dans loute procidurs Inslitude par s Canvenilon sur la
bravat surapden el, 4 ce ire. & agir en mon (nobre) nam st i recavalz des paismants pour mon (nakrs) compa.

Die Volimacht git such fir Verfahran nach dem Verirsg Ober cla Intemationale Zussthmandrbelt suf dem Gablet das Pataniwasens.

This authagyation shal aisc apply io the sama axtant o any procaedings satablishad by the Patant Caaperation Treaty.
Ca pouvalr 'spplique dgalemant & touln pracédure instituds par le Tralld de coopération en maliive de brevets, .

E Waitare Vartrater sind sul sinem gasandertan Blalt angegeten, / Additonal rapresaniabives Incicated on supplementary shaal
Laz suires mundstalras sont mentionnis sur une fauile supplémeniuira. -

E Untervollmacht kann ertelit werden. / Sub-suthorisation may ba given./ La pouvalr pours dire déidgui.
E itte dis gelbe Kopis, ergiinxt um die Nr. der alpameinen Volimacht. an den Volimachigsbe? Zurlicksenden,

Plaass retum tha yaliow copy, supplemantad by the Ganeral Authasdaation Na., to the authorsor.
Pridre de renvoyer la caple Jauns su mandsat, munle du n® du pauveir géndral,

Datum/Dals November 22,

4t Daurssn

. (Holder of Proxy)
Oas Formsciaz mutl Valmachag Justischan Parsonen vam Urasrchvits sigenniing umerewichnet ssin. Nach dar Untarachil
ﬁﬁ%&%&mﬁ%umwﬁﬂmnm mmummmm.;-bu e

Tha lorm sumt baar e parsonal signature(s) of e suthorisor(s). (In e cass of legal perscns, tut of tha afficar empewarsd & sigrt). Alter tha signatur, ghess
mm:duuwum“hn&-dmmm.ﬂmmmnm. y et
Le formutaire dok ue tignd o2 b propr Meln du (da) inandans) {dans Ia cas ds pascanas morales, da s parsanna ayant quali pour signar), Veulaz ajoulsr &l
llllm“hmhﬂ.lrﬂl‘l[ﬂl(‘-‘wwﬂtmmhﬂl‘lmm.l-hﬂhl:‘llllildlhlﬂ.

EPAIEPOIOES Form 1004.1 04.52 ‘ ' .

r—————— = - e =e el wYCERCECTES - . ) - " - -
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SUPPLEMENTARY SHEET

This sheet is part of:
concerning:

signed in the name of;
dated:

Additional representatives:

KRAAK, Hajo

HOGENBIRK, Marijke

DE WEERD, Petrus Gerardus
Wilhelmus ' .

VAN WEZENBEEK, Petrus Maria
Gerardus Fransiscus
HERMANS, Franciscus G.M.

MESTROM, Joannes Jozef Louis

VAN GENT, Marieke
KEUS, Jacobus Albertus Ronald

SCHOLD, Zaid Olof
JONSSEN, Christer

ANDERSSON, Roif Efling

EPA/EPOIOEB Form 1004. 1 04.92
General Authorisation No. 59 (rev.)

Akzo Nobel N.V.
. November 22, 2001

Address of place of business:

N.V. Omganon .
Patent Department e
P.O. Box 20 .
5340 BH Oss

The Netherands

Intervet Intemational B.V.
Patent Department
P.O. Box 31 ,
5830 AA Boxmeer

. The Netharands

Eka Chemicals AB
Patent Department
Box 11556 .
S-100 61 Stockhiom
Sweden -

Akzo Nobel Surface Chemistry AB -

Intellectual Property Department”
S-444 85 Stenungsund
Sweden )

R s el | U



/

1’
[

e et s e b W e WS LSS COMIAIIE ) FSTTACL I I WS VA RRLTP CRUNUSINE AMIRCT 1LY UF, §f PG OF SIOTS AURNNED Uy CONMpSIST, Wil SNy Lne Ssien

by the applicent. The full aases ar two-Jetter codv of that Authortly mey hﬂhﬂblhwhlml the i bekone:

IPEA/
PCT L
DEMAND
under Articls 3 of the Patert Cooperstion Treaty:
WWMMBWMWWNMMd
intenational profiminary cxsmination ecearding to the Patent Cooperstion Trety.
For Tateraxtiona! Preliminey Bssmining Anthority vas anly
| msmtifcation or PEA Jn-umﬁ.'genmm
BoxNo.I IDENTIFICATION OF THE INTERNATIONAL AFFPLICATION ;wll 1.67;%“
Eermationsl spplication N, Tartecnational filing dute (day/monthvyear (Earficat) Priccity dats (day/imontivyear)
PCT/EP02/11732 31-10-2002 26-10-2001
Tifio of Envectioa B

“Use of (115,17f)-11-(1,3-benzodiaxol -5-yl)-17-hydroxy-17-(1-propynyl)-estra—4,9-dien-3-one in the trectment
of mujor depressive disorder”

Box No. I AH'HCANI‘(I)

Nammo sad address: (Pamily noas fliowed iy piven noms; for 2 lagal sntitn full official derignotion. The | Tolaphons No.:

addrexx paxt {nolyde pastel apsde el pazes of connivy,) 0412-666380
Akzo Nobel N.¥V. Faczimila No.:

rweg 76
V‘l‘:‘ 0412-650593
The Netherlands
-'!-‘h'ilhﬂn.:

Mﬂ.a.md’nﬂuwNL &mﬂ;mdmﬂmm

Nane and! addrens: (Faslly ssss fillowed by givas nawe: for o logul entity, foll officiel deslption. The address mant incieds peaisl codit axd sy of somiry)

SENNEF, Cornelis
N.V. Organon
Postbus 20
3340 BH Osg

* | The Netherlands

State (1.« country) of nxtionality: NI, Btate (Le. cowtry) of residenee: NI,

Nxme aod ackirees: M—wyy——p.uﬂnﬁumma—muﬁﬂ-ﬁd—d—m
PEETERS, Banardus, Wijnand, Mathys, Marie

N.V. Organmn

Postbus 20

5340 BH Ogs
The Netherlands

State fLa. corntry) of nationalty: N Biato (7.« coursiry) of residence: VT,

>

[] Porther spplicacte are fatiato cx ¢ coutiomstion steet.

Fam PCTAPBAMO] (firat shoet) Clxzmry 1994; reprit sy 1956) Sav Noter to the despnd form
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Tatemational apphication No.
ShectNo. 2. PCT/EP02/11732

Box No.II AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

The falowing pasen is [ﬂ gt D commy repremeaiive
axd s been sppointed ertier and ropresents the epplisant(s) alm for intersetions! predimisasy womination.

D a haraby appoizied acs! sy exciier sppaintent of () agam(s)comson reproscesa tive bs barby revoied.
D ilﬂ#ﬁ!m&hmwhwmmm.iﬂhhhm

Maze and sédrms Mmﬁhﬂbmmﬁr-wuﬂﬂﬁlwm Tedaplrma Nz
T nikiress smat inchude postal apde snd pang of comntry )

04]2-666219
VAN WEZENBEEK, PM.G.F. Faceimile Na:
P.O. Box 20

0412 92
S340BHOm . . 6303
The Netherlands

Toloptotar No.:

Mdark this aheck-hox 'whers 2o sgert or oeumen eprossutative isfimes boen appeinted apd the spass alovo fs oeed instesd 1o indicets & speuial sddrom to
wiivh cormupandsnos shauld be st

Bex No. IV STATEMENT CONCERNING AMENDMENTS

Tie sppiicact wishos the intortiom) Proliminacy Exmnining Authority*
® B] 0 atart tho intomational prafiminary ceemination on the hasis of the Luterustiom] applisstion as erigioally flad.
@ E] 0 takm it acoomst the smmdmerss mder Artiols M4 of

D fhe doscription {amesdments stinshed)

E:l the ulains (xmendments sttached).

D tha drawings (xmendowniy stinghed)

0id) 1o tale Ixio spsount axy enpnduenty of the claims mxier Artizla 19 fiod with the Mtoratiern] Burean (a copy i attachad).
™) D o disrogard arty axmodmects &f the clatws mede nader Articla 19 and to consider them as svermd.
™ 10 pastpops the swt of the intersations] proliminery cemisetion utll the expirstion of 20 mocths fiem the pricrity dein unlom that Anthoeity rescives &

D sopy of my sopndeents meds vader Artiols 19 or s notics fom the spplicent thet be doss oot wish t ks sech amendugs (Rule 69_1(8)). (T dhwek-
ex wany be marbed only whars the thme Xalt mader Artile 10 has net yet axpired )

. Where m chesk-bhex in mwriond, ittarretioon] profiminery eaemirstion will stazt oo the hesis of the jvienations) appliestion as origieally filsl or, shoe a
mdmﬂ.ﬂlhbdﬂnﬂ-ﬂhml!lﬁmdhmlmwMManh&-h—l
Prolirconry Emigheg Autharity Sofire it e tog o S up a writtes spision or the intemations] prefimisery exgioation regort, a8 o gmeexied.

Box No. ¥ ELECTION OF STATRS

The spplicant bursley slncty all alighhis Stutvs (that ix, all Biatuy eish Aevy boen dexignated and which are deund by Chegler IT of the FCT) encegt_

(1f the appiicant doex ot wish to eleet cartaln ellgible Riates, tha namefr) or cowntry codafk) of ihars Bstes st be indiosted alvove.)

Form PCTAPEAMD] (sceond sheot) (Temmry 1994; repxint Jammry 1996) . Sas Noten to the devsand form

| O . I
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Itsrational application No.
Bhent No. 3. PCT/EPOY11732
BoxNo. VI CHECKLISY
The dexyand is scommmpuricd by the fulleing destemnts S the “For Itmationa] Proltminary
ppases of intometiona] prolintinery o o Bxumiplng Acthexity o exky
1. amenduentsunder Artials 34 recoived 10t roonived
dexxiption sheey (I | .|
s - O O
Sawings shants
2. lettor secumpenying amendments D D
teder Artials 34 ety N J
), eopy of emepdiamis under Artiale 19 sheets E] D
4. copy af saterext under Artlale 19 shests D D
3. other frpecily): s D D
The deroend i alao aceompunied by the item{s) mezked balow:
[ ] comnm dpnd power et ecney a[x] mmcincednn
2 D vopy of g=oams] powes of sttormey s D other (apecily:
3 D siatoment mplaining ek of stgmime

Box No. VIl SIGNATURE OF A¥PLICANT, AGENT OR COMMON REPRESENT ATIVE

Nuxt 1o aach dgnoture, indioats the nawe of the person sigriny and the capecity in wiich the purson zigns (tf mch capocily ir sot abvieus flom reading the demond).

QS LA

VAN WEZENBEEK, PM.G.F

1. Dainafsctwn] rezelpt of DEAAND:

2 Adhmind dain of mcsips of deomad doo
#a CORRECTIONS txaes Ree 60,15

3 The date of receizt of the dermnd fa AFTER th cxpiration of 19 mopths The applicert hes been
from the priority dete sad jtem 4 ar 5, balow, doxs not syply. fofrnond socankingly.

4, D Tim dato of reseipt of the domend ls WITHIN the period of 19 oecmties foorn the prisrity deto 83 seinnded by virton of Role §0.5.

L3 D a“hdn‘rﬂpd’hd—d'—:hhﬁ-ﬁ-ll’ ety from the priarity date, the delay in mrive) i IMCURED porsmant to Rule

For kternetioom] Bursat s anly
Deared reouived from IPEA o

Farm PCTAPEAMO! (last shat) (lamoary 1994; rmpciet Jumuay 1956) Ene Notar to the demond form

TONA. W Wes el Gl - U L ——

34
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FEE CALCULATION SHEET

L CHAPTER I l 99—*

Amex to the Demand fbr Infernational prefiminary examieation

Intoreatioral

wplimionNo.  PCT/EP02/11732

Apyplicanty or agent's

file reforenco : 2001.673 WO Dute sismp of e IPEA
Applisunt Akzo Nobel N.V.

