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- Derecho de la Competencia, Propledad
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Seilora Jefe,
DIVISION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio

E. S. D.

Referencia + Expediente N° 04 117.322

Asunto + Oposicion a la solicitud de patente de Invencién titulada
“TRATAMIENTO DE LA HIPERTENSION EN MUJERES
QUE RECIBEN TERAPIA DE REEMPLAZO
HORMONAL".

Solicitante : SCHERING AKTIENGESELLSCHAFT.

Opositora JFROCAPS S.AA.

-

" Publicsda en la Gaceta de la Propiedad Induatrial

N'sezdelald?dm de 2006

Yo, REINALDO P, MORENO, abogado con tarjera profesional N° 91563 del
conse:jo superior de/la judicatura, en mi condicién de apoderado de la sociedad
PROCAPS S.A. conformada bajo las leyes de Ia Republica de Colorubia y domiciliada
en la ciudad de Barranquilla, Colombia, atentamente manifiesto que esmndo dentro
del vérmino de ley y por orden expresa de mi representada, presento oposicién a la
concesion del registro de la patente de Invencion ticulada “TRATAMIENTO DE LA
HIPERTENSION EN MUJERES QUE RECIBEN TERAPIA DE REEMFPLAZO
HORMONAL?", solicitada -por SCHERING AKTIENGESELLSCHAFT., y pido a -
Usted declarar fundada esta oposicién y en consecuencia negar el regiscro de la patente
solicitada.

‘Transversal 13 N 11995, OF. 104 TeL (571)2131213-6205021 - Fax (571)6 1219 19
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1. INTERES PARA ACTUAR

Conforme a lo dispuesto en el articulo 42 de la Decisién 486 de 2000 de la
CAN, estando dentro del término estipulado por la ley, manifiesto el legltimo interés
de nuestra representada para oponerse al registto de la patente de la referencia,
atendiendo a que la solicitud 7£endida no cumple con los requisitos dispuestos en la

ley como se analizard mas ddelante y de concedida afectarfa direcamente la
comercializacion de algunos productos fle ml representada, que contienen, en
particular Drospirenona y Ernilestradiol. Por lo mnro, solicito respetuosamente a ese
Despacho se sirva tener en cuenta la presente oposicion dentro del trimite
administrativo que se surte e_r_l_esta‘SuiJfrintendbncia. .

. 2. FUNDAMENTOS DE HECHOS

2.1.1a solicitud objeto de la presente fue presentada el 23 de noviembre de 2004,
reivindicando prioridad bajo US 60/375.439 del 26/04/2002 y fue publicada en
Colombia, en la Gaceta de la Propiedad Industrial No 562 del 31 de Marzo de-
2006, pigina 469, Ne publicacion 1357, cuya publicacion internacional
corresponde a la WO03090755 del 2003-11-06.

2.2.La solicitud colombiana 04 117.322 objeto de la presente oposicién, se refiere a un
método para reducir la tensién arterial y logmar el efecto de terapia de reemplazo
hormonal (TRH) en una paciente hembra humana hipertensa, que comprende

Transversal 13 Ne 11995, OF, 104 Tel. (571021312 13-6205021 - Fax (571)6 1219 79
E-mall: negoclos@optimum-co.com - wwar.oprimum-co.com
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administrar a dicha paciente drospirenona (DRSP) en dosis de 0,5-3 mg/dia y 178
estradiol en dosis de 1-3 mg/dia; donde ademss la administracién de medicacion
antihipertensiva a dicha paciente; en el cual dicha paciente comenzd a tomar la
medicacion antihiperrensiva antes de iniciarse la administracién de dicha DRSP y
dicho 178 -estradiol; en el cual dicha medicacion antihipertensiva se administra
conjuntamente con la administracién de dicha DRSP y dicho 178 -estradiol; en el *
cual la administracion de dicha medicacién antihipertensiva se inicia después de
iniciarse la administracién de dicha DRSP y dicho 178 -estradiol; en el cual dicha
medicacién antihipertensiva es un diurético, un bloqueante a-adrenérgico, un

bloqueante f.adrenérgico, un agente que actia sobre el SNC, un bloqueante SRS
neuronal adrenérgico, un vasodilatador, un inhibidor de la enzima convertidora de
la angiotensina 1 (ECA), un bloqueante del canal del calcio, un inhibidor de Ia
renina o una combinacion de los mismos. - ; N
2.3. En primera ‘in's-tal_tgia'; se debe advertir que las reivindicaciones se refieren a un  \
métod: Enpéuﬁuo y segln la legislacion, decision 486 de la Comunidad Andina
de’ Nag:ioii;:’s. Artdculo 20.- “No serdn patentables (...) d) los métodos rerapéuticos o
quinirgicos para el tratamiento humano o animal, asi como los métodos de diagndstico
.aplicados a los seres humanos o a animales”. Sélo serin patentables los productos o
" procedimientos. Por lo tanto la presente solicitud objeto de oposicion no puede ser
objero de patenmbilidad.

2.1.De otra parte el articulo 14 de la Decisién 486 de la CAN consagra lo siguiente:
“Los paises miembros otovgardn patentes para las invenciones, sean de producto o
procedimiento, en todos los campos de la tecnologla, siempre que sean nuevas, tengan nivel

inventivo y sean susceptibles de aplicacion. industrial®. Asl las cosas, las invenciones
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E-mall: negocios@oprimum-co.com - www.optinum-co.com
Bogotd Colombila



£

b(l

- Derecho de la Competencla, Propledad
optl mum Industrial y Comerclo Bxterlor

objeto de patente deben ser nuevas y tener nivel inventivo. Bien, pues antes de la
fecha de prioridad de esta solicitud se encuentro el sigulente documento que afecta
su patentabilidad respecto a la novedad:

* DI1: WO0152857, 2001-07-26.

2.2.Ahora bien, el documento D1, particularmente en la descripcidn vy ‘
relvindicaciones, se refiere a un método para bajar la tension arterial y efectuar una | |

terapia de reemplazo hormonal (HRT) en una mujer que sufre de hipertensién,
que comprende administrar cantidades eficaces de drospirenona y un estrégeno.
Segiin este documento antetior, se revela una composicién farmacéutica en forma
de una forma de dosificacion oral, que éomprende i) un estrégeno, con la
excepcidn de eumlesu'adlq], i) &rosg_lrenona, en una cantidad que correspondea
una dosis diarla _.que osula de 0 25 a 10 mg; y iii) un excipiente o wvehiculo
fannacéudcamenm aceptable en la que dicha drospirenona esti en una formz que
tiene “ina superﬁcm especifica mayor que 10.000 cm2/g. Segin este documento

- Dl se, revela el uso de una composicién que comprende un estrogeno tal como
esi_:radlol y dmsopirenona para una terapia de reemplazo de hormonas. En tales
_n;velaciones anteriores segin la pagina 9 segundo pirrafo del documento anterior

" DI, se afirma que las dosis del compuesto corresponden a dosis definidas y es ./
especialmente usado donde la mujer sufre de otros desdrdenes o trastornos no
compatibles con el empleo de una fuente exégena de estrégeno como la
hipertension. Igualmente, se afirma que 1a dosis de drospirenona puede ser tal que
el trastorno, la enfermedad o el sintoma son aliviados. Por lo tanto, el presente

documento no revela una composicién nueva en comparacion con este documento
Dl1.

Transversal 13 No 11995, Of 104 Tel (571) 2131213 -6205021 - Fax. (57161219 79
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2.3.En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicitud
colombiana 04 117.322 no puede pretender un monopolio por patente toda vez
que lo que pretende no cumple con dos de los tres requisitos necesarios para su

proteccion.

2.4.Que por consiguiente, respecto a la solicitud pretendida se tiene que:

2.4.1. CARECE DE NOVEDAD: Segtin la decisidn 486 de la Comunidad Andina de
Naciones, Artdculo 16.- “Una invencidn se considerard nueva cuando no estd
comprendida en el estado de la técnica. El estado de la técnica comprenderd todo lo que
haya sido accesible al publico por una descripcién escrita w oral, wilivacién,
comercializacion o cualquier otro medio antes de la fecha de presentacion de la solicitud
de patente o, en.ni caso, de la prioridad reconocida.”. A la fecha de prioridad, 26 de
abril de 2004 yn'er;l conocido, pues como se demostrd, era parte del aree W\
_anterior con base en el documento D1, un método para reducir la tensién
artenal y lograr el efecto de ternpia de reemplazo hormonal (TRH) en una

,paciente hembra humana hipertensa, sobre el cual busca proteccién en el

capftulo reivindicatorio.

2.4.2. CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN
consagra en su articulo 14 lo siguiente: “Los paises miembros otorgardn patemr-s
para las invenciones, sean de producto o procedimiento, en todos los campos de la
tecnologla, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de
aplicacién industrial”. La presente solicitud carece de aplicacién-Industrial ya que
como se demostrd anteriormente, algunas cliusulas reclaman el méwodo

trerapéutico y este no es aplicable industtialmente porque primero no se obdene
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un producto o proceso; y segundo no es reproducible o repetible a escala
industrial. Por lo tanto, el objeto de la presente invencién referido a los

métodos terapéuticos, no cumplen con el requisito de la aplicacién industrial.

2.5. Dado lo anterior, es posible deducir que la solicitud y lo reivindicado no es

objeto de parenmbilidad pues es contrario a lo que dicta la Decision 486 de la
Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn
patentes para las invenciones, sean de producto o de procedimiento, en todos los campos de la
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de aplicacion
industrial.”. La solicitud pretendida no cumple con los dos de los tres requisitos de

patenmbilidad.

2.6. Por todo lo anterior, atentamente solicito a usted que se girva declarar fundada.
la presente Oposiclér; y_negar el registro Patente de invencidn denominada
“TRATAMIENTO.DE LA HIPERTENSION EN MUJERES QUE RECIBEN ",
TERAPIA DE REEMPLAZO HORMONAL" soliciada por SCHERING

_ AKTIENGESMH‘. solicitud Colombiana que aparecid publicada en la
Gacéra de la Propiedad Industrial N® 562.

J. PRUEBAS

De conformidad con lo dispuesto por las normas vigentes, solicito a usted tener

como prueba en este asunto los siguientes:

e DI1: WO0152857, 2001-07-26.
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4. FUNDAMENTO DE DERECHO
Fundamento esta observacién en las normas legales siguientes:

4.1. Numeral | del articulo 586 del Cédigo de Comercio.

42. Articulo 42 de la Decisién 486 de la Comisién del Acuerdo de Cartagena.
4.3.  En las demds normas concordantes.

5. ANEXOS
Para los efectos col‘-x?egpondieﬁues anexo al presente escrito los siguientes documentos:

e DI: WOD152857, 2001-07-26.

’

6. NOTIFICACIONES

Para efectos de notificaciones que por disposicién del articulo 50 del Decretof
01 de 1984 debe hacer su Despacho, informo que mi representada y la suscrita
recibiremos notificaciones en la Secretaria de su Despacho o en mis oficinas ;ituadas

en la Transversal 132 N° 11995, Of. 104 de esta ciudad de Bogord.

nglor Superintendente,

e BO-
Transversal 13+ Ne 11995, Of. 104 Tel (571)2 13 1213 -6 2050 21 - Fax (571) 6 12 19 79
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PROCAPS

9K

Yo, WALTER TANAKA TATEXKAWA, mayor de edad y'vedno de 3 dudad de Barranquilla {Colombia),
identificado como aparece al ple de ml fima, quige’ en e presente documento achie en calidad de
Representante Legal de b sodedsd PROCAPS S.A. sodedx legalmente constituida y domidiliada en la
dudad de Barranquilla (Colombia), por el presente documento otorgo 3 REINALDO PINILLA MORENO,
abogado titulado, kientificado como aparece al ple de su firma, con tarjeta profesional No. 91563 expedida
por el Consejo Superior de fa Judicatura, poder espedal, amplio y.sufidente, para formular opasiciones u
observacones a la solidhx de patente No. 04 117.322, de tiulo: “TRATAMIENTO DE LA
HIPERTENSION MUJERES QUE RECIBEN TERAPIA DE REEMPLAZO HORMONAL", publicada
en a gaceta No. 562 del 31 de Marzo de 2006. \

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo de actos necesarios para
llevar a cabo el trémite de la oposicidn, iInduyendo, sin limitacin, preparar y presentar solictudes, hacer
dedaradiones, pagar tasas, contribuciones e Impuesins, recabar los thulos o certificados. Asimismo quedan
autorizados para impugnar adminisirativa y judiciaimente todo o que fuere resuefto en e expedients a
que se hace expresa referencia en el presente poder, con todas las facultades generales y especificas que
fuera requerkio para ella. !

De 2 misma manera, ademds de las facultades que le conflere |a naturaleza del presente mandato, se

encuentran facuftados para redbir, desistir, transiglr, sustitulr, y reasumir el presente poder, incoar
acciones, interponer recursos y demds facultades conferidas por la ley.

Dado y Firmado en Barranqullia (Colombia) a los 31 dias del mes de Mayo de 2006.

/

S.A. }
WALTER TANAKA TATEKAWA T
C.C. N° 16.251.923 de Palmirs
Representante Legal __, .

Acepto,

B e Ny

C.C. 80'425.609 de Bogoth
T.PA . 91563del CS.de ln ).

CALLE 80 No. 78B-201-A.A. 50330-P.B.X.:(575) 3530783 - 3780000 - 3718900 FAX; (575) 3533848 - 3558434 - 3533681 - 3532007

ILLA - COLOMBIA = NIT.: 880.108.527-5
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS B.A.----——-—------ccmcdcmmer s s e e e m e e - me-ese———-
NIT: 850.106.527-5.

EN JUNIO DE ESTE ARO SE ELEGIRA JUNTA DIRECTIVA DE LA CAMARA DE
COMERCIO. LAS INSCRIPCIONES DE CANDIDATOS DEBEN HACERSE EN LA PRIMERA
QUINCENA DE MAYO. PARA INFORMACION DETALLADA DIRIGIRSE A LA SEDE
PRINCIPAL O COMUNICARSE AL SIGUIENTE TELEFONO: 3303911.

ELL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA,
CERTIFICA

Que por Escritura Piblica No. 1.190 del 22 de Julio de 1976,
ot rgada en la Notarja Tercera de Barranquilla, inscrito(as) en
egsta Cimara de ComepCio, el 28 de Julio de 1976 bajo el No. 6.070
del libro respectivo, /fue constituida la sociedad------------==cecea--
limitada denomina "PRODUCTORA DE CAPSULAS DE GELATINAS LIMITADA
"PROCAPS LIMITADAT  ~-==~r -~ re e r e e e e c e m e mr e e — e e e ——— - == ——

CERTIFICA

Que por Escritura Pfiblica No. 1.307 del 28 de Junio de 1979,
ot rgada en la Notaria Tercera de Barranquilla, inscrito(as) en
esta Céimara de Comercio, el 23 de Julio de 1979 bajo el No. 10.039
del libro respectivo, la sociedad antes mencionada--------------—-----
Be transformo en sociedad anonima bajo la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A."®" PROCAPS S.A.".------------

CERTIFICA

Que por Escritura PGblica No. 3.810 del 31 de Dic/bre de 1980,
ot rgada en la Notaria Primera de Barranquilla, inscrito(as) en
esta Camara de Comercio, el 30 de Enero de 1981 bajo el No. 12.705
del libro respectivo, la sociedad antes menclonada-----------==---===--
se transformo en sociedad de responsabilidad limitada bajo al razon

social de *PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -
MITADA" , ~ - ————m——m———m e m e mmmm e mmmm—mm—mm e mmm—m—mmm——mmmmm e

CERTIPFICA

Que por Escritura P(blica No. 3.755 del 10 de Nov/bre de 1983,
torgada en la Notaria Unica de Soledad, inscrito(as) en esta
Cimara de Comercio, el 22 de Nov/bre de 1983 bajo el No. 17.922 del
libro respectivo, la sociedad antes mencionada-------=--=--cc-ccccccca--
se transformo en sociedad anonima bajo 1la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A.".~-=-~—-—~=~—--~

CERTIFICA

thkkkdkddddr C O NT I NTU A whkrdddddd



CERTIFIGBDé'DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE

890.106.527-5.

NIT:

cambi

cambil

Numero
39
992
1.464
2.744
3.826
3.835
2.260
1.849
444
3.090
269
2.342
3.652
3.615
89
2.070
2.281
765
459
2.608
1.730
416
1.613

Que por Escritura PGblica No.
t rgada en 1la Notaria 2a.
Céimara de Comercio,

3.615 del 06 de Dic/bre de 1996,
de Barranquilla, inscrito(as) en esta
el 20 de Dic/bre de 1996 bajo el No. 67.218 del
libro respectivo, la sociedad antes mencionada

de razon social, por la denominacion LABORATORIOS PROCAPS S.A

aaaa/mm/dad
1979/01/18
1981/04/30
1982/08/27
1983/08/18
1984/07/16
1985/08/26
1986/09/10
1989/07/11
1990/02/21
1991/12/17
1993/02/01
1993/07/28
1993/11/09
1996/12/06
1997/01/16
1997/07/17
1997/08/04
1999/04/22
2001/02/21
2001/10/05
2004/07/29
2005/03/03
2005/07/28

C

Que por Escritura Piiblica No.
t rgada en 1la Notaria 2a.
Camara de Comercio,

C

Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria
Notaria

C

ERTIFICA

ERTIFICA

Notaria
3a. de Barranquilla.
la. de Barranquilla.
Unica de Soledad
Unica de SBoledad
Unica de Soledad
Unica de Soledad
Unica de Soledad.
2a. de Barranquilla.
2a. de Barranquilla.
2a. de Barranquilla
2a. de Barranquilla
2a. de Barrangquilla
2a. de Barranquilla
2a. de Barranquilla
2a. de Barranquilla
2a. de Barranquilla
2a. de Barranquilla
3a. de Barranquilla
2a. de Barranquilla
2a. de Barrangquilla

2. de Barranquilla
2. de Barranquilla
2. de Barranquilla

ERTIFICA

9.452
13.112
15.533
17.416
19.554
22.230
24.995
33.909
36.101
43.993
48.428
50.582
51.798
67.218
67.704
70.627
70.813
80.628
91.502
95.771

112.999
116.364
119.322

3.775 del 18 de Dic/bre de 1996,
de Barranquilla, inscrito{as) en esta
el 23 de Enero de 1997 bajo el No. 67.704 del
libro respectivo, la sociedad antes mencionada
de razon social, por la denominacion PROCAPS S.A.

Que dicha sociedad ha sido reformada por las siguientes escrituras
y/ documentos privados:
No. Insc o Reg aaaa/mm/dd

1979/01/24
1981/05/06
1982/09/08
1983/08/26
1984/07/27
1985/09/04
1986/09/15
1989/07/13
1990/03/16
1992/01/28
1993/02/16
1993/08/10
1993/11/22
1996/12/20
1997/01/23
1997/07/31
1997/08/14
1999/04/23
2001/02/23
2001/11/08
2004/08/26
2005/03/10
2005/08/18

Que de acuerdo con la(s) escritura(s) arriba citada(s), la sociedad
se rige por las siguientes disposiciones:
DENOMINACION O RAZON SOCIAL:

PROCAPS S.A.
SIGLA: PROCAPS.
DOMICILIO PRINCIPAL: Barranquilla.
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .

PROCAPS S.A,--——---————====m------mec-mmmeem—————eesmmsssamemmene——a-
NIT: 890.106.527-5.

NIT No: 890.106.527-5.
MATRICULA MERCANTIL: 24.802.

CERTIFICA

Direccion para notificaciones judiciales:
CL 80 No 78 B - 201.
De la ciudad de Barranquilla.

CERTIFICA

DURACION: El término de duracién de 1la sociedad se fij6 hasta el
18 de Agosto de 2073.

CERTIFICA

OBJETO SOCIAL: El objeto principal de la sociedad sera: a)-La fabri-
cacion de capsulas y otros productos similares a partir de materia-
les tales como gelatinas u otros de distinta naturaleza, que puedan
ser utilizados como envases o recipientes de productos y sustancias
quimicas, farmaceuticas y cosmeticae, para uso y consumo humano y
veterinario; b)-La investigacion, desarrollo y fabricacion de toda
clase de productos y sustancias quimicas, farmaceuticas y cosmeticas
para uso Yy consumo humano, animal y vegetal; c)-La compra y venta de
materias primas, insumos y productos intermedios necesarios para 1 s
procesos de fabricacion de sustancias quimicas, farmaceuticas,alimen
ticias y cosmeticas, asli como la comercilalizacion interna y externa
de 1 8 productos terminados, d4d) La compra, venta, lmportacli n, ex-
portacion y distribucion de toda clase de elementos instru-
mentales y equipos medicos,quirurgicos,odontologicos,y hospitalari s
para la salud humana y animal. e)La compra,venta,exportacion y dis-

distribucion de dulces, confites, galletas y todo tipo de
g 1l sinas o alimentos para el consumo humano. f) Actuar como re-
presentante 0 agente de personas naturales y juridicas, naci -
nacionales y extranjeras en la realizacion de operaciones tran-

sacciones relacionadas con 1la industria farmaceutica y en especial
c n cualquiera de 1las actividades descritas en 1los literales a),
b), c). 4d) y e) antes descritos; g) Prestar los servicios de
ases ria Y consultoria en las areas administrativas, de mer-
cadeo, analisis clinico, asistencia tecnica, investigacion, cost B ¥y
produccion, exportaciones, importaciones, ventas, relacionadas ¢ n
iguales o© similares actividades a las que constituyen el objeto de
PROCAPS S.A., asi como 1 8 de publicidad y promocion de product s

dustrial; h)-Adquirir, operar, administrar y expl tar, a cualquier

quimicos, ¢ smeticos y farmaceuticos para us humano, animal in- |§
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DEJ

NIT: 890.106.527-5.

titul , empresa o establecimientos dedicados a la investigacion, de-
sarrollo, fabricacion o comercializacion de productos quimicos, far-
maceuticos, hospitalarios o cosmeticos. En desarrollo de su objeto
principal, 1la Bsocledad podra tomar interes social como acclonista,
8 ci o fundador de empresas que tengan igual o similar objeto, com-
prar, vender, importar y exportar maquinarias, insumos y repuest s
requeridos para el desarrollo de sus actividades; tomar dinero en
prestamo, financiar y garantizar las operaciones comerciales que ce-
lebre con terceros relativas a su objeto; celebrar y ejecutar t do
tipo de actos y contratos necesarios para desarrollar sus operacl -
nes; glrar, aceptar, otorgar y protestar todo tipo de titulos val -
res € instrumentos negociables; comprar, vender y constituir grava-
menes gobre bilenes muebles e immebles; designar representantes

apoderados en el pais y en el exterior y, en general, realizar cual-
quier acto o negocio que sea necesario o conveniente para el desa-
rroll de 8u objeto social y para la mejor proteccion de gus intere-
ges corporativos o la de sus socios. La sociedad podra garantizar
el cumplimiento de obligaciones adquiridas por terceros o por sus
8 cis, para lo cual podra inclusive constituir gravamenes reales
sobre s8us bienes de cualquier naturaleza.-------—-—~-c-emmcmooo-__

CERTIFICA

CAPITAL Nro Acciones Valor Accibén
Aut rizado
Skkddihkibddd 000.000.000 *ékddidddadddl 000.000 *hhhwrwrdedetwriss], 000

Suscrito

Shridkdbhddd] 220.000.000 *dkdkddidddws] 220.000 F¥wvdkbvdrwdwbrns] , 000
Pagado

Soeddkddedvd] 220.000.000 *riinvwwddddd] 220.000 *itddvdddkdbdiddrd] 000

CERTIFICA

ADMINISTRACION: La direccion y administracion de la sociedad ¢ rres-
pondera a la Asamblea General de Accionistas, a la Junta Directiva,
al Presidente, al Vicepresidente y a un Gerente General. Corresponde
a la Junta Directiva las siguientes funciones y atribuciones entre
tras: Autorizar cualquier acto o contrato cuya cuantia sea superi r
al equivalente en pesos Colombianos a doscientos cincuenta mil dola-
res de los Estados Unidos de America (US$250.000), liquidados a la
tasa de cambio representativa del mercado vigente el dia en que se
surta la transacion. Cuando s8e trate de operaciones en virtud de
lag cuales la sociedad garantice obligaciones de terceros o de los
socl 8, se requerira que la operacion sea aprobada con el vot de
por 1 menos 2/3 partes de los integrantes de la Junta Directiva.
La 8 cledad tendra un Presidente , quien ejercera 1la representa-
cin legal de la sociedad y tendra 1las siguientes atribu-
ci nes entre otras: Ejecutar las decisiones de la Asamblea
General de Accionistas y de la Junta Directiva. Ejercer la Represen-
taci n Legal de 1la sociedad en todos los actos y contratos que se
requieran para el desarroll del bjeto s clal, de ¢ nf rmidad con
lo previsto en las leyes y en los presentes estatutos. C nstituir
apoderados Jjudiciales y extrajudiciales, recibir notificaci nes,
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .
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NIT: 890.106.527-5.