Caleuintios of prescribed foms

1. Paliminry casination e

2 Handling fn (4ppliouets from cartain Sinter are
autiffad t0 & redection of 75% qf the handling foa.
(. Whare the applcant is (or dll ipplicsnts ars) 20 en-
: dded the ancunt i be entsred at K i 25% of the
Tundiing fim.}

{BUR 1530,= 7]

|BUR 159, [u]

3. Tetal of presribed foo

Add the amaucts coterod ot P and H EUR 1639,=
and eater tota] fn thy TOTAL o
TOTAL
Made of Payment )
swhxyization to cherge depesit

[ e [ o socee
Dlﬂ-lnlnvm E] conpen

1y dopaeit socoungt.
28090012 . 26032003
Doponit Asscat Nozber Dutn fdgrincmshbuer)

Depuilt Aczoont Autherizetion (this mods of poastnt may not be aveflobls o all IPBAs)
TaPBA/ EPO m s hoarehy anthosized te chucge the toe] fes inlicatad shove %o my depuslt scasunt,

{thix cluch box way be marded enly if the conditions fir deposit acoouxts of the
ecthorized b Chunge sy daficleany o esit gy ovew paymmens i e

VAN W,
Signatur

Form PCT/IPRAMO] (Annex) (amusy 1996)
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PATENT COOPERATION TREATY 32,

From the INTERNATIONAL SEARCHING AUTHORITY PCT
To: =

5 NOTIFICATION OF TRANSMITTAL OF
I!Ag HggENgEEK ’ P.M.G. B' " ancield door w&lt THE INTERNATIONAL SEARCH REPORT
NL-5340 BH Oss ~ - ; OR THE DECLARATION
NETHERLANDS m. cpgancoien | A

Bwctdd (PCT Rule 44.1)

i ]
- th

Oate of mafling
p| (dewhoniyse)  14/03/2003

Applcants or agant's fi raference

2001.673 WO FOR FURTHER ACTION  8ee paragraphs 1 and 4 below
Intemational appiication No. . Intemational fling date

PCT/EP 02/ 11732 - | (daimontniysed 217102002

Applcant ;

AKZO NOBEL N.V. -

1. m The applicant is hereby noiified that the inlemational Search Report has besn sstabished and s ranamitisd henswith.

Filing of amendments and stutemaernt under Artiole 18: )
Tlnnpplcalllslnﬂlhd.Hhe.nwhtn&hmmdalnlofhlntﬂnmmw(&amhﬂ):

When? Thahaln'lthrﬂlngmmanulammyzmonmmmodnndwulm
mahnm&uuhmpathm for more defalis, see the notes on the accompanying sheel.

Where? Dieclly to the  Intemational Bureau of WIPO
84, chamin dea Colombotise
1211 Ganova 20, Switzerland
Fazscimie No.: (41-22) 740.14.35

For more detalled instructions, see the notes on tha accompanying sheet.

2. The applicant Is hereby notifiad that no Inlemational Search Report will be established and that the declaration under
I:I Arid?%t:)(n)hhﬂuﬂodhﬂnmﬂhd herewith.

3 EI With ragard to the protasi against payment of (an) additonal fes(s) under Rule 40.2, the appiicant Is notified that;

D me&mmmmmmmmmummmmmcmm
f'a request to forwand the taxts of both the prolast and the decialan thereon to the designated Omces

D no decislon has been made yet on the protast; the applicant will be notifad &8 ecan as a dacision [s mada.

4. Further action{s): The applicant is reminded of the foNowing:

Shoitly atier 18 months from the priority date, the international appiication wil be published by the Inlemational Bureau,
i tha applicant wishes 1o avold or postpone publication, a notica of withdrawal of the (ntermational application, o of the
priority claim, must reach the Intemational Bureau as providad In Ruiss 80bis.1 and 804/a.3, reapeciively, before the
compietion of the technical preparationa for intamational publication.

" Within 18 months from the priority date, a demand for iIntemational preiminary examination rmuet be fied If the appilcant
Mshubpommmemwmmlnaﬂmalmm untl S0 months from the priority date (In some Officas even later).

Within 20 montha from the priority date, muppllwttmuuplmrm the preacribed acta for entry Into the nalianal phase
bafore all designated Otfficss which have not bean elected in the demand or in a later slsction within 18 months trom the
priortty date or coukd not be alaciad because they are not hound by Chaptsr 1.

Name and malling address of the mwnlﬂonllsgmmn.um Authorized officar
Mnmlkbo. P.B. 5818 Petentiaan 2 )

HV A}
Tol. (+31-70) 3402040, Tx. 31 851 spom, "~
m‘(m-rg)m-ﬁu *e ‘

Sylvia Hermier

Form PCTASA/220 (July 1998)
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NOTES TO FORM PCTASA/220 Bf

These Notes are Infendad to give the bmle Insiruetions conceming the ling of smencments undar article 18. The
Nolss we based on ths recuiremenis of the Patert Cooperation Treaty, the Reguistions and the Administrative instructions
under that Tresty. in oass of disarepancy beiwesn theas Nolea and thoss requirementa, the latier sre spplissbie, For more
detsiled information, sse also the PCT Apploant's Guide, a publiastion of WIPO,

in thess Noles, “Article”, "Flule”, and "Baction” refar to the provisions of the PCT, the PCT Reguisions and the PCT
Administrative Instrutions respectively.

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 18

The spplicant has, aflsr having recelved the intemational search repot, one opporiunily to amend the disims of the
international applicstion. R ahould however be smphasized that, sinos all parta of the Intamational sppiination (olaims,
wum)mzhmmhmmm sxaminstion thers
no nead io fle amendments of the claims under Articla 19 axoept where, 8.g. the sppiisant wands the latier o be
for the purposss of provisionsl prolsolion or has ancther reason or amending the claiine before intsmationsl
Furthermore, B should be amphasized that provisional proteation Is availabis in some States only,

Whet parts of the inlnrnational applicetion muy be amended?
Under Asticle 18, only the olakre may be amended.

During the international , the elaima sing be smended (or futher smendad) under Aticie 34 before

inte the netional , all of the Intemnationsl be amendied under Artiols 28
:lrllnnm r: 21‘- patts onal applioation may

When? Within 2 montha from the dais of trermmiiial of the intermational sserch report or 18 monthe from the prioily
date, whichever tirna Emi sxpires ister. & should be noied, howevar, thal the amendmants will be conaldered
aa having been reosived on time U they ere recsived by the inlsmational Bureau after the expirstion of the

time Gmi but befcre the compietion of tha technieal preparsiions for intemational publiostion

(Ruls 45.1),

Whate not to file the amendments?
The amerximents may only be fled with the internationxl Buywau and not with the recelving Offios or the
inlemnational Searching Authorily (Fule 46.2),

Whare a dsmand lor infamnational prefiiminary mxamination has bean As flad, see below.

How? ;-::mmwmﬂ-mwmmwmmﬁmeyMEﬂd

A replacement sheet rmust be submitted for each sheet of the daims which, on sooount of an amendment or
amendmenis, diffars from the shest originally Sed.

Al thw olgims appesring on & replacament sheat must be numbared in Arsbie numerals. Where a olaim b
eancalled, no rerumbering of the atiher alaims Is required. in all cxsss witers clalims tre reurnbened, thay fmust
be renumbered sonsecutively (Administrstive instrustions, Beolicn 205(53).

The amendments mist be made i the lnguage in which the intermationsd appfication s fo be publishad,

What docunents mest/may acoompany the smendments?
Latter (Section 205()):
Tha emendments muat be submitied with a leiter.

The letier will not be published with the international application and ths smended daims. It should nat be
confusad with the "Stalemant under Artiole 15(1)" (ase below, under "Statemant under Articie 19(1)%). -

The isttor must be [n English or French, at the cliolcs of the applicant, However, If the lsngusge of the
intermational application ls the lstisr munt be In English; if the langunge of the international applicatin
hm;ﬁ:ﬁ-ﬁnmh?ﬁh:m = oo "

Notes to Forn PCTABA/220 (frst sheet) {January 1894)
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NOTES TO FORM PCT/ISA/220 (continued)

The letter must indioals the differenoss between the cizims as fled and the olaims as amended. it must, in
particcdar, indioabe, i conmeation with sash dlain sppearing in the inlemational applostion (it being underviood
thai identical indications concsming saveral elaims may be grouped) whather

the slaim i unchanged;

the slaim b oancelled;

the olaim b new; -

ths olaim repisces one or more alaima =s fled;

the olaim is the resutt of the division of a claim s fled.

TTEREB2

mp.hull-n-hmln-ﬂdum-ﬂlnmdh-ﬁﬁdlnh

1. [Whem originally there were 48 dlaims and after amanciment of same claima thare are 51);
“Claimas | to 29, 31, 32, 34, 35, ﬂbﬂwwwﬂnhﬂhmmm
olaims 30, 33 and 36 urchenged; new dsims 48 Io 5t added.”

2 m MMlSMuﬂnﬁerddﬁanﬁ}:
1 io 15 replaced by amanded daims 1 to 11."

3 Mnul?ulyh.m“dh.ﬂhm“mﬂho-ﬂ'mm-ﬂhm
“Clsima 1 io 6 and 14 unchanged: olaima 7 canaslied; elaims 15, 16 and 17 adkind." or
"Clama 710 § auuubd:nudﬂnﬂs,w-ﬂﬂlﬁd;:'ﬁd-:;uw

s “Claima 1 10wmm11h1:.?m|9mm1ﬂ15-ﬂilnﬁ-d amended
clzim 14; claim 17 yubdivided irto amendad clelms 15, 16 and 17; new clsims PO and 21 added. q

“Staberoant under arficle 19{1)" (Rula 48.4)

The sistement will be published with the inlsmational applioation and the amendied cleims.
R inust be n the lenguage In which the nismnational appplicsiion Is to b published,
R rmust be bief, nol eoseding 500 words I in English or if trunsisisd into English,

it should not be confused with and doas not reptace the liler indicating the differsnces batwean the clalms
s fied and a3 amendad, & must be Ged on & sepassie sheet and must be identified as such by & heading,
prefarshbly by using the words "Sialement undar Artiole 19(1).*

lmMuﬂnnthm“mthMwﬁuhmdm
containad in mtﬂ-huuhdﬁu..nhuﬂhnﬁmd-h soniained in the nlsmational search
MmqhmmhmmdeMdﬂn

Conssurencs i a damand for international praliminary sxaminstion has siready been fed

I.dhliniel’lhﬂuum under Artiale ﬂ.lchnullhrbl-ndhulpiinh sxamination
Audhorlly {see Rule 2 2(a), firsl aentencs).

Consapisnca with regard Lo transiatien of the intemstional sppiication for entry into the netionsl phase

The appiiosnt'a sttention i drawn to the fect that, where inio the national , & transiation of the
dairs s arnended undaer Artiols 1lm-yl|mhh-lnm w“o&-.iﬂdd.u
in addiition o, tw transistion of e olaims as fled.

For Axthar datalls on the requiremants of sasch designatedisisaled Office, see Vohums |l of the POT Applloant's

Notea to Form PCTASA/220 (sscond sheet) (January 1894)
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PATENT COOPERATION TREATY W

PCT

INTERNATIONAL SEARCH REPORT
(PCT Asticle 18 and Rules 43 and 44)

Appiicant's or agent’s fla referance FOR FURTHER 5ee Notificaion of Tranamittal of intsmafional Gearch Report
Form PCT/RA220) as well as, where applicabls, ltem 5 balow.

2001.673 WO AcTioN )sanele ’

Imemalional appication No. Internaticnal fing ca® (day/montvyear) {Eariieet) Priorty Dala (day/montfvyear)

PCT/EP 02/11732 21/10/2002 26/10/2001

Applicant

AKZO NOBEL N.V.

This intemational Search Report has been prepared by this inismational Searching Authority and Is tranemittad to the applicant
according to Article 18. A copy |a baing iranamitted fo the Intamational Bureau.

This Inemationel Ssarch Reportconalstacfatoief____5 _  ehaets.

It le aleso accompenied by a copy of aach prior art documant clted In this report.

. Basis of the report

a. With mgand to the language, the Intamational search waa carried out on the basis of the International application In the
language In which it was fled, uniesa otherwise indicatad undsr this tem.

[C] twrematonal search was caned out on the basia of a transiation of the ntemaiional application furished to this
Authortty (Rule 23.1(b)).

b. With regard to any nucisotide and/or amino scid sequencs discipsed In the inlemational appiication, the Intemational search
was carmied out on the baais of the sequence lsling :

conteined In the intemational epplication In writtsn form.

filsd togsther with the intemationsl application in compuer readable form.
fumnished subssquantly to this Authorlty In written form.

furniahed subsequantly to this Authority In compuier reaciie form.

the siaternent that the subsequently fumished wiftten saquence listing does not go beyond the disclosure In the
Intemational appication as filed has bean fumishad. o o

the statement that the Information recorded in comnputsr readable form [e idantical to the written saquence listing has baen

Cartain clabns wers found unsearchable (S8e Box I).
Unity of invention is lacking (see Box I1).

O O O0O000

4. With regard i the titfe,

[X] the text is approved as submitied by the appicant.
] the texthas been established by this Authorfty 1D read as follows:

5. With regend io the abstract,

[X] the text s approved as submitied by the appiicant.
the text has been established, according to Rule 38.2{b), by this Authority a8 It appears In Box (Il The applcant may,
[ mmhmmmummmmmmlmmup'!mumneommubmﬁm.m

6. The figure o tha drawings %o ba published with the abstact Is Figure No. =

] a8 supgesind by the appicant. [X] noneotte figurss.
[} becauss the sppiicant talled 1o supgest a figure.
[[] because this figure bettar chamcterizes the invention.

Form PGT/ISA/210 (firet sheet) {July 1068)
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INTERNATIONAL SEARCH REPORT

Intamalional Appliostion No
PCT/EP 02/11732

v2

tPe ARk

According to Intamaflons! Patent Clasalffication (C) orto both national ciasslfication and PG

IPC 7 A6IK

Minimum docymentation sesrched (ciasaification systemn followed by classification symbois)

Docmantaion searched oher than minkmum documantaiion to the extent that such documents am inciidad In the fiakdy searched

Eleciroric daia brse consuiad Guring the Imemational search (Rame of data base and, Whars pradical, SGErch tarms used)
EPO-Internal, CHEM ABS Data, MEDLINE, EMBASE, BIOSIS, PAJ, WPI Data

C. DOCUNENTS CONSIDERED TO BE RELEVANT

Category *

Gitation of document, with indication, where spproprisie, of the misvant passages

Aelevant to claim No.

X EP 0 763 541 A (AKZO NOBEL NV)
19 March 1997 (1997-03-19)
cited in the application
page 2, 1ine 48 - 1ine 51
page 3, 1ine 2 - 1ine 3
page 3, 11ne 55 - 1ine 56
examples 1,11,12
claims 6,8,10
Y the whole document

m Further documants ars lisiad In the continuation of beat G,

E Patarg family membars aro fsted [n sanex.

P “ﬂmﬁ“‘“"&”“m fling dade but

e amem— "t o st o st g e

"A' documant defining the stuip of the art which I not

A mnﬂuﬁﬂm clbad to undarstand the principle or theory undarlying the

"E* earfiar documant but published on or aflsrths intsmational docummant of particular relevance; the claimed tvention
fiing caio * mnﬂhdﬂnmnmlwgu‘.ﬂbAMh

'L documant which Illmthullllonmrlly d-n(lanr Ivolve an ventive slep when the document i taleen alans
which s ched to the pu date of " document of particular rslevance; the claimed ivention
cinfion or other spectal rexson (23 spacifiad) canaot be considaced to invoive ain iTventive: siep when the

‘0" document rafaring o an omd discioaure, usa, exhibiion or docarnent b combined with one or momn other such docu--
gthar maans mu:ﬁn baing obvious 5 & parman akiad

'4" document mamber of the mune patent famby

Dets of the actual compilation of the imlsrnaflonsl saarch

10 March 2003

Date of maling of the Intarmational saarch report

14/03/2003

Name and malting accireas of the ISA
European Patsnt Offica, PB. 5813 Palantiaan 2
NL -- 2280 HV Rijswik
Tol {+31-70) 40-2040, Tx. 31 851 eponi,
Faxt: (+31-70) 540-3018

Authorlmd afficer

Langer, 0

Fomn PCTASAR10 (sacond shewt) Gluly 1562)

"t - - Srm - b

page 1 of 2




INTERNATIONAL SEARCH REPORT

international Application No
PCT/EP 02/11732 215;

G{Continusiion) DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory *

Chation of document, with indication, whers appropriats, of the relwant passagos

Ralsvant to clalm No.

Y

P,X

NO 99 17779 A (BELANOFF JOSEPH K

; SCHATZBERG ALAN F (US); UNIV LELAND
STANFORD JU) 15 April 1999 (1999-04-15)
cited in the application

abstract

page 2, 11ine 6 -~ 1ine 22

page 5, paragraph 1

page 9, 1ine 5 - 1ine 29

page 13, 1ine 28 - 1ine 30

page 23, paragraph 1

claims 1-3

US 4 814 333 A (RAVARIS CHARLES L)

21 March 1989 (1989-03-21)

cited in the application
column 1, 1ine 52 - 1ine 56 .
column 2, 1ing 43 - 1ine 52 )
column 6, 1ine 51 ~ 1ine 55
MURPHY B E ET AL: "Possible use of
glucocorticold receptor antagonists in the
treatment of major depression: Preliminary
results using RU 486"

JOURNAL OF PSYCHIATRY AND NEUROSCIENCE,
OTTAMWA, CA,

vol. 18, no. 5,

1 November 1993 (1993-11-01), pages
209-213, XP002091170

ISSN: 1180-4882

abstract

page 209, colum 1, 1ine 1 -page 210,
column 1, 1ine 8 -
AGARWAL M K, HAINQUE B, MOUSTAID N, LAZER
G: "Glucocorticoid antagonists"

FEBS LETTERS,
vol. 217, no. 2, June 1987 (1987-06),
pages 221-226, XP002195329
page 222, column 2, 11ne 11 -page 223,
column 1, Tine 1°

WO 02 076390 A {BELANOFF JOSEPH K ;CORCEPT
THERAPEUTICS INC (US)) *

3 October 2002 (2002-10-03)

page 6, 1ine 24 ~-1ine 27

page 15, Tine 24 - 1ine 28

WO 02 096433 A (BELANOFF JOSEPH K ;CORCEPT
THERAPEUTICS INC (US))

5 December 2002 {2002-12-05)

page 6, 1ine 7 — 1ine 10

page 14, 1ine 6 -~ 1ine 10

1-9

1-9

1-9

1-9

1-9

Fam PCTASA210 (santinustion of seeond sheed) (uly 1908}

page 2 of 2
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' intemational application No.
INTERNATIONAL SEARCH REPORT PCT/EP 02/11732 ¢/ /(/

Box1 Observations whare certaln ciaime were found unaearchabie (Continuation of tem 1 of first sheet)

This Intemational Saarch Report has nat baen established in respect of certain clalms under Articia 17(2)(a) for the foliowing raasons:

1. m Ciaims Noa.:
bacauss they relate 1o subject matter nat required to be searchad by this Authority, namely:

Although claims 8 and 9 are directed to a method of treatment of the

human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2, D Ctaime Nos.:
becauss they relate to parta of the Iintemational Application that do not comply with the prescsibed raquiremenis to such
an axtant that no meaningful international Search can be carriad out, specifically:

3 D Claims Noa.:
because they are depandent claims and are not crafied in accordancs with the second and third sentencea of Rule 8.4(a).

Box T Observations where unily of nvention ls lacking (Continuation of Item 2 of first sheet)

This intamational Saarching Authorfty found multiple Inventione in this intermations! application, as folows:

1. D Mquﬁ;:;ﬂlwﬂmﬁhnmﬂmwdwmwuwalmmmmmu

' 2 DMdlmmmhmmmeﬂbﬂ]mﬂmmmmba.wnmumwdldnutlnwhpaymm
(_ of any acditional fee.

3. Aa of th uired aridfional search feas the thia Intamational Search
[] 22,20 soma of e recuited actorl searoh fecs wors timat pad by tha apphoart, i I Report

4. No required adkdiionat ssarch fee imely the applicant. Consequently, this intamational Bearch Reportis
D rntrgdbhlmanﬂm nr!m;mlnhewmb::nhmuadWMsNu: por

Romark on Protast D The eddtional ssarch fess were accompanied by the epplicants prowst.

D No protest accompanied the payment of sddijonal search fees.

Form PCTABA/210 (continuation of first sheet (1)) (July 1808)
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INTERNATIONAL SEAR.CH REPORT

Inteenational Application No
Informatian on petankfamily members rer/er o2z YT |
Patent document Publication Patent tamily Publication

cited In esarch report dap - membar(s) date
EP 0763541 A 19-03-1997 EP 0763541 Al 19-03-1997
6k 3031116 T3 31-12-1999
AT 182596 T 15-08-1999
AU 711369 B2 14-10-1999
AU 6211996 A 20-02-1997
BR 9603429 A 12-05-1998
CA 2182771 A1 18-02-1997
CN 1147520 A 16-04-1997
CZ 9602386 A3 14-05-1997
DE 69603425 DI 02-09-1999
DE 69603425 T2 20-01-2000
DK 763541 T3 28-02-2000
ES 2137625 T3 16-12-1998
K 1002010 Al 07-04-2000
HU 9502269 A2 28-04~1997
I 118974 A 13-09-2001
; JF 9104696 A 22-04-1997
NO 963427 A 18-02-1997
NZ 299181 A 22-09-1997
PL 315733 Al 03-03-1997
RU 2135514 1 27-08-1999
o 52834 Al 28-09-1998
R 970210 A2 21-03-1997
™ 464654 B 21-11-2001
US 6011025 A ° 04-01-2000
W0 9917779 A 15-04-1999 AU 747956 B2 30-05~2002
Al 9683298 A 27-04-1999
CA 2302586 Al 15-04-1999
CN 1272788 T 08-11-2000
EP 1023074 Al 02-08-2000
P 2001518509 T 16-10-2001
NO 20001748 A 05-04-2000
NZ 503250 A 28-09-2001
WO 9917779 Al 15-04-1999
( US 6150349 A 21-11-2000
US 6362173 B1 26-03-2002
US 4814333 A 21-03-1980 AU 3198589 A 06-09-1989
WO 8907842 Al 24-08-1989
WO 02076390 A 03-10-2002 WO 02076390 A2 03-10-2002
US 2002169152 Al 14-11-2002
WD 02096433 A 05-12-2002 WO 02096433 Al 05-12-2002

Fann PCTASA/Z10 (pater family snnex) (il 1062)
W1 T TR e
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INTEUATIONAL SEARCH REPORT

m/? oz/1173: }/é

According 10 Inlemafions] Palent Classification (IPC) or 10 both nafional clesaliiestion and IPC

B. FELDS SEARCHED

Minimum documanistion
IPC 7 A61K

ssarchad {clansification systam followsd by ciamification symbols)

wmmmmmnnmumm«m In the Sekls sesrchad

Elsctronic deia base consufiad during the interational search {(nams of data base and, wham praciical, ssarch tamas tmad)
EPO-Internal, CHEM ABS Data, MEDLINE, EMBASE, BIOSIS, PAJ, WPI Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Catagory * | Ciiaflon of dociznant, with indication, whare appropiiale, of the relevant passages

Ralwani to claim N,

cited in the application
page 2, 1ine 48 - 1ine 51
page 3, 1ine 2 - 1tne 3
page 3, 1ine b5 - Jine 56
examples 1,11,12

claims 6,8,10

Y the whole document

X EP 0 763 541 A (AKZO NOBEL NV)
19 March 1997 (1997-03-19)

1-9

1-9

m Further dozuments are Beled in the continumtion of bax C.

E Palert byl members are Baled In annax.