absolver interrogatorios de parte, confesar obligaciones de 1la
B ciedad, transigilr, disistir y allanar a la sociedad en cualguier
asunt judicial. Aprobar y celebrar en nombre de la socieda todo
act o contrato cuya cuantia sea igual o inferior al equivalente
en pesos colombianos a dosclentos c¢incuenta mil dolares de los
Estad 8 Unidos de America (U88250.000), 1liquidados a 1la tasa de
cambi .representativa del mercado vigente el dia en que se surta
la transacion o© celebracion del acto. Las demas funciones que le
C rrespondan como Representante Legal por disposicion de la ley,
de estos estatutos o de la Junta Directiva. El Presidente tendra un
suplente, designado por la Junta Directiva, quien reemplazara al
Presidente en sus faltas temporales, absolutas o meramente acciden-
tales, con entidades facultades y 8in que sea necesario para ello
acreditar la ausencia del principal. La sociedad tendra un Vicepre-
sidente designado por 1la Junta Directiva, quien tambien ejercera la
representacion legal de 1la socledad, pudiendo ejercerla conjunta

separadamente con el Presidente. El1 vicepresidente tendra las
siguentes facultades entre otras. Ejecutar dentro de su comp tencia
las decisiones de 1la Asamblea General de Accionistas, de la Junta
Directiva y del Presidente. Ejercer la representacion legal de la
8 ciedad en todoe los actos y contratos que se requieran para el
desarrollo del objeto Bocial, de conformidad con lo previsto en las
leyes y en los presentes estatutos. Constituir apoderados judiciales
y extrajudiciales, recibir notificaciones, absolver interrogatori s
de parte, confesar obligaciones de la sociedad, transigir, desistir
y allanar a 1la sociedad en cualquier asunto judicial. Aprobar y
celebrar en nombre de la sociedad todo acto © contrato cuya cuantia
sea igual o© inferior al equivalente en pesos colombianos a cient

cincuenta mil dolares de los Estados Unidos de America (US$150.000),
liquidados a la tasa de cambio representativa del mercado vigente
el dia en que se surta la aprobacion o celebracion del acto, siempre
que no Be trate de enajenar bienes inmuebles 0 cualquier otro activo
£ij de la s8sociedad, inclusive de naturaleza muebles, acci nes,
cu tas o partes de interes inversiones y todo tipo de derechos
de la sociedad, o de constituir gravamenes sobre cualquiera de los
anteriores, facultades que radican exclusiva y privativamente en
cabeza del Presidente. Las demas funciones que le corresponda como
Representante legal por disposicion de 1la ley, de estos estatutos
0 de la Junta Directiva. El Vicepresidente tendra (1) suplente,
designado por la Junra Directiva, quien lo reemplazara conjunta

separadamente en sus faltas temporales, absolutas o© meramente
accidentales, con 1denticas facultades y sin que sea necesarl para
ell acreditar la ausencia del principal. La sociedad tendra un (1)
Gerente General, c¢ n su respectivo Suplente, designados por la Junta
Directiva. El1 Suplente reemplazara al Gerente General, en sus faltas

rep—
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE.

NIT: 890.106.527-5.

temporales, absolutas o meramente accidentales, quien junto con el
gerente general, llevaran la representacion legal de la sociedad,
¢ n identicas facultades, pudiendolas ejercer conjunta o separada-
mente con el Presidente y Vicepresidente, con identicas facultades
que el Gerente General y sin que sea necesario para ello acreditar
la ausencia del titular. El Gerente General tendra las siguientes
facultades entre otras: Ejercer la representacion legal de la s cie-
dad, en todos los actos y contratos que se requieran para el desa-
rroll del objeto social, de conformidad con 1lo previsto en las
leyes y en los presentes estatutos. Aprobar y celebrar en nombre de
la 8 ciedad todo acto o contrato cuya cuantia sea igual o inferi r
al equivalente en pesos Colombianos a Cincuenta Mil dolares de los
Estados Unidos de America (US$50.000), 1liquidados a la tasa de
cambi representativa del mercado vigente el dia en que se surta la
aprobacion o celebracion del acto, siempre que no se trate de enaje-
nar a cualquier titulo bienes inmuebles o cualquier otro activo fij

de la sociedad, inclusive de naturaleza mueble, acciones, cu tas

partes de interes, inversiones y todo tipo de derechos de la socie-
dad de constituir gravamenes sobre cualquiera de las anteri res
facultades que radican exclusiva y privativamente en cabeza del
Presidente. — ------co-oom e

CERTIFICA

Que segin Acta No. 116 del 27 de Junio de 1997 correspondiente a
la Asamblea de Acclonistas en Barranquilla, de la sociedad:

PROCAPS S.A.------~-ccceme e mc e ccrmmcmcau—c e — e
cuya parte pertinente se inscribi® en esta Cimara de Comercio, el
15 de Agosto de 1997 bajo el No. 70.838 del libro respectivo,
Y segin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la socledad:

PROCAPS S.A. ~---- e e
cuya parte pertinente s8e inscribi® en esta Cimara de Comerci , el
29 de Mayo de 2000 bajo el No. 87.250 del 1libro respectivo, fueron
hechos los siguientes nombramientos:

CLASE: JUNTA DIRECTIVA

Principales
1. Minski Gontovnik Ruben CC.vokik¥¥7 463,982
2. Mingki Gontovnik Meyer CC.w¥dkd¥+7 _461.324
3. Minskil Gontovnik Jose CC.d*dsdkw8 _§71.834

Suplentes
1. Minski Zilberblum Elliot CC.v*¥¥s®72 _ 219.541
2. Mingki Deitel Daniel LA AL AL LA L
3. Minski Sharon PA.*990.212.082.805

CERTIFICHSA

Que seglin Acta No. 116 del 27 de Junio de 1997 ¢ rrespondiente a
la Asamblea de Accionistas en Barranquilla, de la s ciedad: PROCAPS
S.A. cuya parte pertinente se inscribi6 en esta Cimara de Comerci ,
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el 15 de Agosto de 1997 bajo el No. 70.838 del libro respectivo,
fueron hechos loe siguientes nombramientos:

Cargo/Nombre Identificacién

Presidente.

Minski Gontovnik Ruben CC.*¥ik¥i¥7 463,982
Suplente del Presidente

Minski Minski Abraham CC.dddkkre*¥§02 575
Vicepresidente

Minski Gontovnik Meyer CC.**kkud*7 _461.324
Suplente del vicepresidente

Mingki Gontovnik Jose CC.¥*kdiadg 6£71.834

CERTIPFICA

Que s8Beglin Acta No. 11 del 01 de Febrero de 2001 correspondiente a
la Junta Directiva en Barranquilla, de 1la sociedad: PROCAPS S.A.
cuya parte pertinente se inscribi6 en esta Cémara de Comerci , el
12 de Febrero de 2001 bajo el No. 891.273 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién
Gerente General. ’
Uribe Ochoa Guillermo Luis CC. *w*eww®70_ 073,754

CERTIFICA

Que Begiin Acta No. 406 del 02 de Sep/bre de 2004 correspondiente a
la Junta Directiva en Barranquilla, de 1la sociedad: PROCAPS S.A.
cuya parte pertinente se inscribié en esta Camara de Comercio, el
09 de Sep/bre de 2004 bajo el No. 113.263 del libro respectivo,

fueron hechos los siguiep¥fes nombramientos:
Cargo/Nombre

Suplente del Gerente.
Tanaka Walter

Identificacién
CC.xwd¥a¥] 5,251,923
CERTIPFICA

Que seglin Acta No. 124 del 29 de Marzo de 1999 correspondiente a
la Asamblea de Acclonistas en Barranquilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribié en esta Cimara de Comerci ,
el 04 de Agosto de 1999 bajo el No. 82.226 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién
Revis r Fiscal Ppal.
Vargas Pertuz Ana Isabel CC.¥***4%%32 6£96.645

I
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CERTIFICA

Que seglin Acta No. 127 del 22 de Marzo de 2000 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribib6 en esta Camara de Comercio,
el 29 de Mayo de 2000 bajo el No. 87.250 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacién
Suplente del Revisor Fiscal.
Lozada Villareal Milena CC.**+++¥32 _ 748.111

CERTIFICA

Que por escritura publica No. 2.608 del 5 de Octubre del 2.001, t r-
gada en la Notaria 2a. de Barranquilla, inscrita en esta Camara de
Comercio el 8 de Noviembre del 2.001, bajo los Nos. 95.771, 2.056,
2.057, 2.058, 2.059, 2.060, 2.061, 2.062 y 2.064 del libro respecti-
vo, 8e reforma totalmente el articulo 65, contenido en la escritura
publica No. 3.705 de Noviembre 6 de 1.998, de la Notaria Segunda del
Circuito de Barranquilla, y se constituyen los siguientes Apoderados
Generales, quienes tendran las funciones que a continuaci n
se indican en razon de su cargo en la socliedad: 1.-Se cn
fiere Poder Especial, Amplio y Suficiente a 1los senores: WALTER
TANAKA TATERKAWA, C.C. No. 16.251.923; WILIIAM ALBERTO BARROS CERRA,
C.C. No. 8.715.941, para que cada uno en forma independiente en nom-
bre y representacion de PROCAPS 8.A., suscriba todas las declaraci -
nes tributarias, aduaneras y cambiarias a que este obligada la s -
cledad, asli como para que responda todo tipo de requerimiento s -
licitudes de informacion de las autoridades tributarias, aduaneras

cambiarias,en los ordenes Distrital, Departamental y Nacional. 2.-Se
¢ nfiere Poder Especial,amplio y suficiente,a los siguientes seno-
res que conforman el Grupo A y el Grupo B para que conjuntamente sus
criban contratos de suministros de mercancias y servicios con enti-
dades oficiales, hasta por la suma de US$800.000.00 (OCHOCIENTOS MIL
DOLARES DE LOS ESTADOS UNIDOS DE AMERICA), liquidados a la tasa re-
presentativa del mercado vigente en el dia que se realice la respec-
tiva transaccion. GUPO A: GUILLERMO LUIS URIBE OCHO C.C. No. 70.073.

754, LINO LAZATA SILVA VARGAS C.C. No. 19.260.410, JAIRO MOLINA ME-
JIA C.C. No. 8.706.380, CLAUDIA TANGARIFE CASTILLO C.C. No. 41.660.-
293. BRUPO B: WALTER TANAKA TATEKAWA C.C. No. 16.251.923, HENRY CARO
DIAZ C.C. No. 19.395.298, CARMEN ALICIA FLOREZ C.C. No. 22.434.044,
CARMEN ALICIA HERRERA DIAZGRANADOS C.C. No. 22.377.540. Para el ejer
cici de estas facultades se requerira por lo menos la firma de uno
(1) de los apoderados especiales del Grupo A y uno de los apoderados
especiales del Grupo B; 3.-Se otorga Poder General, Amplio y Sufi-
ciente a la Doctora JOSEFINA MIELES BUELVAS C.C. No. 33.138.497, a
la Doctora MARCELA CARVAJALINO PAGANO C.C. No. 22.579.748, y al Doc-
t r DANIEL MORENO VILLALBA, C.C. No. 19.113.210; para que cada uno
representen a PROCAPS S8.A., ante todo tipo de autoridades adminis-
trativas y Judiclales, en asuntos de naturaleza cambiaria y fiscal,
tales como: Contestar e interponer demandas y requerimient s, com-
parecer en Juiclos,pedir la practica de pruebas,recibir notificaci -
nes, interponer recurs 8 Yy ejercer acclones ¢ ntenci 8 administrati-
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vas y de tutela,transigir,conciliar,recibir en nombre de la sociedad
desigtir, sustituir y reasumir este mandato. Para la celebraci n
de cualquier acuerdo conciliatorio o transaccional, judicial ex-
trajudicial, cualquiera que sea su cuantia,los Apoderados deberan
aportar la autorizacion escrita del Representante Legal de la socie-
dad. Los Apoderados podran presentar solicitudes de devolucion y/o
compensacion de impuestos y recibir 1los pagos por devoluciones de
impuestos, firmar, notificarse y realizar todo acto necesario para
cumplir con el mandato encomendado.-=---~-=m---------mm——m—mmm——e—a -

CERTIFICASA

Que segun documento privado de fecha 7 de junio de 2000, inscrit
en esta Camara de Comercio el 8 de junio de 2000, bajo el No.1l.786
del l1libro respectivo, consta que RUBEN MINSKI GONTOVNIK, C.C. No.