-

* Spacial calegotias of cliad documents :

y.y mw:n ganeral siste of the wit which s nol

1 docusneni bal
E -‘I;“ publiahed on or afisr the bniemalional

O a a5 el oo pulbAcabue, s o mkar
cliafiot or sthar special renson (ae spacified)
or ﬁ—lmn-mim_ axhiblion or

p* mw;g.hllw {lling cisie but

wumr&nm:mu o Iﬂ
Invenilon
‘X' documam relovance;

involve an irveniive step whan the dociment I taken alons

*¥Y* documsn! of pwiicuisr relsvance; the caimad invention
cannot be considared to tnvolve an imeniive stap whan the
dooumant ls combined with ane or mor other such docu—
Inths ait s

*8" documant mamber of the seme palant famlly

Data of the achsl complafion of the inlamafional samsrch Dain of mwaling of the Inlemational sserch report
10 March 2003 14/03/2003
Nams and malby address of ihe 1SA Aulhorized gliicer
Buropaan Patant Oltice, P.B, 5818 Palsnilsen 2
T&mnmm n,
Fax W31-70) M0-8018 o Langer, O

Fonn PCTASAVE10 fescone shael] (laly 1008}
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Cintlon of docurnent, with Indicerfion where eppropriate, of the relevant passages

Ralevant lo claim No.

Y

P.X

WO 99 17779 A (BELANOFF JOSEPH K

s SCHATZBERG ALAN F (US); UNIV LELAND
STANFORD JU) 15 April 1999 (1999-04-15)
cited 1n the application

abstract

page 2, 1fne 6 - 1ine 22

page 5, paragraph 1

page 9, 1ine 5 - 1ine 29

-page 13, 11ne 28 - 1ine 30

page 23, paragraph 1
clains 1-3

US 4 814 333 A (RAVARIS CHARLES L)
21 March 1989 (1989-03-21)

.cited 1n the application
. column 1, Yine 52 - 1ine 56

column 2, Tine 43 - 1ine 52

column 6, 11ne 51 - 11ne 55

HURPHY BEET AL: "Possible use of
glucocorticoid receptor antagonists in the
treatment of major depression: Preliminary
results using RU 486"

JOURNAL OF PSYCHIATRY AND NEUROSCIENCE,
OTTAMA, CA,

vol. 18, no. 5,

1 November 1993 (1993-11-01), pages
209-213, XP002091170

ISSN: 1180-4882

abstract

page 209, column 1, 1ine 1 -page 210,
column 1, Tine 8

AGARWAL M K, HAINQUE B, MOUSTAID N, LAZER
G: "Glucocorticoid antagonists”

FEBS LETTERS,

vol. 217, no. 2, June 1987 (1987-06),
pages 221-226 XP002195329

page 222, column 2, 1ne 11 -page 223,
column 1, 1ine 1

W0, 02 076390 A (BELANOFF JOSEPH K ;CORCEPT -

THERAPEUTICS INC (US))

3 October 2002 (2002-10-03)

page 6, 1ine 24 - 1ine 27 -

page 15, 11ne 24 - 1ine 28

WO 02 096433 A (BELANOFF JOSEPH K ;CORCEPT
THERAPEUTICS INC (US))

5 December 2002 (2002-12-05)

page 6, 1ine 7 - Yine 10

page 14, 11ne 6 - Tine 10
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Box| Observiions whare certain clalms were found unsearchable (Continuation of item 1 of firet sheet)

This Intamaional Bserch Fepost has not been estabiished In Feepoct of cerisin clekms under Arica 17(2)(s) R e following reasone:
1. [x] cwimenoa:
becaLige they relats 1 sbject matiar not required o be ssarched by tis Authlty, nemiely:

Although claims 8 and 9 are directed to a method of treatment of the

human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

[:]oum

of the ntemational Appication that do not with the prescribed requirements o such
an-rm Mmhuﬂduﬂ.m P

s. D Clalma Nos,
anmmeMhmmmammMMdmwa)

Boxl Observations where unlty of Invention Is lacking (Continuation of item 2 of first shoet)

This Intemational Saarching Authorfly found muitiple I'veniions In this iIntemational appliicetion, &s followe:

1. D wmmmmnmmwmmgmmmmmma

2 [ ] gdlummwummmlmmmm . this Authortty di ot invite paymant
any addMtional fee

of the required addiional esarch fees the appiicant, tils inlernational Gaaroh Report
ﬁﬁhﬁah%hmmmm:

eppiloant. Consaquently, this Intamaffonal Seerch itis
o the Inveniion first mentioned In the clalme; it s covered by clalmes Noa.; Fepe
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- Applastion No .
P —— PCT/EF 02/11732
Puant document Publicafion Patent tarnily " Publication
oidnecarcirepat . | dae mamberls) dhaie

" EP' 0763541 A 19-03-1997 EP 0763541° Al 19-03-1997
- GR 3031116 T3 31-12-1999
AT 182596 T 15-08-1999
AU 711369 B2 14-10~-1999
AU 6211996 A 20-02-1997
BR 9603429 A 12-05-1998
CA 2182771 Al 18-02--1997
CN 1147520 A 16~-04-1997
(o 4 9602386 A3 14-05-1997
DE 69603425 D1 02-09-1999
DE 69603425 T2 20-01-2000
DK 763541 T3 28-02-2000
ES 2137625 T3 16-12-1999
HK 1002010 Al 07-04-2000
HU 9602269 A2 28-04~1997
IL 118974 A 13-09-2001
-JP - 9104696 A 22-04-1997
NO 963427 A 18-02-1997
NZ 299181 A 22-09-1997
PL 315733 Al 03-03-1997
.- RU 2135514 C1 27-08-1999
S6 52834 A1l - 28~09-1998

‘TR 970210 A2 21-03-1997 -

™ 464654 B 21-11-2001 -

Us 6011025 A 04-01-2000
WO 9917779 A 15~04-1999° AU 747956 B2 30-05-2002
AU 9683298 A 27-04~1999
CA 2302586 Al 15-04-1999
CN 1272788 T 08-11-2000
EP 1023074 Al 02-08-2000
JP 2001518509 T 16-10-2001
NO "20001744 A 05-04-2000
NZ 503250 A 28-09-2001
NO 9917779 Al 15-04-1999
us 6150349 A 21-11-2000
us 6362173 B1 26-03-2002
US 4814333 A 21-03~1989 AU 3198589 A 06~09-1989
) : L WO 8907442 Al 24-08-1989
WO 02076390 = A 03-10~-2002 WO 02076390 A2 03-10-2002
US 2002169152 Al 14-11-2002
WO 02096433 A 05-12-2002 WO 02096433 Al 05-12-2002
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Adm. opgancaien
From the Beichidd 7
INTERNATIONAL PHEUMINAHY EXAMINING AUTHORITY - %A?
Tor PCT {pe.ds
VAN WEZENBEEK, P.M.G.F. Aleggen
P.0. Box 20 .
NL5340 BH Oss NOTIFICATION OF TRANSMITTAL OF
PAYS-BAS THE INTERNATIONAL PRELIMINARY
EXAMINATION REPORT
(PCT Rule 71.1)
Date of malling
(dainonthienr) 19.12.2003
Applicants or egent’a fie rofarence
2001.673 WO IMPORTANT NOTIFICATION
Intsmational application No. Intamational fillng defte (daysmonthisar) Priority date (dayanthiear)
PCTEPO2A1732 21.10.2002 26.10.2001
Appicant
AXZO NOBEL N.V.

. The applicant is hereby notified that this Intemational Preliminary Examining Authority transmits herewith the

Inte;national preliminary examination report and its annexes, if any, established on the intemational
application.

A copy of the report and its annexes, if any, is being tnansmitted to the Intemational Bureau for
communication to all the elected Offices.

Where required by any of the electad Offices, the Intemational Bureau will prepare an English translation of
the report (but not of any annexes) and will transmit such translation to those Offices.

The applicant must enter the national phase before each elected Offica by performing cartain acts (filing
translations and paying national faes) within 30 months from the priority date {or later in some Offices)
(Article 39(1)) (see also the reminder sent by the intemational Bureau with Form PCTABB01).

Where a transiation of the Intemational application must be fumishad to an elected Office, that translation
must contain a transiation of any annexas 1o the intemational preliminary examination report. It Is the
applicant's responsibllity to prepare and fumish such translation directly to each elected Office concemed.

For further details on the applicable time limits and requirements of the elected Offices, see Volume Il of the
PCT Applicant's Guide.

The applicant's attention Is drawn to Article 33(5), which provides that the eriteria of novelty, Inventive step
and Industrial applicabliity deacribed in Article 33(2) to (4) merely serve the purposas of Intemational
preliminary examination and that "any Contracting State may apply additional or different criterla for the

urposes of deciding whether, In that Stats, the clalméd inventions Is patentable or not" (see also Article
27(5))- Such additional criteria may relate, for axample, to exemptions from patentability, requirements for
enabling disclosure, clarity and support for the claims.

Name and maliing address of fhe internadional Authorized Officar
prellminary examining authortty:

—— Fax+43170340-3018

Eurpean Patont Ofice . P.B. 5818 Paisitaen 2 Janzing, M
NL-2280 fJeswilk - Pays
Tel. +31 70 340 - 2040 Tc 31 851 epo nl Tel. +31 70 3404140

Form PCTAPEA/418 (July 1082)
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PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

v

(PCT Article 36 and Rule 70)
Applicant's or agent’ flle reference See Notfication of Trnsmitia! of intemational
2001.673 WO FOR FURTHER ACTION gy Examinafion Report (Form PCTAPEAM16)
intsretional application No. imemadional filing deds (dayinonthimen Priorily date (cayinonthieer)
PCTEP02/11732 21.10.2002 26.10.2001
intemational Patent Classification (IPC) or both national classification and IPC
AB1K3158
Applicant
AKZO NOBEL N.V.

1. This Imemational preliminary examination It has been prepared by this Intemational Preliml Examin|
Aulhallyuﬂbﬁuummdbﬂnappmmn::mrdmmmm b nary g

2. This REPORT conslets of a fotal of @ sheets, Including this covar sheet

0  Thie report ks also accompanted by ANNEXES, 1.0, sheets of the deecription, claime andbr drawings which have
been amended and are the basls for this report andbr sheets contalning rectifications mada befare this Authority
{see Rule 70.16 and Section 607 of the Administrative instructions under the PCT).

Thees annaxes consist of a total of sheats.

3. Thie report containg Indications relating to the following ema:

| B Basisof the opinion
{ I O Prohy
. Il B Non-establlshment of opinion with regard to novelty, inventive step and industrial appScablity
IV [0 Lackof unity of lnvention
H Reasoned statsment under Rule 88.2{a){ll) with regard to novelty, inventive atep or indusirial applicablility;
cltations and explanations supporting such statement
[0 Certain documents cited
Vil 1 Certaln defacts In the Intemational epplication
VIl O  Certaln obeervations on the Intemational applcation

Date of submiesion of the demand Deain of completion of this report
27.03.2003 16.12.2003
Name and malling address of the Intemational Authorizad Officer
praliminary examining authomty:
Elepnn H%mm Ofica P-;".B;.assa'la Patantiaan 2 o
Tel. +31 70 340 - 2040 Tx; 31 651 epo nl nger,
Fax +31 70 340 - 3016 Telephone No. +31 70 340-1072

Form PCTAPEA/409 (Cover S8heel) {January 1594)
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT Intemational application No. PCTEP02/1732

L. Basls of the report
1. With regerd to the elementa of the Intemational application (Replacement sheets which have been fumnished Io

the recelving Office in response to an invitation under Article 14 are referred to In this report as “originelly filed”
and are not annexed {v this raport since they do not contain amendments (Rules 70.16 and 70.17));

Deacription, Pages

18 as originaily filed
Clalms, Numbers

1-8 as originally filed
Drawings, Sheats

1338 as originally filed

. With regard to the language, all the elements marked above were available or fumished to this Authority In the

language In which the intemational application was flled, unleas otherwise indicated under this item.
Thess elements were available or fumished to this Authority in the following language: , which is:

[0 the lenguage of a translation furnished for the purpases of the International seasch {under Rule 23.1(b)).
[0 the language of publication of the Intemational application {under Rule 48.3(b)).

[0 the lenguage of a translation fumished for the purposes of international preliminary examination (under
Aule 55.2 andbr 55.3).

. With regard to any nuciectide and/or amino acid sequencs disciosad In the International application, the

International preliminary examination was carried out on the basts of the sequence lieting:

contalned In the intemational application in written form.

filed together with the intemational application In computer readable form.
fumished subsequently to this Authority in written form.

fumished subsequently to thie Authority in computer readable form.

The statement that the subsaquently fumished written sequence listing does not go beyond the disclosure
in the intemational application as flled has bean fumished.

The statement that the Information recorded In computer readable form s kientical to the written sequence
listing has been fumished.

O Q0goooaon

. The amendments have resulted in the cancellation of:

0 tha description, pages:
O the claims, Nos.:
] the drawings, sheets:

Form PCTAPEA/409 (July 1969)
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5. 0 This report has been established as if {some of) the amendments had not been made, since they have
been considerad to go beyond the disclosure as fied (Rule 70.2(c)).

Mrjphcammdrutwnuhmgwhmmummbemmmmm 1 and annexed to this

6. Additional observations, if neceesary:

lil. Non-establishment of opinion with regard to novelty, Inventive step and Industrial applicabliity

1. The quaestions whather the claimed Invention appears to be novel, to Involve an Inventive step (to be non-
obvious), or to be Industrially applicable have not bean examined in respact of:

( [0 the entire intemational application,
# claims Nos. 8,9
bacause:

R the sald intemational appilcation, or the sald clalms Nos. 8,9 relate to the following subject matter which
does not require an [ntemational preliminary examination (specify):

se0 separate shest

O the deecription, claims or drawings (indicale perticular elements bejow} or sald clalms Nos. are so unclear
that no meaningful opinion could be formed (specify):

O the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion
couid be formed.

O nointernational search report has been established for the said claims Nos. -

2. A meaningful international preliminary exarmnination cannot be carried out due to the fallure of the nucleotide andlbr
amino acid sequence llsting to comply with the standard provided for In Annex C of the Administrative
Instructions:

[0 the written form has not been fumished or dose not comply with the Standard.
] the computer readable form has not been fumnished or does not comply with the Standard.

V. Reasoned statement under Articls 35(2) with regard to novelty, inventive step or Industrial applicabillity;
citations and explanations supporting such statement

1. Statemant
Novelty (N} Yaea: Cialms 7
Na: Claims 1-8,8,8
Inventive step {IS) Yes: Claims 7
No: Clalms 1889
Industrial applicability (1A) Yes: Clalms 1-7
No: Clalma

2. Chations and explanations

Form PCTAPEA/408 {July 1999)

ST —o - T - e -




INTERNATIONAL PRELIMINARY
EXAMINATION REPORT

International application No.

—

22/

PCTEP0211732

see separate sheet

Form PCTAPEA/409 (July 1008)
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INTERNATIONAL PRELIMINARY Intemnatione! application No. PCT/EP02/11732
EXAMINATION REPORT - SEPARATE SHEET

Bea ltem [l

Non-esiablishment of oplnlon with regard to novelty, inventive step and industrial
applicability

Claims 8 and 9 relate to subject-matter considared by this Authority to be covered by
the provisions of Rule 67.1(iv) PCT. Consequently, no opinion will be formulated with
respect to the Industrial applicability of the subject-matter of these claims (Article

34(4)(a)() PCT).

Reltem ¥V
‘ Reasoned statement under Rule 66.2(a)(11) with regard to novelty, Inventive step
or industrial applicability; citations and explanations supporting such statement

Reference is made to the following documents:

D1: EP-A-0 783 541 (AKZO NOBEL NV) 19 March 1897 (1887-03-19) cited [n the application

D2: MURPHY BEET AL: 'Possible use of glucocorticoid receptor antagoniats In the treatment of major
depression: Prelimingry results using RU 486' JOURNAL OF PSYCHIATRY AND
NEUROSCIENCE, OTTAWA, CA, val. 18, no. 5, 1 Navember 1883 {19983-11-01), pages 200-213,
XP002091170 ISSN: 1160-4882

V.1. Industrial applicability (Article 33(4) PCT)

For the assessment of the present claims 8 and 9 on the guestion whether they are
industrially applicable, no unified criteria exist in the PCT Contracting States. The
patentabllity can also be dependent upon the forrmulation of the claims. The EPO, for
example, does not recognize as industrially applicable the subject-matter of claims to
the use of a compound in medical treatment, but may allow, however, claims to a
known compound for first use in medical treatment and the use of such a compound for
the manufacture of a medicament for a new medical treatment.

Form PCT/Separate Sheet/400 (Sheet 1) (EPO-Aprll 1887)
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INTERNATIONAL PRELIMINARY International application No. PCT/EP02/11732
EXAMINATION REPORT - SEPARATE SHEET

V.2. Novelty (Article 33(2) PCT)

The subject-matter of claims 1-6, 8 and 8 is not new in the sense of Article 33(2) PCT in
view of the disclosure of document D1: '

Document D1
discloses the synthesis of Org 34517 and its use for the treatment or prevention of
glucocorticoid-dependent diseases, e. g. depression (page 2, lines 48-51, page 3,
lines 2-3, examples 1, 11 and claims 6, 8, 10). A pharmaceutical camposition
comprising Org 34517 and its use are claimed, too (claims 8 and 10 of D1).

V.2(f) In the second Written Opinion, an objection on lack of novelty with respect to the
disclosure of document D1 for the above claims was madse, and it was further pointed
out that novelty cannot be conferred to the subject-matter of these claims by selection
of a group of patients having an increased plasma cortisol level, as in present claims 4
and 5, because this group of patients overlaps with the group of patients in the prior art,
in particular D1.

" V.2(ll) The applicant replied that such conclusion cannot be drawn by mere
assumption.

V.2(lil) However, the above conclusion has not besn drawn by assumption but by
common knowledge and by documentary evidence in the prior art, which will be further
commented on in the following text:

It is generally accepted in psychiatry that a high percentage of depressed patients show
elevated concentrations of cortisol In plasma and cerebrospinal fluid. This fact is
acknowledged as well-known in the description of the present application, as well (see
eg page 1, lines 10-15).

Moreover, document D1 discloses that compounds according to formula (1), including
Org 34517 as the most preferred compound (page 3, lines 2-3), can be used "in the
prevention and treatment of glucocorticoid diseases or symptoms, like Cushing
syndrome, (...) depression" (page 2, lines 48-51). Cushing syndrome, however, is a
condition with high cortisol levels associated with depressive symptoms, which is -
again - acknowledged as being common knowledge in the description of the present
application and pot part of the invention (page 1, line 34 to page 2, line 4).

Form PCT/Sepamie Bheet/400 (Shest 2) (EPO-April 1967)
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V.2(lv) Consequently, the selection of patients suffering from depression and showing
an Increased plasma cortisol level is overlapping with the group of patients in the prior
art (D1), as already objected on In the sacond Written Opinion.

V.2(v) Even though the present application provides experimental data comparing
effectivity and speed of onset of action between "all patients" (Figure 1), patients with
an aftemoon plasma cortisol level higher than 10 ug/d! ("ACT-high patients®, Figure 2)
and dexmethason non-suppressor patients ("DST-non suppressors®, Figure 3), no non-
overlapping selection of a group of patients with respect to the prior art has been made.
Furthermore, the faster onset of action does not seem to bear any significant relation to
the cortisol levs! in the patient. Rather, the concentrations tested seem to be
responsible for different speeds of onset of action at different concentrations tested.
Selecting a high-cortisol population in claims 4 and 5 therefore seems arbitrary.

'.‘

V.2(vi) Consequently, the subject-matter of the above claims 1-§, 8 and 9 cannot
be considered novel over the prior art

V.2(vil) The applicant made reference to several decisions of the Enlarged Board of
Appeal and the Boards of Appeal of the European Patent Office {G1/83, T0051/93,
T0893/90, and T19/86), which will be commented on in a purely illustrative manner, in
spite of the fact that these declsions are not relevant to an intemational Preliminary
Examination procedure under the PCT, especlally since the PCT does not provide for
the so-called “second medical use claim*:

V.2(vil)(a) In G1/83 the Enlarged Board of Appeal decided that claims directed to the
use are not admissible for the "use of a substance or composition for the treatment of
the human or animal body by therapy”, but that claims directed to the "use of a
substance or composition for the manufacture of a medicament for a specified new and
inventive therapeutic application" are admissible.

Form PCT/Ssparate Bheet/400 (Sheat 3) (EPO-April 1807)
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V.2(vil)(b) Requirements for novelty of a therapeutic application have been exemplified
in TOB93/80 and T0019/86: In both cases It has been decided that a non-overlapping
(with respect to the prior art) selection of patients (hemophilic animals vs. non-
hemophilic animals, and sero-negative pigs vs. sero-positive pigs, respectively) may
fulfil the requirements of a new second medical use within the principle set out in
Decision Gr 05/83 (OJ EPO 1985, 64) and may therefore be patentable if such new is
inventive,

V.2(vii){c) Declslon T0051/93 relates to the moda of administration of human chorionic
gonadotrophin and is of little relevance for the present legal aspect.

[ V.2(vili) The experimental data in the present application show a quicker onset of
action of ORG 34517 when administered at a low dose of 150 mg when compared with
450 mg/day (Figure 1). Such a quicker onset of action is a new technical feature which
could confer novelty to an appropriately drafted claim.

Present claim 7 in combination with claim 8, specifying a dosage unit ranging from 150-
300 mg ORG 34517, could have formed the basis for an amendment of the second
medical use claims.

V.2(x) In claim 6, however, no lower limit for the dosage unit of ORG 34517 is specified.
Therefore, the subject-matter of claim 6 cannot ba recognised as a selection of a
sufficiently narrow range from the dosage range disclosed in the prior art (D1).

Form PCT/Separate Shest/408 (Shaat 4) (EPO-April 1097)
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V.3 Inventive step (Article 33(3) PCT)
V.3(l) For the objections due to lack of inventive step for the subject-matter of claims 1-
6, 8 and 9 see the raspective passages In the sacond Wiitten Opinion.

V.3(ii) In the present application, the use of ORG 34517 at a low dosage of 150 mg
appears to have unexpected beneficial effects (rapid onset of action) in the treatment of
a major depressive disorder. The second medical use of ORG 34517 at a low dosage
could therefore be considared as a purposive selection providing an unexpected
beneficial effect and thus conferring noveity to such a restricted use. The dosage of 150
mg can be considered as being sufficiently remote from D1 which discloses a large
range for the dosage of ORG 34517 from 0.07 to 7000 mg, preferably 0.7-700 mg and
a dose of 1400 mg ORG 34517 in example 12 (all doses assuming a patient's body
weight of 70 kg).

V.3(lii) Consequently, the presence of an inventive step for a claim according to point
V.2.(x) could have been acknowledged In the sense of a selection invention showing an
unexpected and beneficial technical effact.

V.3(iv) However, in claim 6 no lower limit for the dosage unit of ORG 34517 is
specified. Therefore, the subject-matter of claim 6 cannot be recognised as a selection
of a sufficiently narrow range from the dosage range disclosed in the prior art (D1), see
also point V.2(x).

V.3(v) It is not likely, in view of the present application, that very low dosage values (of
e.g. 0,00005 mg/unit), which fall within the claimed range of "not exceeding 300 mg",
solve the problem posed by the invention. Such embodiments of claim 6, and thus
claim 6 In its entirety, therefore lack an Inventive step.

Form PCT/Separate Sheat/408 (Shesat 5) (EPO-Apr 1887)
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. \&Q&\Q INFORME DE EXAMEN PT!ELTMINAR INTERNACIONAL

(Articulo 36 y Regla 70 del PCT)

mﬂz'“ﬂ“'""“ agents o PARA ACTUACIONES Ver notificacidn de Transmisidn del Reporte de Examen
2001.623 WO ADICIONALES Praiminar (Fomato PCTAPEA416)
"Soliciiud intamacional No. Fecha de presentacién Inemacionsl (diaAmesAio) Fecha de pricridad (dfa/mes/afio)
PCT/EP02/11732 21.102002 26.10.2001

Ciasificacion intemacional de Patentes (IPC) o clasificaclén naclonal e IPC

AB1K 31/58

Solicitante
AKZO NOBEL N.V.

1. Este informe de examen preliminar intemacional ha sido preparado por esta Administracidn encargada del
Examen Preliminar Intemacional y se envia al solicitante en concordancia con el articulo 36.