7.463.982 de Barranquilla, actuando como Presidente y Representante
Legal de la sociedad PROCAPS 8.A, conflere poder especial, amplio
y suficiente a KAREN FIGUEROA GARCTIA, C.C.No0.32.732.070 de Barran-
quilla, para que en su nombre y representacion de la sociedad sus-
criba todas declaraciones cambiarias a que este obligada PROCAPS
8.A, en el giro noxrmal de sus negocios y operaciones sociales.--

CERTIFICA

Que segun Documento Privado del 13 de diclembre del.2.002, inscrito
en esta Camara de Comercio el 15 de enero del 2.003 bajo el No.2.290
del libro respectivo, el senor RUBEN MINSKI GONTOVNIK, C.C.No.7.463..

982, en calidad de REPRESENTANTE LEGAL, y en condicion de PRESIDENTE
de PROCAPS S.A., mediante el presente documento otorgo PODER ESPE-
CIAL al §Sr. MARLON TATIE PAREDES, C.C.No0.72.176.874, para que en
representacion de PROCAPS S.A., suscriba declaraciones, reportes y
cualquier tipo de documentos relacionados con tramites © registros
de Comercio Exterior ante el Ministerio de Comercio Exteri r y/

cualquier entidad del Estado que haga sus veces. En consecuencia,
el Sr. MARLON TATIS PAREDES, podra suscribir en representaci n de
PROCAPS S.A. declaraciones, reportes y cualquier tipo de document s
relacionados con tramitee o registros de Comercio Exterior ante el
Ministerio de Comercio Exterior y/o cualquier entidad del Estado
que haga BuSB VECEB.-------------e--eeccc e e m e mmmm e ——————————

CERTIFICA

Que segun documento privado del 10 de noviembre del 2004, inscrito
en esta Camara de Comercio el 1 de diciembre del 2.004, baj el No.
2,753 del libro respectivo consta que RUBEN MINSNSKI GONTOVNIK, C.C.
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
—DOCUMENTOS

PROCAPS 8.A. ===~~~ === oo e e e e e e e e e
NIT: 890.106.527-5.

7.463.982 de Barranquilla, actuando como Presidente y Representante
Legal de la sociedad PROCAPS S.A, confiere poder especlal, ampli

y suficiente a ANTONIO VARELA DIAZ, C.C.No.72.004.669 de Barran-
quilla, para que en nombre y representacion de la sociedad firme
las declaraciones cambilarias a que este obligada PROCAPS S.A., a
suscribrir en el giro normal de sus negocios y operaciones s cia-
les. Por 1lo anterior, el senor ANTONIO VARELA DIAZ, queda facultado
para firmar las declaraciones comabiarias y demas documentos rela-
cionados con las declaraciones, notificaciones, aportar y solicitar
las pruebas que sean necesarias, desistir en general a realizar todo
act necesario de tal forma que pueda cumplir con el mandato dado.-

CERTIFICA

Que segun documento privado del 22 de Febrero de 2005, inscrit en
esta Camara de Comercio el 28 de Marzo de 2.005, bajo el No. 2.820
del libro respectivo, consta que WALTER TANAKA TATEKAWA C.C. 16.251-
923 de Palmira, quien actua como representante legal de la sociedad
PROCAPS 8.A, otorga Poder Especlal, Amplio y Suficilente al senor
MARLON TATIS PAREDES C.C. No. 72.176.874, para que en representaci n
de PROCAPS S.A., suscriba declaraciones aduaneras, reportes y cual-
quier tipo de documentos relacionados con los tramites o registros
de comercio exterior ante la direccion de impuestos y aduanas naci -
nales y/o cualquier entidad que haga sus veces, y para que responda
todo tipo de requerimientos y/o solicitudes de informacion de las
aut ridades aduaneras en los ordenes distrital, departamental y na-
€l mal.--------- e e

CERTIFICA

Que por Escritura Publica No.1.613 del 28 de Junio del 2.005, ¢t r-
gada en la Notaria Segunda de Barranquilla, inscrita en esta Camara
de Comercio el 18 de agosto del 2.005 bajo el No.2.913 del libro
respectivo, consta que RUBEN MINSKI GONTOVNIK, C.C.No.7.463.928, en
sBu c ndicion de Presidente y Representante Legal de la sociedad
PROCAPS S8.A., confiere poder especial amplio y suficiente a los
siguientes senores que conforman el Grupo A y el Grupo B, para que
Cc njuntamente suscriban contratos de suministro de mercancias vy
servicios con entidades oficlales, hasta por la suma de OCHOCIENTOS
MIL DOLARES DE LOS ESTADOS DE AMERICA (US$800.000), liquidados a la
tasa representativa del mercado vigente en el dia que se realice la
respectiva transaccion. GRUPO A: MIRIAM RODRIGUERZ DIAZ, C.C.No.
41.473.569. GRUPO B: NELSON SUAREZ CHAVEZ, C.C.N0.79.417.971.------ .

CERTIFICA
Que en esta Camara de Comercio no aparecen inscripciones posteri res
de documentos referentes a reforma, disolucién, 1liquidacién
nombramientos de representantes legales de la expresada sociedad.
CERTIFICA

Que su Gltima Renovacidn fue el: 29 de Marz de 2006.
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Drospirenone for Hormone Replacement Therapy

FIELD OF INVENTION

The pressnt invention relates to a pharmaceutical composition comprising drospirenone
and estrogen, and to methods of hormone replacement therapy by administration of
drospirenone and eetrogen for utrogm-deﬁden’g.women.

GENERAL BACKGROUND OF THE INVENTION

The rise In [ife expectancy and consequent rise in the number of peri- and post-
menopausal women has led to an increase In public and medical awareness of the
climacteric pericd of transition In the reproduction phase of women. Menopause, the last
menstruation, occurs between the ages of 45 and 55 in most women. Many factors,
Including race, genetics, nutrition, altitude, smoking, number of llve births, the use of
hormonal contraception, length of menetrual cycle and the age of onset of puberty have
all been attributed, rightly or wrongly, to affect the age of the |ast menstrual period.

During these phases of Iife, female endocrine act_lvlty undergoes a serlea of changes, with
the result that the physical and psychological well being of many women is adversely
affected. Hormone replacement therapy has aimed to Improve the quality of life of women
during thia natural ageing process to alleviate symptoma associated with this time of
tranaition and to reduce the likellhood or siow the progression of disorders and dissases
aesociated with reduced hormonal activity.

Drospirenone is known from DE 26 52 781 in which its use as a diuretic Is disclosed.

The gestagen-iike activity of drospirenone and its consequent utility as a contraceptive
agent at dosage levels of 0.5-50 mg Is disclosed In DE 30 22 337.

The u.ae and role of progestogens in opposed forms of hormone replacement therapy has
been studied by the sclentific community (Lobo R.A., 1982; Sobel N.B., 1984) as have
been regimens comprising estrogens and progestogens (Corson S.L., 1683; Jones KP.,
18902).
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The use of a preparation for subetitution therapy and for onal contraception comprising at
least one progestagen and at least one estrogen wherein the esirogen dose varies with a
periodicity such that blood lose is substantially avoiied ls disclosed in PCT/EP94/02007.

SUMMARY OF THE INVENTION

The invention relates In a first aspect to a pharmaceutical composition comprising

as a first active agent, an estrogen (or naturally or synthetic derivative thereof) In sufficient
amounts to treat diseases, disorders and symptoms associated with deficlent endogenous
levels of estrogen in women, and as a second ective agent, 8p,7p;158;16p-dimethylene-3-
oxo-17a-preg-4-ene-21,17-carbolactone (drospirenone) in sufficient amounts to protect

the endometrium from the adverse effects of estrogen, together with pharmaceutically
acceptable exciplents or carriers.

In a second aspect, the inventlon relates to a pharmaceutical composition comprising

as a first active agent estradiol in amounts comresponding to a dally dose of 1 to 3 mg to
treat diseases, disorders and symptoms assoclated with deficlent endogenous levels of
estrogen in women, and as a sacond active agent 88,7p;158;16p-dimethylsne-3-oxo-17c-
preg-4-ene-21,17-carbolactone (drospirenone) in amounts corresponding to a dally dose
of 1 to 3.5 mg to protect the endometrium from the adverse effects of estrogen, together
with a pharmaceutically acceptable excipient or carder.

Another aspect of the invention relates to the use of a combination of estrogen and
drospirencne for the preparation of a medicament wherein the amount of estrogen is
sufficlent to treat diseases, disorders and symptoms associated with deficlent
endogenous levels of estrogen In and the amount of drospirencne s sufficient to protect
the endometrium from the adverse effects of estrogen.

In a further aspect, the invention relates to a method of treating dissases, disorders and
symptoms assoclated with deficient endogenous levels of estrogen In women comprising
administering estrogen In sufficient amounts to alleviate sald symptome and drospirenone
in sufficlent amounts to protect the endometrium from adveree effects of estrogen.

Furthermore, the invention relates to a method of treating and preventing diseases,
disorders and symptoms associated with deficient endogenous levels of estrogen In
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women comprising administering estradiol In amounts corresponding to daily doses of 1 to
3 mg, such as 1, 2 or 3 mg, and drospirenone in amounts commesponding to dally doses of
1t03.5mg,suchas 1,1.5,2, 2.5, 3, or 3.5 mg.

DETAILED DISCLOSURE OF THE INVENTION

In the present context, the term cycle ltself or when associated with the term menstrual ls
intended to mean the number of days between menses in a woman. It can range from
21-31 days, typically 28 days.

In the present context, the term menopause is understood as the last natural (ovary -
induced) menstruation. It is a single event and a result of an age-depandent dysfunction
of the ovarlan follicies. Menopause results from the ovaries decreasing thelr production of
the sex hormones estrogen and progesterone. When the number of follicles falls below a
certain threshold (a bleeding threshold), the ovarias can no longer produce mature
follicles and sex hormones. Tha abllity to reproduce capabliity ends with menopause.

The peri-menopausal phase begins with the onsat of climactsric symptoms when the
cycle becomes Imegular and ends one year after menopause. The end of peri-
menopausal phase can be kientified after a protractsd period of time without bleeding.
Post-menopause s the phase that begins at menopause and continues untll death.

One principal aim of hormone replacement therapy is to restore levels of the sex steroid
hormones in naturally or prematurely pre-menopausal, menopausal and post-menopausal
women or to establish these levels In hypogonadal females.

Monotherapy, also referred to as unopposed therapy, is the treatment with estrogens
alone. Exogenoue estrogens stimulate the proliferation of the endometrium. In estrogen
monotherapy, the opposing effect of progesterone, which terminates proliferation, is
absent. The desquamation phase, during which the top layers of the endometrium are
shed, does not occur and proliferation of the endometrium occurs to a greater extent than
in the phases up to an including the pre-menopausal phase. The result ia hyperplasia, a
risk factor for endometrial cancer.
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Combination therapy, alao referred to as opposed therapy, is a treatment where a
progestagen is added to protect the endometrium from hyperplasia.

The use of natural progesterone in combination therapy is limited by the iow bioavallability
of natural progesterone, even in micronized form. Significantly, it has been found that
combination therapy comprising the use of drospirenone as a progestagen, is remarkably
effactive. Drospirenone (DRSP), a 17-a-spirolactone derivative, is a synthetic
progestagen that has a eurprisingly similar physlological profile to progesterone yet
notably better bioavailability. It le the first synthetic progestagen to have a progesterone-

like pharmacological profile In that it is antlestrogenic, antlandrogenic, and has
antimineralcorticoid activity.

The invention embodies a pharmaceutical composition comprising an estrogen, or
naturally or synthetic derivative thereof, In sufficlent amounts to treat diseases, disorders
and symptoms assoclated with deficient endogenous levels of estrogen In women, and
as a second active agent, 88,7B;15p;16p-dimethylene-3-oxo-17a-preg-4-ene-21,17-
carbolactona (drospirenone) in sufficlent amounts to protect the endometrium from the

adveree effects of estrogen, together with pharmaceutically acceptable exciplents or
carriers.

Apart form the active substances themselves, it is envisaged that an ester or prodrug of
drospirencne may be employed In the preeent composition, e.g. an oxylminopragnane
carbolactone as dlaclosed In WO 98/24801.

Deficient levels of estrogen can occur for a variety of reasons. The composition can be
such that It is adequate for deficlant levais of estrogen, regardiess of the cause. Causes
anticipated by the therapy are, but not limited to, natural menopause, peri-menopause,
post-menocpause, hypogonadism, castration or primary ovarian fallure.

Low levels of estrogen, imespective of the cause, lead to an overall decreased quality of
life for women. Symptoms, diseases and disorders range from merely being Inconvenient
to life threatening. The composition of this therapy anticipates the effective alleviation of
all physlological and psychological signe of estrogen deficlency.
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Transient aymptoms, such as vasomotor signs and peychological symptome are certainly
embodied with the realm of therapy. Vasomotor signs comprise but are not limited to hot
flushes, sweating attacks such as night sweats, and palpitations. Psychological
symptoms of estrogen deficiency compriss, but are not limited to, insomnia and other
sleep disorders, poor memory, loss of confidence, mood changes, anxiety, loss of libido,
difficulties in concentration, difficulty in making decisions, diminished energy and drive,
irritabllity, and crying spells.

The treatment of the aforementioned symptoms can be assoclated with the peri-
menopausal phase of a woman's fife or after, sometimes long after menopause. Itis
anticipated that the invention Is applicable to these and other translent aymptoms during
the peri-menopausal phase, menopause, or post-menopausal phase. Moreover, the
aforementioned symptoms can be alleviated if the cause of the estrogen deficlency ia
hypogonadiam, castration or primary ovarlan failure.

In another embodiment of the invention, the therapy is used for the treatment of
permanent effects of satrogen deficlency. Permanent effects comprise physical changes
such as urogenital atrophy, atrophy of the breasts, cardiovascular diseass, changes in
hair distribution, thickness of hair, changes In skin condition and osteoporosis.

Urogenital atrophy, conditions associatad with it such as vaginal dryness, increase in
vaginal pH and subsequent changes in flora, or events which lead to such atrophy, such
as decreases in vascularity, fragmentation of elastic fibres, fusion of collagen flbres, or
decreases In cell volume are symptoms thought to be particularly relevant to this therapy.
Furthermore, the invention ie thought to be relevant to other urogenital changes
associated estrogen deficlency such as decreases In the length and/or diameter of the
vagine, decreases mucus production, changes [n cell population, decreases In glycogen
production, decreases in growth of lactobacilli or increases in growth of streptococei,
staphylococcl, or coliform badilli. Other associated changes that are thought to be
preventable by the invention are those that may render the vagina susceptible to Injury or
Infection, such as exudative diacharges, vaginitis, and dyspareunia. Furthermore,
infections of the urinary tract and incontinence are ather common symptoms associated
with lowered estrogen levels.
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Other embodiments of the invention Include the prevention or alleviation of physical
changes associated with estrogen deficiency, such as changes In the skin, changes in
hair distribution, thickness of hair, atrophy of the breasts, or osteoporosis.

The prevention and management of osteoporosis, most notably post-menopausal
osteoporosis, is a particularly interesting embodiment of the invention. Furthermore, bone
demineralisation, reduction of bone mass and density, thinning and intermruption of
trabeculae, and/or consequent increase in bone fractures or bone deformations are
thought to be particularly relevant. The prophylactic treatment of ceteoporosis is an
Interesting therapeutic application of the invention.

A particularly interesting embodiment of the invention comprises the use of the
composltion for lesaening the frequency, persiatence, duration and/or severity of hot
flushes, sweating attacks, palpitations, sleep disorders, mood changes, nesrvousness,
ardety, poor memory, loss of confidence, loss of libido, poor concentration, diminished
energy, diminished drive, irritabliity, urogenital atrophy, atrophy of the breasts,
cardiovascular disease, changes in hair dietribution, thickness of halr, changes in skin
condition and ostaoporosis, most notably hot flushes, sweating attacks, palpltations, sleep
disorders, moad changes, nervousnhess, anxlety, urogenital atrophy, atrophy of the
breasts or for the prevention or management of osteoporosia.

The pharmacsutical composition for HRT disclosed hereln compriaes estrogen. In
preferred embodiments, the astrogen Is selected from the group consisting of estradiol,
estradiol sulfamates, estradiol valerate, estradiol benzoate, ethinyl estradiol, estrone,
estriol, estriol succinate and conjugated estrogens, including conjugated equine estrogens
such as estrone sulfate, 17p-estradiol suifate, 17a-estradiol suifate, equilin sulfate, 17p-
dihydroequilin sulfate, 17a~dhydroequilin sulfate, equilenin sulfate, 178-dihydroequilenin
sulfate and17a-dihydroaqulienin sulfate or mixtures thereof. Particularly interesting
estrogens are selected from the group consleting of estradiol, estradiol sulfamates,
estradiol valerate, estradiol benzoate, estrone, and estrone sulfate or mixtures thereof,
notably estradiol, estradlol valerate, estradiol benzoate and astradiol sulfamates. Most
preferred are estradliol or estradiol sulfamates, particularly estradiol.

Thought to be particularly relevant are micronized forms of estrogens, such as micronized
estradiol, micronlzed estradiol sulfamates, micronized estradiol valerate, microntzed
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estradiol benzoate, micronized eatrone, or microntzed estrone sulfate or mixtures thereof,
notably micronized sstradiol, micronized estradiol valerate, micronized estradiol benzoate
or micronized estradiol sulifamates. Most preferred is micronized estradiol or microntzed
estradiol sulfamates, particularly micronized estradiol.

In certain embodiments of the invention, wherein the composition comprises more than
one estrogen, one or more astrogen may be In micronized form, such as 2 or all of the
astrogen.

Morsover, an interesting embodiment of the invention comprises @ composition wherein
the drospirenone (DRSP) ls in micronized form, such that one or both estrogen and DRSP
are in micronized form, preferably both estrogen and DRSP are in micronized form.

Droapirenone, which may be prepared substantially as described in, e.g., US 4,129,564 or
WO 98/06738, Is a sparingly soluble substance In water and aqueous buffers at varlous
pH values, Furthermore, drospirenone is rearranged to an inactive lsomer under acid
conditions and hydrolysed under alkaline conditions. To ensure good bioavailability of the
compound, it is therefore advantageously provided in a form that promotes rapid
dissolution thereof.

It has been found that when drosplrenone Is provided in micronized form in a
pharmacautical composition, rapid dissolution of the active compound from the
compoeition occura in vitro. A micronized substance is such that a test batch (ca. 200 mg)
of the particles, herein droapirenone particles, has a surface araa of more than 10,000
cm?/g, and has the following particle size distribution for drospirenone as determined
under the microscope: not more than 2 paricles in a given betch (ca. 200 mg) with
dlameter of more than 30 um, and preferably < 20 particles with a diameter of > 10 um
and < 30 pm. The term "rapid dissolution” is defined as the dissolution of at least 70%
over about 30 minutes, In particular at least 80% over about 20 minutes, of drospirenone
from a tablet preparation containing 3 mg of drospirencne In 800 ml of water at 37°C
determined by the USP XXIlI Paddle Method uaing a USP dissolution test apparatus 2 at
50 rpm.

As an alternative to providing the drospirenone In micronized form, It Is possible to
dissolve it in a sultable solvant, e.g. methanol or ethyl acstate, and spray It onto the

| p. o)
8%
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surface of inert carrler particias followed by incorporation of the particies containing
drospirenone on their surface In the composition.

Without wishing to be limited to any particular theory, it appears thet the in vitro
dissolution rate of droapirenone is connected to the dissolution rete /n vivo resulting in
rapid ebsorption of drospirenonae in vivo on oral administration of the compound. This is
an advantage because isomerization of the compound In the gastric environment and/or
hydrolysis in the Intestine is substantially reduced, leading to a high bioavallabllity of the
compound.

With respect to the estrogen which may also be a sparingly soluble subetance, though
usually less sensitive to degradation than drospirenone under conditions prevailing In the
gastrointestinal tract, it is also an advantage to provide It In microntzed form or sprayed
from a solution, e.g. In ethanol, onto the surface of inert carrier particies. This has the
added advantage of facilitating a more homogenous distribution of the estrogen
throughout the composition. When the esatrogen is provided in micronized form, it
preferably has the following particle slze distribution as determined under the microscope:
100% of the particles have a diameter of < 15.0 um, 99% of the particles have a diameter
of < 12.5um, 85% of the particles have a diameter of < 10.0 um, and 50% of the particles
have a diameter of < 3.0 um. Furthermore, no particle is larger than 20 pm, and < 10
particies have a diameter of > 15 um and <20 pm.

The particle slze distribution for eatradiol or estradiol hemihydrate ie preferably such that
100% of the particles in a given batch have a diameter less than 15.0 pm, 89% have a
diameter less than 12.5 uym, 85% have a diametsr less than 10.0 ym, 50% have a
diameter leas than 3.0 um, or 40% have a diameter less than 1.1 um.

To obtain @ more rapid rate of dissolution, |t is preferred to include carrlers or exciplents,
which act to promote digsolution of both active substances. Exampies of such carriers and
exciplents include substances that are readily soluble in water such as celiulose
derivatives, carboxymethyl cellulosa, hydroxyprapyl callulose, hydroxypropyl methyl
cellulose, gelled starch, gelatin or polyvinylpyrrolidone. In particular, it Is anticipated that
polyvinylpyrrolidone might be particufarty helpful to promote dissolution.
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The dose of the droapirenone In each compaosition s preferably such as to protect the
endometrium from the adverse effects of sstrogen. DRSP, In sufficlent doses, may be
uaed aa an opponent to estrogen to protect the endometrium form hyperplasia or cancer.

In some cases, however, the dose of DRSP may be eufficient so as to atabllise the
menstrual cycle and bleeding pattemn. In such cases, doses of estrogen may be low or nil.
Adipose tiasue production of estrogen may be such that no or very low doses of estrogen
are required to stabilise the menstrual cycle and bleeding pattermn. Moresver, in cerlain
smbodiments, where the woman sufiers from other disorders not compatible with the use
of an exogaenous source of estrogen (such as for the absolute contraindications of severe
liver diseases and pregnancy or for the relative contraindications endometrial carcinoma
and endometriosls, mammary carcinoma, venous thromboembsolism, hypertension,
diabetes mellltus, otosclerosis and melanoma) no or very low amounts of estrogen may
be in the composltion. In such embodiments, the dose of DRSP may be such that the
disorder, disease, or symptom Is alleviated.

In preferred smbodiments, the dose of DRSP corresponds to 15 to 70 mg per cycle, such
as 20 to 80 mg per cycle, particularly 40 to 60 mg per cycle. The length of the cycle, as
stated supra may vary from 21to31 days. Viewed otherwise, a composition may comprisé
of an amount of DRSP comesponding to a daily dose ranging from 0.25 io 10, such as
about 0.25t0 8, 0.25t08,0.25105,0.5t0 4.5, 1to 4, and 1.5to 3.5 mg.

The dose of estrogen may vary from woman to woman, depending on the phase of her life
{(peri-menopausal or post-menopausal), andoganous levels of estrogen, the severity of the
symptom(s), disorder or disease, the disorder, disease or symptom targeted, the use by
the woman of other medicaments for other purpoess, and other pharmacokinetic
variables,

In other embodiments, the dose of estrogen and/or DRSP is sufficient to treat hot flughes,
sweating attacks, palpitations, sleep disorders, mood changes, nervousness, anxiety,
poor memory, loas of confidence, loes of Iibido, poor concentration, diminished energy,
diminished drive, irritability, urogenital atrophy, atrophy of the breasts, cardiovascular
disease, changes In hair distribution, thickness of hair, changes in skin condition or for the
prevention or management of ostsoporosis.
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The dose of estrogen and/or DRSP may depend on the treatment, be It for endometrial
protection such as bieeding pattern, for csteoporosis prevention or management, for the
treatment of menopausal symptoms, such as the for the reduction in the number,
frequency, and severity of hot flushes, night sweats, mood swings palpitations, ineomnia
and other eleep disorders, mood changes, nervouaness, anxiety, poor memory, loss of

confidence, loss of libido, poor concentration, diminished energy, diminished drive and
Irritabillty.