2. [Este INFORME consta de una total de 8 holas, incluyendo la portada
O Este informe también sa acompalia de ANEXOS, esto as documentos de la descripcion, reivindicaciones
y/o dibujos que han sido cormegidos y que son la base de este informe y/o documentos que contiensn
rectificaciones reallzadas ante esta Administracién (Ver Regla 70.16 y Seccidn 607 de [as Instrucciones
Administrativas segtin el PCT)

Estos anexos constan de un total de hojas.

3. Este Informe contiene indicaciones relativas a los siguientes aspectos:

| B4  Fundamentos del Informe

il [0 Prioridad

i B4 No se establece concepto relativo a la novedad, nivel inventivo y aplicacion industrial

v [0 Carencia de unidad de la invencién

v X Declaraclén razonada segun el articulo 35(2), en relacién con la novedad, nivel inventivo o

aplicacion industrial; citaciones y explicaciones que soportan dicha declaracién
Vi 0 Ciertos documentos citados
Vil [0 Ciertos defectos de la soliciud intemnacional

viii [0 Ciertas observaciones respecto a la solicitud intemacional
Fecha de presentacién de la demanda Facha de terminacién de este reporte
27.03.2003 19.12.2003
m‘,’":;.‘f"r"" de ml::rh autoridad Funclonario Autorizado
Oficina Europea de Patanias
) D-80298 Munich Langer, O
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JNFORME DE EXAMEN s .
PRELIMINAR INTERNACIONAL Solicitud intemacional No. PCT/EP02/11732

Base del Informe

1. Respecto a loa elementos de Ia solicitud intemacional:*

La descripcidn, paginas
18, como se presentaron originalmente

Las relvindicaclones, nimero
1-8, como se prasentaron originalmente

Los dibujos, paginas
13 -3, como se presentaron originaimente

2. Respecto al lenguaje, todos los elementos marcados anteriormente estuvieron disponibles o fueron
enviados a la Administracién en el lenguaje en que se presentd la solicitiud intemaclional, a mencs que
se [ndique otra cosa en este punto.

Estos elementos estuvieron disponibles o fueron enviados a esta Administracién en el siguients
lenguaje el cual es:

{1 el lenguaje de la traduccién enviada para propdsitos de la busqueda Internacional (bajo Regla

23.1 (b)).

(0 ellenguaje de la publicacion de la solicitud intemacional (bajo Regla 48.3(b)).

{0 el lenguaje de la traduccién entregada con propdsitos del examen preliminar Intemacional (bajo
Regla 55.2 y/o 55.3).

3. Respecto a cualquier secuencla de nucleétido y/o amino #cidos divuigada en la soliciiud
internaclonal, el examen preliminar intemacional se llevd a cabo con base en el listado de secusncias:

contenido en la solicitud Internacional en forma escrita

presentado junto con la solicitud internacional en forma legible por computador

eniregado posteriormente a esta Administracion en forma legible por computador

La declaraclén de que el listado de secuencias posteriormente entregado no va mas allé ds lo
divulgado en la solicitud Intemacional originaimente presentada, ha sido entregada.

La declaracién de que la informacién grabada en la forma leglble por computador es Idéntica al
listado de secuencias escrito que se ha entregado.

O

Las modificacionss han dado como resultado la cancelacion de:

la descripcién, paginas ,
las reivindicaciones, Nos. '
los dibujos, pégina .

O 000 O O 000

Este reports ha sldo establecido como sl (parte de) las modificaciones no se hubieran realirado,
ya que éstas han sido consideradas como una ampllacién de lo iniciaimente divulgado como se indica
en la Casilla Suplementaria (Regla 70.2(c)).*™

* Las hojas de reemplazo que han sido eniregadas a la Oficine receptora en respuesta a la invitacion bajo el
Arifcuio 14 se reflaren en este informe como “originaimente preseniadas” y no se anexan a este informe ya
que ellas no contisnen modificaciones (Regla 70.16 y 70.17).

** Cualquier hoja de reemplazo que contenga dichas modificaciones deberd ser referida bajo el punio 1 y anexada a
este informe.
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ill. No establecimiento de opinién con respecto a la novedad, nivel inventivo y aplicabllidad
Industrial.

1. La pregunta de sl la invencién relvindicada parece tener novedad, nivel inventivo (que no sea obvia), 0
que sea aplicable indusiriaiments no ha sido examinada con respecto a:

[] lasolicitud Intemacional completa
B Ias relvindicaciones Nos. 8, §

Porque

B4 la solicitud internaclonal, o las mencionadas relvindicaciones Nos. 8, 9 se relacionan con los
sigulantes objetos, los cuales no requieren examen preliminar Intemacional (especifique).K

Ver hoja separada

[0 la descripcion, las reivindicaciones o los dibujos (indique los elementos particuiares abajo) o las
mencionadas reivindicaciones Nos. son demasiado confusas que no se puede formar
ninguna opinién significativa (especifique):

O la deacripcién, o las mencionadas reivindicaciones Nos. no esidn adecuadamente
soportadas por la descripcldn que no se puede formar ninguna opinidn significativa.

[0 no se ha establecido un reporte de bisqueda para las mencionadas relvindicaciones Nos.

2. No se pudo reallzar un examen preliminar intemacional significativo debido a fallas en el listado de
nuclettidos y/o aminoécidos para dar cumplimiento con los estindares del Anexo C de las
Instruccionas Administrativas:

] Elformato escrito no ha sido suministrado o no cumple con los estandares.
[0 Elformato de lectura por computador no ha sido suministrado o no cumple con los estindades.

V. Declaracién motivada segin el Articulo 35(2) en cuanto a la novedad, ol nivel Inventivo y Ia
aplicaclén Industrial; clias y explicaclones que apoyan esta declaracién.

1.  Declaracién
Novedad (N) Reivindicaciones 7 Sl
Relvindicaciones 16,88 NO
Nivel inventivo (NI) Relvindicaciones 7 Sl
Relvindicaciones 16,8,9 NO
Aplicacién Industrial (Al) Reivindicaciones 1-7 Sl
Relvindicaciones NO

2. Cltas y explicaciones (Regla 70.7)

Ver Hoja separada
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Continuacién ftem lIl
No-establecimiento de opinlén con respecto a la novedad, nivel inventivo y

aplicablilidad industrial.

Esta autoridad considera que el objeto de las reivindicaciones 8 y 8 se encuentran
cubiertas dentro de lo provisto por la Regla 67.1 (iv) PCT. Consecuentemente, no se
formulard una opinién al respecto de la aplicabilidad industrial del objeto de estas
reivindicaciones (Articulo 34(4)(a)(i)PCT).

Continuacién [tem V

Declaracién motivada segin el Articulo 35(2) en cuanto a la novedad, el nlvel
Inventivo y la aplicacién Industrial; citas y explicaciones que apoyan esta
declaraclén.

Se hace referencia a los siguientes documentos:

D1: EP-A-0 763 541 (AKZO NOVEL NV) 19 de Marzo de 1997 (1997-03-19) citado en la
solicitud.

D2: MURPHY B ET AL: “Posible use of glucocorticoid receptor antagonists in the
treatment of major depression: Preliminary results using RU 486" JOURNAL OF
PSYCHIATRY AND NEUROSCIENCE, OTTAWA, CA, vol. 18, no. 5, 1 de Noviembre
de 1993 (1993-11-01), paginas 209-213, XP002091170 ISSN:1180-4882.

V.1 Aplicabllidad Industrial (Articulo 33(4) PCT)

Para establecer si las reivindicaciones 8 y 9 son industriailmente aplicables, no existe un
criterio unificado entre los palses contratantes del PCT. La patentabilidad puede también
depender de la redaccion de las reivindicaciones. La EPO, por ejemplo, no reconoce
como industriaimente aplicable el objeto de reivindicaciones que se refieren al uso de un
compuesto en un tratamiento médico, pero puede permitir, sin embargo, reivindicaciones
de un compuesto conocido para su primer uso en un tratamiento médico y el uso de dicho
compuesto en la manufactura de un medicamento para un nuevo tratamiento médico.
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V.2 Novedad (Articulo 33(2) PCT)

El objeto de las reivindicaciones 1-8, 8 y 9 no es novedoso de acuerdo con el Articulo
33(2) del PCT en relacién con lo divulgado por el documento D1:

Documento D1

Divulga la sintesis de Org 34517 y su uso para el tratamiento o prevencién de
enfermedades dependientes de glucocorticoides, por ejemplo depresion (pagina 2, lineas
48-51, pagina 3, lineas 2-3, ejemplos 1, 11 y reivindicaciones 6, 8, 10). También se
reivindica una composicion fammacéutica que comprende Org 34517 y su uso
(Reivindicaciones 8 y 10 de D1).

V.2(i) En la segunda Opinién Escrita, se hizo una objecién con respecto a la falta de
novedad sobre la base de lo divulgado por D1 para las reivindicaciones arriba
mencionadas, y se menciond mas adelante que no se le puede otorgar la novedad al
objeto de dichas reivindicaciones por la seleccién de un grupo de pacientes que tienen un
aumento en los niveles en plasma de cortisol, como en las presentes reivindicaciones 4 y
5, debido a que este grupo de pacientes se superpone con el grupo de pacientes del arte
previo, en particular con D1.

V.2(ll) El solicitante respondié que no puede llegarse a esta conclusion por mera
suposicion.

V.2(ili) Sin embargo, la conclusion de arriba no ha sido obtenida por suposiciones sino por
los conocimientos del comin y por la evidencia documental del arte previo, el cual sera
comentado en el siguiente texto:

Se acepta generalmente en psiquiatria que un alto porcentaje de pacientes con depresién
muestran concentraciones elevadas de cortisol en plasma y el fluido cerebro espinal. Este
hecho también es reconocido como del conocimiento com(in por la presente solicitud (Ver
por ejemplo pagina 1, lineas 10-15).



JNFORME DE EXAMEN
PRELIMINAR INTERNACIONAL — HOJA SEPARADA Solicttud Intemacional No. PCT/EP02/11732

Ademas, el documento D1 divulga que los compuestos de acuerdo con la férmula (1),
incluyendo el Org 34517 como el compuesto més preferido (pag 3, lineas 2-3), puede ser
utilizado "en la prevencion del tratamiento de enfermedades de glucocorticoides o sus
sintomas, como el sindrome de Cushing, (...)depresion® (pagina 2, lineas 48-51). El
sindrome de Cushing, sin embargo, es una condicidn con altos niveles de cortisol
asociada con sintomas depresivos, la cual es, de nuevo, reconocidad como del
conocimiento com(n en la descripcion de la presente solicitud y no parte de la invencién
(pagina 1, linea 34 a pagina 2, linea 4).

V.2(iv} En consecuencia, la seleccién de pacientes que sufren de depresién y sufren de
niveles altos de cortisol se sobrepone con el grupo de pacientes del arte previo (D1),
como ya se habla objetado en la segunta Opinién Escrita.

V.2(v) A pesar de que la presente solicitud provee datos experimentales que comparan la
efectividad y la velocidad del inicio de la actividad entre "todos los pacientes” (Figura 1),
pacientes con niveles de cortisol mayores a 10ug/dL en la tarde ("Pacientes con ACT-
elevado®, Figura 2) y pacientes no suprimidos con dexametasona ("DST-no suprimidos”,
Figura 3), no se ha realizado una seleccion de un grupo de pacientes que no se
superponga con respecto al arte pravio. Adicionalmente, el alcanzar la actividad mas
rapidamente con respecto al arte previo no parece guardar una relaciéon significativa con
los niveles de cortisol en los pacientes. En su lugar, las concentraciones ensayadas
parecen ser responsables de las diferentes velocidades del inicio de la actividad con las
diferentes concentraciones ensayadas. Seleccionar una poblacién con altos niveles de
cortisol en las reivindicaciones 4 y 5 parece antonces ser arbitraria.

V.2(vl) Consecuentemente, el objeto de las relvindicaclones 16, 8 y 9 arriba
menclonadas no pueden ser consideradas novedosas sobre el arte previo.