In embodimenta wherein the estrogen is estradiol, the amount of estradiol corresponds to
a daily dose ranging from 0.1 to 5 mg, euch as about 0.210 4.5, 0.5to 4, 1 {0 3, in
particular 1, 2, or 3 mg.

With regards to the doees of estradiol derivatives with greater potency, e.g. estradiol
v_aleraha. the comparable dosage may be calculated by adjusting the above-mentioned
dosages In accordance to the relative patency.

In embodiments where the woman Is peri-menopausal the dose of estrogen and/or DRSP
may depend on the day of the cycle, that is, whether she s in the preovulatory or
postovulatory phase of the cycle, and how advanced within each phase. in embodiments
where the woman le poet-menopausai or even pre-menopausal, the doss of estrogen
and/or DRSP may depend on the time since the last menstruation.

In certain embodiments of the invention, the medicament is administered in the form a of
a number of seperately packaged and individually removable dosage unlis placed In a
packaging unit and Intended for oral administration for a period of at least 21, such ae at
least 28 days, such as at least 30 or 31 days. in such embodiments, the dose of DRSP
and/or estrogen may be the same within each dosage unit or may vary. In embodiments
where the amount of DRSP and/or estrogen in tha desage unit varies according to the
phase or day within the perlod of at least 21 days, such as at least 28 days that sald
dosage unit s to be administered, such compositions, methods of treatments and
preparatione are termed multi-phased.

The dose proportionallty may vary according to ita use. In preferred embodiments the
dose proportionality of estrogen and drospirenone for the preparstion of 2a medicament s
such that estrogen doaea are to treat diseases, disorders and symptoms associated with

(24
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deficlent endogenous leveis of estrogen and the amount of drospirenone Is sufficient to
protect the endometrium from the adverse effacts of estrogen.

In preferred embodiments, the dose proportionality is sufficient to treat hot flushes,
sweating attacks, paipitations, sleep disorders, mood changes, nervousness, anxiety,
poor memory, loss of confidence, loas of libido, poor concentration, diminished energy,
diminished drive, irritability, urogenital atrophy, atrophy of the breasts, cardiovascular
disease, changes In halr distribution, thickness of hair, changes in skin condition or for the
pravention or management of cateoporosis.

The invention relates to a method of treating diseases, disorders and aymptoms
associated with deficlent endogenous levels of estrogen in women comprising
administering estrogen in sufficlent amounts to elleviate sald symptoms and drospirenone
in sufficlent amounts to protect the endometrium from adverse effects of estrogen.
Preferably, the deficlent levels of estragen to which the method applles are caused by

natural menopause, peri-menopause, post-menopause, hypogonadism, castration or
primary ovarian fallure.

The diseases, disorders and symptoms to which the method applies comprisa hot fiushes,
sweating attacks, palpitations, sleep disorders, mood changes, nervousness, anxiety,
poor memory, loss of confidence, loss of libido, poor concentration, diminished energy,
diminished drive, imitability, urogenital atrophy, atrophy of the breasts, cardiovascular
disease, changes in hair distribution, thickness of halr, changes in skin condition or for the
prevention or management of csteoporoais. Spacifically, the method I8 anticipated to
apply to hot flushes, sweating attacks, palpitations, slesp disorders, mood changes,
nervousness, anxiety, urogenital atrophy, atrophy of the breasts or for the preventioi or
management of ostecporoals.

The method applies to the administration of an eatrogen, preferably estradiol, estradiol
aulfamatea, estradiol valerate, estradiol benzoats, ethinyl estradiol, estrone, estrio), estriol
succinate and conjugated estrogens, including conjugated equine estrogens such as
estrone sulfate, 17p-estradiol sulfate, 17x-astradiol sulfate, equilin sulfate, 17p-
dihydroequllin sulfate, 17a-dihydroequilin sulfate, equilenin sulfate, 17p-dthydroequilenin
sulfate and17a-dihydroequilenin sulfate or mixtures thereof, most estradiol, estradiol

28
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sulfamates, estradiol valerate, estradiol benzoate, eetrone, and estrone sulfate or
mixtures thersof, particularly estradiol.

A particularly attractive embodiment of the Invention comprises the administration of
drospirenone (DRSP) and/or the estrogen in micronized form. Furthermore, of particular
interest is where the estrogen is estradiol in micronlzed form. In such embodiments, one
or both active ingredients are administered In micronized form.

In certain embodiments, the method comprises the adminlstration of a dose of DRSP
coresponding to 15 to 70 mg per cycle, such as 20 to 60 mg per cycle, particularly 40 to
60 mg per cycle. The method preferably comprises the adminlstration a dose of DRSP
the amount of DRSP corresponding to a daily dose ranging from 0.25 to 10 mg, such as
about 0.25t0 8, 0.25t0 6, 0.25t0 5, 0.5t0 4.5, 1 fo 4, or 1.5t0 3.5 mg.

‘The amount of eatradlol administered may cormsspond to a dally dose ranging from 0.1 to
5 mg, such as about 0.2 to 4.5, 0.5 to 4, 1 to 3, in particular 1, 2 or 3 mg.

A particularly pertinent embodiment relates to a pharmaceutical composttion comprising,
ae a first active agent, estradiol in amounts corresponding to a dally dose of 1to 3mg to -
treat diseases, disorders and symptoma associated with deficient endogenoua levels of
estrogen in women and as a second active agent 8p,7p; 15p; 16p-dimethylene-3-oxo-17a-
preg-4-ene-21,17-carbolactone (drospirenone) In amounts corresponding to a dally dose
of 1 to 3.6 mg sufficlent amounts to protect the endometrium from the adverse effacts of
estrogen together with a pharmaceutically acceptable excipient or carrier.

Certain preferred combinations with regards to the active ingredients In the composition,
wherein the estrogen Is estradiol comprise 1 mg of estradiol with 0.5 mg of DRSP, 1 mg of
estradiol with 1 mg of DRSP, 1 mg of estradiol with 1.5 mg of DRSP, 1 mg of estradiol
with 2 mg of DR8P, 1 mg of estradiol with 2.5 mg of DRSP, 1 mg'ofeshadlolwuh 3 mg of
DRSP, 2 mg of estradiol with 1 mg of DRSP and 2 mg of estradiol with 4 mg of DRSP.

In a preferred embodiment, a preferred embodiment of the invention relates to a
pharmaceutical composltion comprising as a first active agent estradiol in amounts
corresponding to a dally dose of 1 to 3 mg, such as 1, 1.5, 2, 2.5, or 3 mg of estradiol, and
as a second active agent 8p,78;158; 163-dimethylene-3-oxo-17a-preg-4-ene-21,17-
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carbolactone (drospirenons) in amounts corresponding to a dally dose of 1 10 3.5 mg,
such as 1, 1.5, 2, 2.5, 3, or 3.5 mg of DRSP, together with a pharmaceutically acceptable
excipient or carrier.

Accordingly, a prefeited embodiment of the invention relates to a method of treating and
preventing diseases, disorders and symptoms assoclated with deficient endogenous
levels of estrogen in women comprising administering estradiol In amounts corresponding
to daily doses of 1 to 3 mg, such as 1, 2 or 3 mg, and drospirenone in amounts
corresponding to daily doses of 1 to 3.5 mg, suchas 1, 1.5,2,25, 3, or3.5 mg.

Given that deficlent endogenous levels of estrogens may be associated with, amongst
other conditions, natural menopause, peri-menopause, post-menopause, hypogonadism,
castration or primary ovarian failure, the method of treating and preventing associated
dissases, disorders and symptoms may persist until the death of the individual. That la to
say that the composition may be administerad from the diagnosls of the dissase, disorder
or symptoms for the entirety of the individual's life. In certain embodiments, the method
and the composition may be based on rhythm of the menstrual cycle. In other )
embodiments, the method may totally disregard the natural cycle.

The method is preferably multi-phased. The method may comprise administering for 10 to
12 days a daily dosage unit comprising estradiol in amounts corresponding to dally doses
ranging from 0.1 to 5 mg; and further administering for 10 to 12 days a daily dosage unit
comprising astradiol In amounts corresponding to dally doses ranging from 0.1t0 5 mg
and drospirenone in amounts corresponding to daily doses ranging from 0.25 to 8 mg;
and further administering for 4 to 8 days a daily doaage unit comprising estradiol In
amounts correaponding to daily doses ranging from 0.25 to 6 mg.

Similarly, the multi-phased method may comprise administering for 10 to 12 days a daily
dosage unit comprising estradiol in amounts corresponding to daily doses ranging from
0.1 to 5 mg; and further administering for 10 to 12 days a daily dosage unit comprising
estradiol In amounts corresponding to dzily doses ranging from 0.1 to 5§ mg and
drospirenone In amounts corresponding to dally doses ranging from 0.25 to 68 mg; and
further adminlstering for 4 to 8 days a dally dosage unit comprising of a placebo or blank.
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A regimen of the method may comprise adminietering for at least 21 days a daily dosage
unit comprising estradiol in amounts cormesponding to daily doses ranging from 0.1 to 5
mg and drospirenons in amounts corresponding to daily doses ranging from 0.25 to 8 mg;
and further administering for no more than 7 days a dally dosage unit comprising of a
placebo or blank. A simllar regimen of method may comprise administering for at least 21
days a dally dosage unit comprising estradiol in amounts corresponding to daily doses
ranging from 0.1 to 5 mg and drospirenone in amounts comesponding to daily doses
ranging from 0.25 to 6 mg; and further adminletering for no more than 7 days a dally

dosage unit comprieing estradiol in amounts corresponding to daily doses ranging from
0.1to S5mg.

Altenatively, a regimen of the method may comprise administering for at least 21 days a
dally dosage unit comprising estradiol In amounts corresponding to daily doses ranging

from 0.1 to 5 mg and drospirenone In amounts cormesponding to dally doses ranging from

0.25 to 8 mg; and not administering a dosage unit for no more than 7 days.

An alternstive embodiment of the method compriees administering for 21 to 28 days a
dally dosage unit comprising estradiol in amounts corresponding to dally dosas ranging

from 0.1 to 5 mg and drospirenone In amounts corresponding to daily doses ranging from
0.25 to 6 mg.

The regimen may comprise of a continuous administration; that Is to say that throughout
the 21 to 28 days, a dally dose of estrogen is administered. Likewise, drospirenone may
administered continuously, such that either one or both of estrogen and DRSP is/are
administered continuously.

In another embodiment, estrogen Is administered continuously and droapirenone is
administered sequentially. In such an embodiment, throughout the continuous
adminlstration of estrogen, DRSP is administered at regular intervals, for 1 to 20 days,
such as for 3 to 15 days, 5 to 14 days, particularly for 6 to 14 days. In another imtereating
embodiment of the regimen of the method, the estrogen dosage Is lowerforthe 110 7
days immediately following said sequentiai administration of drospirenone.

Furthermors, In one embodiment of the invention, the method of treating and preventing
diseases, disorders and symptoms assoclated with deficlent endogenous levels of
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estrogen in women comprises continuous administration of estrogen and Interrupted
administration of progestin. Specifically the method may estrogen being administered
continuously for 21 to 30 days and drospirenone being administered in a 3-day-on-3-day-
off cycle. A particularly attractive embodiment within thie alternative drospirenone being
administered on days 4 through 8, 10 through 12, 16 through 18, 22 through 24, and 28
through 30, whilst estrogen, such as estradiol is administered continuously.

The composition of the dosage unit may be formulated in any way conventional in the
pharmaceutical art. In particular, as indicated above, the composition may be formulated
by a method comprising providing drospirenone and, if desired, an estrogen such as
estradiol in micronized form in sald unit dosage form, or sprayed from a sclution onto
particles of an inert carmler In admixture with one or more pharmaceutically acceptable
exciplents that promote dissolution of the drospirenone and an estrogen eo as to promote
rapid dissolution of drospirenone and preferably estradiol on oral administration.
Examples of suitable exciplents include flllers, e.g. sugars such as lactose, glucose or
sucrose, sugar alcohols such as mannitol, starch such as com or potato starch or
modified starch, lubricants such as talc or magnesium stearate and binders such as
polyvinyipyrrolidone, cellulose derivatives, carboxymethyl cefiulose, hydroxypropyl
cellulose, hydroxypropyimethyl ceilulose, methyl cellulose, or gelatin for making orai
dosage forms such as tablets, pille or capsules. Tablets may conveniently be coated with
a suitable film-forming agent, e.g. hydroxypropylmaethyicellulose. The present composition
may also be formulated in liquid form, e.g. as solutions, suspenslons or emuleions,
together with conventional diluents or excipients in a manner known per se in the
pharmacseutical art.

A particularly interesting regimen of a multi-phased pharmaceutical preparation comprises
the sequential administration of both estrogen and droapirenone. An atiractive
embodiment of auch as regimen will comprise a treatment frae interval wherein no dosage
unit is administered such as a comprising administering for 20 to 24 days a dally dosage
unit comprising estradiol in amounts corresponding to daily doses ranging from 0.1to 5
mg, and drospirencne in amounts commeaponding to daily doses ranging from 0.25 to 8 mg
for the last 10 to 12 days of sald 20 to 24 day, and not administering any dosage units for
4 to 8 days.
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Altematively, any interval wherein neither DRSP nor estrogen is administered, a placebo
or biank ls adminietered. Such a regimen of hormone replacement therapy can effectively
comprise a method comprising administering for 20 to 24 days a daily dosage unit
compriging estradiol In amounts corresponding to daily doses ranging from 0.1 to 5 mg,

5 and further adminietering drospirenone in amounts corresponding to daily doses ranging
from 0.25 to 6 mg for the last 10 to 12 days of said 20 to 24 day, and further administering
for 4 to 8 days a daily dosage unit comprising no active ingredient.

An altemative regimen comprises adminlstering for 20 to 24 days a dally dosage unit

10 comprising estradiol In amounts corresponding to daily doses ranging from 0.1 to 5 mg,
and further administering drospirenone in amounts corresponding to dally doses ranging
from 0.25 to 6 mg for the last 10 to 12 days of said 20 to 24 day, followed by administering
for 4 to 8 days a dally dosage of unit comprising estradiol in amounts less than dally
dosage unit taken for sald 20 to 24 day administration of estradiol.

15
in embodiments where the medicament is In the form a of a number of separately
packaged and individually remavable dosage units placed in a packaging unit and
intended for oral adminietration for a period of at least 21, such as &t least 28 days and
wherein the estrogen is estradiol, preferably at least 21 dally dosage units comprise a

20 combination of estradiol in an ar-nount from about 0.1 to 5 mg and droapirenone [n an
amount ranging from about 0.25 to 8 mg; and 7 or less daily dosage units comprise
estradiol in an amount from about 0.1 to 5 mg.

Alternatively, the medicament may be In the form of a number of separately packaged and

25 individually removabie dosage units placed in a packaging unit and intended for oral
administration for a period of at least 28 days and at least 21 daily dosage units comprise
a combination of estradiol in an amount from about 0.1 to 5 mg and drospirenone in an
amount ranging from about 0.25 to 6 mg and 7 or leas dally dosage units comprise a
blank or placebo.

it easlly follows that the madicament may be in the form of a number of separately
packaged and individually removable dosage units placed in a packaging unit and
intended for oral administration for a period of at ieast 28 days and at least 21 dally
dosage units compriee a combination of estradiol In an amount from about 0.1 to 5 mg
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and drospirenone In an amount ranging from about 0.25 to 6 mg. There may not be any
dosage units for the last 7 or less days of the regimen.

Patient compliance of the many embodiments of the regimen may be aided by means of a
pharmaceutical preparation tailored to the patients needs or habits. One such preparation
may consist of a number of separately packaged and individuaily removabie dally dosage
unite placed into a packaging unit and intended for oral administration for a period of at
least 21 days, such as at least 28 days, wherein sald dally dosage units comprise a
combination of estradiol in an amount ranging from about 0.1 to 5 mg and drosplirenone in
an amount ranging from about 0.25 to 6 mg.

Furthermore, patient compliance may be aided by a regimen comprising a multi-phase
phammaceutical preparation.

Every regimen may be easily be adhered to by 2 multi-phased pharmacsutical preparation
such ae one conelsting of a number of separately packaged and individually removable
daily dosage unita placed Into a packaging unit and Intended for oral administration for a
period of 28 days wherein said dally dosage units comprise a combination of estradiol in
an amount ranging from about 0.1 to 5 mg and drospirenone in an amount ranging from
about 0.25 to 8 mg. In such a preparation, the amount of activa ingredient varies through
the 28-day period.

An attractive embodiment relates to multi-phased pharmaceutical preparation consisting
of a number of separately packaged and individually removable dally dosage units placed
into a packaging unit and Intended for oral adminlstration for a period of 21 to 30
consecutive days wherein 10 to 15 saki dally dosage units comprise a combination of
estradiol in an amount ranging from about 0.1 to 5 mg and drospirenone In an amount
ranging from about 0.25 to 8 mg; and 10 to 15 sald dally dosage units comprise estradiol
in an amount ranging from about 0.1 to 5 mg. This embodiment is particularly sulted for
preparations wherein estrogen is administered continuously for 21 to 30 days and
drosplrenone is administered in a 3-day-on-3-day-off cycle. Preferably, within this
embodiment, the preparation is designed so that drospirenone is administered on days 4
through 8, 10 through 12, 18 through 18, 22 through 24, and days 28 through 30.
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Moreover, a multi-phased pharmaceutical preparation wherein the number of daily dosage
units is 21 or 28, or a multiple of 210r 28, such as 2 to 24, such as 2 to 12, particularly 2 to
8, such as multiples of 2 to 8,

Likewise, the invention relates to a method of treating diseases, disorders, and symptoms
associated with estrogen deficlency comprising a muiti-phased pharmacsutical
preparation comprising daily dosage units which are administered for 1 to 12, preferably 2
to 8, suchas 2, 3, 4 5, 6, 7, and 8 multiples of 28 days.

A packaging unit comprising the dally dosage units described above may be prepared in a
manner analogous to that of making oral contraceptives or hormone replacement
regimens. This may for instance be a conventional blister pack or any other form known
for this purpose, for instance a pack comprising the appropriate number of dosage units
(in this case at least 28, or for particular applications, a multiple of 28) In a sealed bilater
pack with a cardboard, paperboard, foil or plastic backing and enclosed in a suitable
cover. Each blister container may conveniently be numbered or otherwise markad.

It is also envisaged that the present composition may be in the form of a parenteral
formulation such as a subcutaneous implant or transdermal formulation. For making
implants, the active agents may suitably be formulated together with one or more
polymers that are gradually eroded or degraded when in use, e.g. silicone polymers,
ethylena vinylacetate, polyethylene or polypropylene.

Where transdermal formulations are concemed, they may be prepared In the form of
matrices or membranes or as fluid or viscous formulations in oil or hydrogels. For
transdermal patches, an adhesive which is compatible with the skin should be included,
such as polyacrylate, a sillcone adhesive or polyisobutylene, as well as a foll made of, a.g.
polyethylene, polypropyiene, ethylene vinylacetate, polyvinyichlorkie, polyvinylidene
chloride or polyester, and a removabis protactive foll made from, e.g., polyester or paper
coated with silicone or a fluoropolymer. For the preparation of transdermal solutions or
gels, water or organic solvents or mixtures thereof may be used. Transdermal gels may
furthermore contain one or more suitable gelling agents or thickeners auch as silicone,
tragacanth, starch or starch derivatives, cellulose or celiulose derivatives or polyacrylic
acids or derivativea thereof. Transdermal formulations may also suitably contain one or
more substances that enhance absorption though the skin, such as blie salts or
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derivatives thereof and/or phospholipids. Sultable tranedermal formulations may, for
instance, be made In a manner analogous to that described in WO 84/04157 for 3-
ketodesogestrel. Altemnatively, tranedermal formulations may be prepared according to a
method disciosed in, e.g., BW Barry, "Dermatological Formulations, Percutaneous
Absorption", Marcel Dekker Inc., New York - Basel, 1983, or YW Chlen, "Tranedermal
Controlled Systemic Medications”, Marcel Dekker Inc., New York - Basel, 1987.

The present invention is further described in the following examples which are not in any
way intended to limit the scope of the invention as claimed.
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5 Preparation of tablets containing drospirenone and estradiol may be performed in the
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following manner

Tablet cores of the following composition

micronized drospirenone 3.00 mg
micronized estradiol 1.00, 2.00, 3.00 mg
lactose monchydrate A5.2,46.2, 47.2 mg
com starch 14.40 mg
modified starch 9.60 mg
polyvinylpyrrolidone 25,000 4.00 mg
magnesium stearate 0.80 mg

are prepared by charging a fluidised bed granulator with 31.68 kg com starch, 21.12 kg
madified starch, 6.680 kg micronized drospirenone, 2.20, 4.40 or 6.8 kg of micronized
astradiol (for 1 mg, 2 mg, and 3 mg dose, respectively) and 99.44, 101.64, or 103.84 kg of
lactoee monchydrate (for 3 mg, 2 mg, and 1 mg dose, respectively) and activating the
fluidised bed. An aqueous solution of 8.80 kg polyvinylpyrrolidone 25,000 in 48.20 kg
purified water I sprayed continuously onto the fluldised bed while drying by heating the
air stream of the fluidieed bed. At the end of the process 1.78 kg magnesium stearate Is
sucked into the granulator and mixed with the granules by maintalning the fluldised bed.
The resulting granulate ie preseed into tabiet cores by compression using a rotary tablet
press.

For tablete comprising 1 mg of estradiol, 2.22464 kg of hydroxypropylmethyicellulose and
0.44528 macrogol 8000 are dissolved In 14.67 kg purifled water. 0.44528 kg taic, 1.25808
kg titanium dioxide and 0.02575 kg ferric oxide pigment are suspended in 10.28 kg
purified water with atiring and homogenised. The solution and suspension are combined
and used to coat the tablet cores by continuous application of the coating suspenalon In a
coater. For tablets comprising 2 or 3 mg of estradiol, the specific weights of the reagents
for the preparation of the coating can saslly be calcuiatad.

194
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An altemnative formulation for the coatings of 1 mg tablets comprises 2.22484 kg of
hydroxypropyimethylcellulose, 0.44528 kg of macrogol 600, 0.44528 kg of talc, 1.17328 of
titanium dloxide, 0.07834 kg of ferric oxide pigment, yellow, and 0.03520 kg of ferric oxide
pigment, red. A possible formulation for the coatings of 2 mg tablets comprises of
2.22464 kg of hydroxypropylmethyicellulose, 0.44528 kg of macrogol 600, 0.44528 kg of
talc, 1.18838 of titanlum dioxide and 0.08844 kg of ferric oxide pigment, red. A possible
formulation for the coatings of 3 mg tablets comprises of 2.22464 kg of
hydroxypropyimethylceliuiose, 0.44528 kg of macrogol 800, 0.44528 kg of talc, 1.25908 of
titanium dioxide and 0.02574 kg of ferric oxide pigment, red.

Example 2: Relative bioavailabliity

The evaiuation of relative bioavailabllity of estradiol (E2) and drospirenone (DRSP), in an
open randomised 2-way croes over study with volunteers. E2/DRSP after treatment with
either 2 mg of E2 + 2 mg of DRSP, 2 mg of E2 + 6 mg of DRSP coated tablets p.o versus
2 mg of E2 + 2 mg of DRSP oral solution.

Example 3: Repeated Dose

The evaluation of repeated dose pharmokinetics (accumulation) and potential interaction
between estradiol and drospirenocne was performed. This open-abel, randomised, intra-
Individual cross-over study of two dose level combinations with an intervening wash-out
phase (4 weeks), and multiple application over 28 days was done with 4 dose
cambinations. A 4-week observation period was performed after the last dose.

Treatment A: 1 mg E2 + 1 mg DRSP, dailty, p.o.
Treatment B: 1 mg E2 + 4 mg DRSP, daily, p.o.
Treatment C: 2 mg E2 + 1 mg DRSP, daily, p.o.
Treatment D: 2 mg E2 + 4 mg DRSP, dally, p.o.

Assessment: No statistically significant interaction was observed between the two active
ingredients.

Example 4: Endometrial Protection

N
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Primary Objective: To evaluate the efficacy of thirteen, 28 day cycles of continuous E2-
DRSP combinations compared to continuous E2 by analysie of protection against
hyperplasla In post-menopausal women.