V.2(vll) El solicitante hace referencia a varias decisiones del Tribunal Superior de
Apelaciones y la Corte de Apelacién de la Oficina Europea de Patentes (G1/83, T0051/93,
T0B893/80 y T19/86), la cual sera comentada solamente a manera ilustrativa, a pesar que
estas decisiones no son relevantes en el procedimiento del Examen Preliminar
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Interacional de acuerdo con el PCT, especialmente debido a que el PCT no provee la
llamada “reivindicacién del segundo uso médico™:

V.2(vii)}(a) En G1/83 el Tribunal Superior de Apelaciones decidié que las reivindicaciones
dirigidas al uso no son admisibles para el "uso de una sustancia o composicion para el
tratamiento del cuerpo humano o animal como terapia®, pero que las reivindicaciones
dirigidas al “uso de una sustancia o composicién para la manufactura de un medicamento
para una aplicacién terapéutica especifica nueva e inventiva® son admisibles.

V.2.(vil)(b) Los requerimientos de novedad de una aplicacién terapéutica han sido
ejemplificadas en T0883/80 y T0019/86: En ambos casos ha sido decidido que una
seleccién de pacientes (animales hemofilicos vs animales no-hemofilicos, y cerdos sero-
negativos vs cerdos sero-positivos, respectivamente) no superpuesta (con respecto del
arte previo) puede cumplir con los requerimientos de un nuevo segundo uso médico
dentro del principio establecido en la Decision Gr05/83 (OJ EPO 1985, 64) y puede de
esta forma ser patentable sl dicho nuevo es inventivo.

V.2(vil){c)} La Decisibn T0051/93 se relaciona con el modo de administracion de
gonodotropina y es de muy poca relevancia para el presente aspecto legal.

V.2(viii) Los datos experimentales de la presente solicitud muestran un inicio mas rapido
de la actividad de Org 34517 cuando se administra a una baja dosis de 150 mg cuando se
compara con los 450 mg/dia (Figura 1). Dicho inicio rdpido es una nueva caracteristica
técnica la cual le puede conferir novedad a una reivindicacién apropiadamente redactada.

La presente reivindicacion 7 en combinacién con la reivindicacion 6, especificando Ia
unidad de dosis de 150 —300 m de Org 34517, podrian haber formado las bases para una
modificacion de las reivindicaciones de segundo uso médico.

V.2(ix) Por las razones expresadas amiba, una reivindicacién relacionada al uso de Org
34517 para la preparacién de un medicamento para el tratamiento de un_paciente gue
sufre de un desorden depresivo mayor, el medicamento que contiene una unidad de dosis
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de Oy 34517 de entre 150 mg a 300 mg, podria haber sido considerada como novedosa
en el sentido de una invencién de seleccién.

V.2(x) En la reivindicacién 6, sin embargo, no se especifica un limite inferior para la
unidad de dosis de Org 34517. De esta forma, el objeto de la reivindicacién 6 no puede
ser reconocido como una seleccion de un rango lo suficientemente especifico par el rango
de dosis divulgado en el arte previo (D1).

V.3 Nivel inventivo (Articulo 33(3)PCT)

V.3{i) Para las objeciones debido a la falta de nivel inventivo del objeto de las
reivindicaciones 1-8, 8 y 9, ver los respectivos pasajes de la Opinién Escrita.

V.3 (ll) En Ia presente solicitud, el uso de Org 34517 a una baja dosis de 150 mg parece
traer efectos beneficiosos inesperados (inicio rapido de la actividad) en el tratamiento del
trastomo depresivo mayor. El segundo uso médico de Org 34517 a una baja dosis puede
ser considerado como una seleccién dirigida que proporciona un efecto benéfico
inesperado y asl conferile novedad a tal uso restringido. La dosis de 150 mg puede ser
considerada como lo suficientemente remota a partir de D1, el cual divuiga un amplio
rango de dosis de Org 34517 a partir de 0.07 a 7000 m, preferiblemente 0.7-700 mg y una
dosis de 1400 mg de Org 34517 en el ejemplo 12 (todas las dosis asumiendo que el
paciente pesa 70 Kg).

V.3(iii) Consecuentemente, la presencia de nivel inventivo para una reivindicacién de
acuerdo con el punto V.2(x) puede ser aceptada en el sentido de una invencién de
seleccion mostrando un efecto técnico inesperado y benéfico.

V.3(iv) Sin embargo, en la reivindicacién 6 no se especifica un limite inferior de la unidad
de dosis de Org 34517. De esta forma, el objeto de la reivindicacién 6 no puede ser
reconocido como una seleccién lo suficientemente especlfica a partir del rango de dosis
divulgado en el arte previo (D1), ver también punto V.2(x).
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V.3(v® No es probable, en vista de la presente solicitud, que valores de dosis muy bajos
(por ejemplo 0.00005 mg/unidad), que caen dentro del rango de “no execen los 300 mg",
solucionen el problema del que trata la invencién. Dichas incorporaciones de la
reivindicacion 6, y asi la reivindicacion 6 en su totalidad, no cumple el requisito de nivel
inventivo.

PRP/WPC11214/ID-000325



USO DE (11,17p)-11-(1,3-BENZODIOXOL-5-IL)-17-HIDROXI-17-

1-PROPINIL) -ESTRA-4, 9-DIEN-3-OMA EN EL TRATAMIENTO DE

DESORDEN DEPRESIVO MAYOR

La presente invencién se relaciona con el uso de
(11,178)-11-(1, 3-benzodioxol-5-il)-17-hidroxi-17-(1-
propinil})-estra-4, 9-dien-3-ona (Org 34517) para la
preparacién de un tratamiento de depresién asi como
también con preparaciones farmacéuticas de Org 34517 para

dicho uso.

El desorden depresivo mayor es un desorden
siquidtrico que tiene una prevalencia'.durante 1 tiempo de
vida de alrededor del B8%. Uno de los hallazgos mas
consistentes en siquiatfia es que los pacientes con
depresién mayor presentan alteraciones en el eje
hipotalamico-pituitaria-adrenal (HPA). Un porcentaje
significativo de los ©pacientes deprimidos exhiben
hipersecrecién de cortisol glucocorticosteroide adrenal,
manifestado por plasma elevado y concentraciones de
fluido cerebroespinal de cortisol y cortisol 1libre
urinario incrementado. Adem&s muchos pacientes depresivos

exhiben una <clara 1incapacidad de desconectar 1la



liberacién de cortisol endégeno y luego de exposicién
exégeno con el glucocorticoide potente sintético
dexametasona la asi llamada dexametasona no supresora)
(Gold P. W., et al., Clinical and biochemical
manifestations of depressidén; relation to neurobiology of
stress. New England J. Med. 319, 413-420, 1988). Otras
anormalidades del eje HPA encontrado en pacientes
deprimidos son la respuesta de cortisol incrementada a
corticotropina, una respuesta a corticotropina colmada a
CRH (hormona de vibracién de corticotropina),
agrandamiento adrenal Y de la pituitaria Y
retroalimentacién negativa de glucocorticoide disminuido
(para una revisidén de Holsboer, F. y Barden, N.:
Antidepressants and Hipothalamic-Pituitary-Adreno-
cortical regulation. Endocrine Reviews 1996, 17, 187-
205). Estas observaclones han sido interpretadas para
sugerir una relacién causal entre funcionamiento
disturbado del eje HPA y 1la patologia de depresién
(Murphy, B.E.P.: Sterolds and Depressién. J. of Steroid
Blochem. Mol. Biol. 1991, 38, 537-559). La eficacia
terapéutica de 1los antidepresivos clAsicos ha sido
mostrada por ser precedida o por coincidir con 1la
restauracién del eje HPA disturbado en 1la depresién

(Holsboer y Barden, 1996, Supra). Se ha postulado que



cualquier intervencidén que pueda restaurar esta
disfuncién HPA puede tener potencial antidepresivo. Un
tipo de tal intervencién es 1la administracién de
inhibidores de sintesis de glucocorticoide, como ha sido
mostrada en pacientes que sufren del sindrome de
Cushing’s, la cual es una condicién en la cual altos
niveles de cortisol son reportados como un resultado de
malfuncionamiento de la glandula adrenal (debido a un
tumor de la pituitaria o un tumor secundario, ambos
produciendo el ACTH secretagogo de cortisol). Los
sintomas depresivos asociados con Cushing’s desaparecen
de manera relativamente rédplda cuando se regresa a los
niveles de cortisol normales. Tal tratamiento puede
involucrar la remoclén del tumor ofendiente o el
tratamiento con inhibidores de sintesis de cortisocl tal
como metirapona, cetoconozol, o aminoglutetimida (Murphy,
B.E.P., Steroids and Depressions. J. Steroid Biochem &
Mol. Biol. 38, 537-558, 1991). Similarmente, los ensayos
cinicos relativamente recientes han demostrade que 1los
inhibidores de sintesis de cortisol pueden ser utilizados
para mejorar los sintomas depresivos en depresiones
severas diferentes a Cushing resistentes a tratamiento
(Murhpy, B.E.P., Neurcendocrine responses to inhibitors

of steroid sintesis in patients with major depresidn

&/



resistent to antidepressant therapy. Can J. Psych. 43,
279-286, 1998; ver también ©patente estadounidense
4,814,333 (Ravaris, C. L.): Method for treatment of
hypercorisolemic, depressed patients.). Los
inconvenientes del uso de inhibidores de sintesis de
cortisol con niveles de cortisol de plasma mAs bajos son
su alta toxicidad y su relativamente balo grado de
selectividad para la inhibicién de sintesis de cortisol
versus sintesis de otros esteroides endégenamente
manufacturados (tal como mineralocorticoides y esteroldes
sexuales) combinados con el riesgo de la induccién de
insuficlencia adrenal. Una desventaja adicional seria es
que la irrupcidén del efecto terapéutico de estos
inhibidores de sintesis de cortisol es tan larga como
aquella observada con los antidepresivos clasicos (por

ejemplo varias semanas).

Otro tipo de intervencién es el uso de antagonistas
receptores directos de glucocorticoide (GR), los cuales
tienen muche mads efectos farmacoldédgicos especificos
comprados con los inhibidores de sintesis y que pueden
ayudar a restablecer la actividad HPA. Los estudios
clinicos pilotos a pequefila escala han sido conducidos con

el fin de estudiar la actividad antidepresiva de los



antagonistas de receptor de glucocorticoide no selectivos
RU 486 (mifepristrona: 17p-hidroxi-11p-(4-
dimetilaminofenil-l17a-{1-propinil)estra-4,9-dieno-3-ona;

Murphy, B.E.P. et al., J. Psychiat. Neurosc. 18,209-213,
1993). Relativamente altas dosis de mifepristrona en el
rango de 8-12 mg/kg/dia, durante un periodo de tiempo
relativamente corto, (4 dias), también se mostréd efectivo
en el tratamiento de psicosis ascciadas con depresién
mayor sicética (Solicitud de Patente Internacional Wo
99/17779; Schatzberg and Belanoff). MAs recientemente,
(Nemeroff, C., Remeron Scientific Expert Meeting,
Budapest, March 29-April 1, 2001) se demostré en una
continuacién de fase IIB de este estudio, que tanto el
nimero de respondedores asi como también la eficacia del
tratamiento de psicosis incrementada con una dosis diaria
creclente de mifepristrona medida por el cambio en “Brief
Psychiatric Rating Scale (50 mg-33% de cambio; 600 mg-40%
de cambio y 1200 mg-52% de cambio). Estos datos sugleren
que una mayor dosis de antagonista de receptor de
glucocorticoide esta correlacionada <con una mayor

eficacia clinica.

Los antagonistas de receptores de glucocorticoide

selectivos, que son estructuralmente relacionados con

4



mifepristrona, que les falta apreciable afinidad por
mineralocorticoide, estrégeno y receptores de andrégeno,
y que tienen baja afinidad con el receptor de
progesterona se han descrito en la Patente Europea 763
541 Bl (Akzo Nobel N.V.) Por ser potencialmente titiles en
la prevencién y el tratamiento de enfermedades
dependientes de glucocorticoide o sintomas, como el
sindrome de Cushing, diabetes, glaucoma, trastornos del
sueflo, depresidn, ansiedad, aterosclerosis, hipertensién,
adiposidad, osteoporosis y retiro de 1los sintomas de

narcéticos.

La actividad de antiglucocorticoide de (11B,17p)-11-
(1,3-benzodioxol-5-il)-17-hidroxi-17-(l-propinil)-estra-
4,9-dien-3-ona, un compuesto especificamente descrito en
la EP 763 541 Bl, y el cual serd denominado como Org
34517, se encontrd por estar relacionado con la dosis
medida por el procedimiento descrito por Kloosterboer et
al (J. Steroid Biochem 31, 567-571, 1988): el efecto
(ganancia de peso) de Org 34517 oralmente aplicada sobre
el peso del cuerpo, adrenales, timo y vaso de ratas macho
inmaduras tratadas con dexametasona probaron

incrementarse con la dosis (de 10 mg/kg a 40 mg/kg).

>



El Org 34517 se encontré que era menos potente (52%)
que la mifepristona en u a unién in vivo al receptor de
glucocorticoide. La dosis umbral para demostrar 1los
efectos antiglucocorticoides in vivo (rata) fue
similarmente mucho mayor para Org 34517 (20 mg/kg) que
para mifepristona (5 mg/kg). En acuerdo c;n la actividad
antiglucocorticoide relativamente baja, un estudio
clinico en donde la actividad de antiglucocorticoide en
humanos (saludables) se estimo sobre 1la base del
incremento de cortisol o sobre la cantidad de antagonismo
de dexametason, luego de la administracién de Org 34517
reveld que el Org 34517 tiene 8na potencia relativa de

mifepristona de 10-25% y 17%, respectivamente.

Estos datos indicarian que 1los efectos clinicos
Gtiles durante el tratamiento de wuna enfermedad
dependiente de glucocorticoide deben ser esperados en
dosis diarias de Org 34517 que serian mucho mayores para

la mis potente mifepristona antiglucocorticoide.

Se ha encontradoe ahora inesperadamente en los
estudios c¢linicos que 1los pacientes que sufren de
desorden depresivo mayor deben ser tratados con una dosis

diaria de Org 34517 que no excede en 300 mg. La



administracién de tales dosis relativamente bajas de Org
34517 antiglucocorticoide resultan en réapida arremetida
del efecto antidepresivo comparado con la arremetida del
efecto antidepresivo en pacientes tratados con una dosils
diaria de 450 mg de Org 34517 o m&s. La dosis diariamente

preferida de Org 34517 varia entre 150 y 300 mg.

Una ventaja de estas dosis bajas es que los efectos
colaterales potenciales que podrian resultar de 1la
actividad antiprogestagénica residual del compuesto, ¥y
que podrian conducir a 1la interferencia con ciclo

menstrual femenino normal, son mantenidos en el minimo.

Los glucocorticoides son hormonas extremadamente
importantes, las cuales Juegan papeles clave en
mecanismos de copiado que los animales (incluyendo el
hombre) tienen a su disposicién contra estresantes
internos y externos. Las dosis farmacolédgicamente
efectivas de antagonistas receptores de glucocorticoide,
tales como Org 34517 y RU 486, bloquearan la accién
fisiolégica de glucocorticoides endégenos y pueden de
esta manera inducir riesgos cuando los estresantes

afectan el organismo. El régimen de tratamiento de dosis



baja de la presente invencién garantiza asi el incremento

minimo de la susceptibilidad de la induccién de riesgos.

En una modalidad preferida de 1la invencidédn esté
relacionada con un medicamento que comprende una dosis
diaria de Org 34517 que no excede de 300 mg, para el
tratamiento de pacientes que sufren de desorden depresivo
mayor y que tilenen un nivel de cortisol de plasma, medido
medliante el ensayoc de cortisol de la tarde, que es mayor
de 10pg/dl. Tales pacientes con desorden depresivo mayor,
que tienen una regulacién afectada del eje hipotalamo-
pituitaria-adrenal (HPA), muestran una arremetida corta
de la accidédn del efecto antidepresivo del Org 34517. El
medicamento de dosis baja de 15 invencién es
especialmente efectivo con relacién a la arremetida de la
accidn del efecto antidepresivo en pacientes clasificados
como no supresores de dexametasona, es decir pacientes
que demuestran no supresidén en el ensayo de supresién de

dexametasona.

El Org 34517, (11B,17B)-11-(1,3-benzodioxol-5-il)-
17-hidroxi-17-(l-propinil)-estra-4, 9-dien-3-ona, se puede

preparar como se describié en la Patente Europea P 763
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541 Bl (Akzo Nobel N.V.), cuyo contenido se incorpora

aqui totalmente como referencia.

Un aspecto adicional de la invencién se relaciona
con una preparacién farmacéutica que comprende una unidad
de dosis diaria de ((11B,17p)-11-(1,3-benzodioxol-5-il)-
17-hidroxi-17-(1-propinil)-estra-4,9-dien-3-ona, que no
excede 300 mg y auxiliares farmacéuticamente aceptables,

para el tratamiento de desorden depresivo mayor.

Las preparaciones farmacéuticas, o las
composiciones, para uso de acuerdo con la invencién
comprenden (11B,17B8)-11-(1, 3-benzodioxol-5-i1)-17-
hidroxi-17-(1-propinil)-estra-4,9-dien-3-ona, en mezcla
con auxiliares farmacéuticamnte aceptables. El1 término
medios ™aceptable” significa ser compatible con otros
ingredientes de la composicién y no deletéreos a los
receptores de esta. Las composiciones se pueden preparar
de acuerdo con técnicas estindar tales como aquellas
descritas en la referencia estandar Gennaro A.R. et al.,
Remington: The Science and Practice of Pharmacy, (20aba
edicién., Lippincott Williams & Wilkins, 2000, Parte 5:
Pharmaceutical Manufacturing). Las composiciones incluyen

por ejemplo, aquellas adecuadas para administracién oral,
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sublingual, tépica o rectal, y similares, todas en formas

de dosis unitarias para administracién.

Para la administracién oral, que es la ruta
preferida, el ingrediente activo puede ser presentado
como unidades discretas, tales como tabletas, cépsulas,

polvos, granulados, soluciones, y suspensiones.

La invencién se ilustra en los siguientes ejemplos:

Ejemplo 1

Tratamiento con Org 34517 de pacientes con depresién

mayor.

Un estudio controlado de paroxetin de 4 semanas
doble ciego de Org 34517 en pacientes depresivos fue
llevado a cabo. La paroxetina es un inhibidor de retoma
de serotonina selectivo que es reconocido como un
antidepresivo efectivo para depresién mayor. Los
pacientes fueron seleccionados los cuales tenian un
desorden depresivo primario que llenaba los criterios de
diagnostico de un desorden depresivo mayor (MDD) como se
definié mediante el DMS-IV para episodios recurrentes
(296,3), y que tenian una sgeveridad de depresién que

dieron como resultado un marcador total de al menos 22

29—
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sobre el HAMD-21 (Hamilton Rating Scale for Depresién;
ver Hamilton, M. ™“A rating Scale for depresién.” J.
Neurol. Neurosurg. Psychiat. 1960, 23, 56-62) escala en
linea base. El paciente tuvo un episodio de depresién que

habia durado al menos dos semanas antes de la linea base.

Los pacientes fueron localizados aleatoriamente en uno
de tres grupos de tratamiento. Los pacientes del grupo 1
(grupo Org 150: 50 pacientes) recibieron dos cépsulas con
75 mg de Org 34517 y un placebo (dosis diaria total 150
mg) para las primeras 2 semanas y 2 capsulas con 75 mg de
Org 34517 y 1 cépsula con 150 mg (dosis diaria total 300
mg) las siguientes 2 semanas; los pacientes del grupo II
(grupo Org 450 46 pacientes) recibieron 3 céapsulas con
150 mg de Org 34517 (dosis diaria total 450 mg) en las
primeras 2 semanas y 4 cdpsulas de Org 34517 (dosis
diaria total 600 mg) en las siguientes 2 semanas; los
paclientes del grupo III, (grupo paroxetina: 44 pacientes)
recibleron 2 cépsulas con 10 mg de paroxetina y una
capsula de placebec (dosis diaria total 20 mg) para las
primeras 2 semanas, seguidas de 2 céapsulas de 10 mg y una
capsula de 20 mg de paroxetina (dosis diaria total 40 mgq)
en las siguientes 2 semanas. La medicacién se administré

oralmente en la mafiana. Las evaluaciones de eficacia
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fueron hechas en los dias 4, 7, 10, 14, 21, 28 y 35 al

utilizar una escala HAMD de 21 iftem.

Los niveles de plasma de cortisona en la tarde
(ACT=ensayo de cortisol de la tarde) fueron medidos como
se describidé por Halbreich et al (J. Clin. Endocrinol.

Metab. 54(6), 1262, 1982).

Los resultados para todos los pacientes son mostrados
en la figura 1. Estos datos demuestran una arremetida més
rapida de la accién del efecto antidepresivo para el
grupo de tratamiento de 150 mg comparado con el de
paroxetina, medidoc como una diferencia de 2 puntos

aproximados sobre la escala de Hamilton en el dia 10.

Los resultados para los pacientes que tenian un
nivel de cortisol de plasma en la tarde al inicio de
tratamiento mayor de 10 pg/dl son mostrados en la figura
2. Estos datos demuestran de nuevo una arremetida réapida
de la accién del efecto antidepresivo del grupo de
tratamiento de 150 mg comparado con la paroxetina, medida
como una diferencia de 4 puntos aproximado sobre la

escala de Hamilton en el dia 10.



14

Los resultados para los pacientes que fueron

diagnosticados al inicio del tratamiento como

supresores de dexametasona (no supresién en el ensayo
supresién de dexametasona) son mostrados en la figura
Esos datos demuestran una diferencia pronunciada en
arremetida de la accién del efecto antidepresivo para
grupo de tratamiento de 150 mg comparado con el grupo
tratamiento de paroxetina, medido como una diferencia
6 puntos aproximados sobre la escala de Hamilton en

dia 10.

no

de

3.

la

el

de

de

el
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REIVINDICACIONES

1. E1l uso de (11B8,178)-11-(1,3-benzodioxol-5-11)-17-
hidroxi-17-(l1-propinil)-estra-4,9-dien-3-ona, para la
preparacién de un medicamento para el tratamiento de un

paciente que sufre de un desorden depresivo mayor.

2. El uso de acuerdo a la reivindicacién 1, en donde el
medicamento se aplica en una dosis diaria que no excede

300 mg.

3. El uso de acuerdo a la reivindicacién 1 o 2, en

donde la dosis diaria varia entre 150 y 300 mg.

4. El uso de acuerdo a cualquiera a las reivindicaciones
1-3, en donde el desorden depresivo mayor se caracteriza
por niveles de cortisol de plasma en el paciente que son

mayores de 10 pg/dl.

9. El uso de acuerdo a la reivindicacién 4, en donde el
nivel de plasma de cortisol en el paciente demuestra no

supresién en ensayo de supresién de dexametasona.

74
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6. Una preparacién farmacéutica que comprende una
unidad de dosis diaria de (11B,17B)-11-(1,3-benzodioxol-
5-il1)-17-hidroxi-17-(l-propinil)-estra-4, 9-dien-3-ona,

que no excede en 300 mg y auxiliares farmacéuticamente
aceptables, para el tratamiento de desorden depresivo

mayor.

7. La preparacién farmacéutica de acuerdo a 1la
reivindicacién 6 en donde la unidad de dosis diaria varia
en 350 y 300 mg. .
8. Un método para el tratamiento de un paciente que
sufre de un desorden depresivo mayor mediante 1la
administracién al paciente de una cantidad efectiva de
glucocorticosteroide, dicho método comprende la
administracién de (11B,17B)-11-(1,3-benzodioxol-5-il)-17-
hidroxi-17-(l-propinil)-estra-4, 9-dien-3-cna, en una

dosis diaria que no excede 300 mg.

9. El método de la reivindicacién B8, en donde la dosis

diaria estd en 350 y 300 mg.

Xz~
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Agura 1. Cambio de HAMD-21 desde ka linea base: fodos los pacientes
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Agura 2. Cambio de HAMD-21 desde la linea base: paclentes
con atto ACT.

[——=Org T50—=—0ig 450—+—Forowseting]

7



3/3

Agura 3. Cambio de HAMD-21 desde la linea base: no supresores DST
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