Secondary Objectives: To evaluate the effect of endometrial morphology, biseding
pattemns, metabolic and hemostatic laboratory parameters. Well-being of post-
menopausal women as assessed by the Women's Health Questionnaire (WHQ) and The
Medical Qutcomes Study 38-item Short-Form Health Survey (SF-38). Effect on the
frequency and severity of hot flushes, and on the relief of urogenital symptoms. Drug
levels of DRSP and E2. Detailed avaluation of the metaboliic parameters in subgroup.

Svynopsig:
Dose Groups: E2 1 mg; E2 1 mg + DRSP 0.5 mg; E2 1 mg + DRSP 1 mg; E2 1 mg +
DRSP 2 mg; E2 1 mg + DRSP 3 mg.

Post-menopausal women with or without menopausal symptomsa will be assigned 1 of 5
regimens. Endometrial effects will be evaluated by biopsy to determine the Incidence of
endometrial hyperplasia. Symptoms and blesding patierns will be evaluated from subject
diaries. General eafety, and effacts on specific biochemical and hemato!ogical
parameters will be evaluated. A post-menopausal quallty of life assessment and
evaluation of patient satlefaction will also be made.

Two-hour glucose tolerance tests, and 15-minute insulin tolerance tests were performed
at certain sltes.

Data Analysia
Endometrial biopsy at Visit 1 and Final Visit. Bleeding pattern Information Is recerded in a
dally dlary throughout the study.

Two analyses will be performed for the primary efficacy variable: [) 2-sided comparieon of
treatments and H) 1-sided, within group interval estimation of dose effect.

Frequency tables will be generated for visits at which endometrial blopeles are performed.
These tables will display the number and percent of subjects In each endometrial
response category for each treatment group (and by centre in case of a reatment-by-
centre interaction). Overall and between group comparison of the incidence of

o o
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hyperplasia among the treatment groups will be performed. This analysis will be intent-to
{treat and will test the null hypothesis of no difference In response tc treatments
(unopposed vs. opposad esiradiol) when adjusted for centre.

Interval estimation of dose response
The probability =, will be estimated for each dose of DRSP (t 0.0, 0.5, 1.0, 2.0, 3.0).

Additionally, the upper limit of the one-sided 85% confidence interval will be calculated for

each m; separately. This means that the confidence intervals wili be non-simultaneous.
Example 3: Osteoporosis Prevention

Primary Objective: Bone mineral density of the hip after 104 weeks of treatment.

Secondary Objectiveg: Bone mineral density (BMD) of the hip efter 12, 28, 52, and 80
weeks of treatment. BMD of the lumbar spine, of the midshaft of the radius, of the total
body. Effects on parameters for bone metabolism. Bleeding pattern. General safety.

The study will be performed as a double blind, placebo-controlied trial with 240 healthy,
post-menopausal women randomly assigned to one of 4 groups of 80 after glving their
Informed consent.

The groups will be as follows: 1mg E2+1 mg DRSP
1 mg E2 + 2 mg DRSP
1 mg E2 + 3 mg DRSP
Synopeis

Foity osteopenic patients (BMD hip T-score between -1 and -2.5) and 20 non-osteopenic

patients should be anrolied in each group. All treatments will be appllied dally per os
during the whole treatment of 2 years without a treatment-free interval. In addition, the

patients will be supptied with calcium tablets (500 mg of calclum dally). Measurements of
bone mineral density of the hip will be measured on the left side utilising dual-energy x-ray

absorptiometry at screening, baseline, and after 12, 28, 52, 80, and 104 weeks of
treatment. Biochemical markers of bone remadeliing will be measured at intervals.

R
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Serum bone specific alkaline phosphatase, serum N-mid osteocalcin, urinary
calcium/creatine (second moming vold), and urinary CrossLaps® /creatine (second
moming void) will additionally be evaluated.

Examplie 6: Menopausal Symptoms

Objective: To demonstrate that the therapeutic efficacy of E2-DRSP regarding
menopausal symptoma Is superior to placebo

Primary Objective: Hot fushes

Secondary Objactives: Sweating episodes, sleep problems, depressed moods,
nervousness, urogenital symptoms (vaginal dryneas, pollakisuria, nocturia), bleeding
pattens. General safety.

Synopsis

Double-blind, placebo controlled trial with healthy, post-menopausal women randomly
assigned to one of 4 groups

1 mg E2 + 1 mg DRSP
1 mg E2 + 2 mg DRSP
1 mg E2 + 3 mg DRSP
placebo

Synopsla:

Main Inclusion criterion: A minimum of 5 moderate to severe hot flushes per day on at
least 7 days of the 2-week pre-treatment period.

The duration of the treatment will be 18 weeks (4 28-day cycles).

Hot flushes will be assessed by means of recording the frequency and asverity (mild,
moderate and severe) and comparing these betwesn the verum groups and placebo. The
patient will record the incidence and severity of the hot flushes and diary cards. in
addition, the inveatigator will ask the patient at sach visit about other typical menopausal
symptoms (sweating episodes, sleep problems, depressed moods, nervousness,
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urogenital symptoms. The intensity of the symptoms will be assessed as mild, moderate
or severe.

If the patient has an Intact uterus, the occurmence of bleeding will be recorded every day
& during the study on diary cards. The patient will maks dally entries in the diary card
acconding to the bleeding intensity definitions given below

Code | Category Definition

0 no no vaginal bieeding

1 spotting less than associated with normal menetruation relative to the subject's
experience with no need for sanitary protection (except for panty liners)

2 light less than associated with normal menatruation relative to the subject's

_ exparience with no need sanitary protaction
3 normal like normal menatruation relative to the sublect's experience
4 heavy more than normal menstruation retative to the subjects axperience

For urogential symptoms, the following parameter and categories will be used:

10
“Parameter “Categories
vaginal dryness yee/no/ not applicabie
Increased frequency of urination no /yes
nocturia no/yes ("yes” means &t least 2urinations during 2 or
more nights within the preceding week)
Data Analysie

For the efficacy parameters, both a valid-case analysis (VCA) and an intention to treat
(ITT) analysls will be performed. The primary target variable e the individual relative
15 change (C) in the number of hot flushes. C is defined as (T-B) / B, where T and B are
individual means. T is the mean number of hot flushes per week, calculated by the
observations during the weeks 3 through 18 of the treatment phase. B 13 the mean

number of hot flushes per week, calculated from the obeervations of the 2-week pre-
treatment phase.

20

X%
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Example 7: Lipid Proflle

Objective: The primary goal of this study is to compare two E2/DRSP treatments and
Premique®/Premelie® regarding lipid profile. Lipid profile Is generally accepted as the
surrogate endpoint to estimate cardiovascular risk.

Primary Oblectives: Lipid pattemn Including HDL cholesterol, LDL_ cholesterol

Secondary Objectives: Lipld pattern including total cholasterol, triglycerides, HDL2
cholesterol, HDL3 cholesterol, VLDL cholesterol, apolipoproteins (A-1, A-2, B, E), Lp{a):
Menopausal symptoms; Bleeding pattern; Endometrial aafety; General safety

Design: The study is performed as an open-label, multicentre, comparative study in 300
post-menopausal women randomly aseigned to one of 3 groups of 100 after giving their
Informed conaent.

Groups;

1 mg E2 + 2 mg DRSP

1 mg E2 + 3 mg DRSP

Premique®/Premelle®: 0.625 mg conjugated estrogens + 5 mg MPA

All tresiments are applied dally orally during the whole treatmeant period of 2 years without

a treatment free Interval. Measurements of lipid profile are performed at scresning and
after 12, 28, 52, and 104 weeks of treatment as well as six weeks after treatment.
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CLAIMS
1. A phamaceutical composition comprising

as a first active agent, an estrogen (or naturally or synthetic derivative thereof) in sufficlent
amounts to treat diseases, disorders and symptoms associated with deficient endogenous
levels of estrogen In women, and

as a sacond active agent, 6p,7p;15p;16p-dimethylene-3-oxo-17a-preg-4-ene-21,17-

carbolactone {droapirenone) in sufficient amounts to protect the endometrium from the
adverse effects of asirogen,

together with 2 pharmaceutically acceptable excipient or carier.

2. A composition according to claim 1, whersin the deficlent levels of estrogen are caused
by natural menopause, peri-menopause, post-menopause, hypogonadiem, castration or
primary ovarian failure.

3. A composition according to any of claime 1 or 2, whereln the diseaass, disorders and
symptoms are selectad from the group comprising including hot flushes, sweating attacks,
palpitations, sleep disorders, mood changes, nervousness, anxiety, poor memory, loss of
confidence, loss of libido, poor concentration, diminished energy, diminished drive,
imritabliity, urogenital atrophy, atrophy of the breasts, cardiovascular disease, changes in
halr distribution, thicknees of hair, changes In ekin condition and osteoporosis.

4. A composltion according to claim 3, wherein the diseases, disorders and symptome
are selected from the group comprising Including hot flushes, sweating attacks,
palpitations, sleep disorders, mood changes, nervousness, anxiety, urogenital atrophy,
atrophy of the breasts and osteoporosis.

5. A composition according to claim 1, wherein the estrogen Is selected from the group
conelsting of estradiol, estradiol sulfamates, estradiol valerate, estradiol benzoate, ethinyt
estradiol, estrone, estriol, eatriol succinate and conjugated estrogens, Including
conjugated equine estrogens such as estrone sulfate, 17p-estradiol sulfate, 17a-estradiol
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eulfate, equilin sulfate, 17p-dihydroequilin sulfate, 17a-dihydroequilin eulfate, equiienin
sulfate, 17B-dihydroequilenin sulfate and17a-~dihydroequilenin sulfate or mixtures thereof.

6. A composition according to claim 5, wherein the estrogen is selected from the group
conslsting of estradiol, estradiol sulfamatee, estradio! valerats, estradiol benzoats,
estrone, and estrone sulfate or mixtures thereof.

7. A composition according to claim 8, whersin the estrogen ia estradiol.

8. A compoeltlon according to claim 1, whersin draspirenone (DRSP) is in micronized
form.

8. A compoaition according to any of claims 5 or 8, wherein at least one estrogen is In
micronized form.

10. A composition according to claim 1, wherein the dose of DRSP commesponds to 15 to
70 mg per cycle, such as 20 to 60 mg per cycle, particularly 40 to 80 mg per cydle..

11. A composition according to claim 1, wherein the amount of DRSP corresponds to a
dally dose ranging from 0.25 to 10 mg, such as about 0.25t0 8, 0.25t0 6, 0.2510 5, 0.5 to
45 1104, and1.5t03.5mg.

12. A composition according to claim 7, wherein the amount of estradiol cormesponds to a

daily dose ranging from 0.1 to 5 mg, such as about 0.2 10 4.5, 0.5to 4, 1 to 3, in patticular
1,2,0r3mg.

13. A pharmaceutical composition comprising

as a firet active agent estradiol in amounts comesponding to a daily dose of 1 to 3 mg to
treat diseasss, disorders and symptoms assoclated with deficlent endogenous Jevels of
estrogen in women,

and as a second active agent 68,7p;15p;16-dimethylene-3-oxo-17a-preg-4-ene-21,17-
carbolactone (droeplrencne) In amounts comesponding to a daily dese of 1to 3.5 mg to
protect the endometrium from the adverse effects of estrogen,

together with a pharmaceutically acceptable excipient or carrier.

- moa o or
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14. Use of a combination of estrogen and drospirenone for the preparation of a
medicament wherein the amount of estrogen ls sufficient to treat diseases, dieorders and
symptoms associated with deficient endogenous levels of estrogen in women and the
amount of drespirenone is sufficient to protect the sndometrium from the adverse effects
of estrogen.

15. The use according to claim 14, wherein the deficlent levels of estrogen are caused by

natural menopause, peri-menopause, post-menopause, hypogonadism, castration or
primary ovarian failure.

16. The use according to claim 14, wherein the amount of estrogen Is sufficient for the
treatment of hot flushes, sweating attacks, palpitations, slesp disorders, mood changes,
nefvousness, anxiety, poor memory, loss of confldence, loss of libido, poor concantration,
diminished energy, diminished drive, irritability, urogenital atrophy, atrophy of the broasts,
cardiovascular disease, changes In halr distribution, thickness of hair, changes in skin
condition or for the prevention or management of osteoporosis.

17. The use according to claims 18, wherein the amount of estrogen is sufficlent for the
treatment of hot flushes, sweating attacks, palpltations, sleep disorders, mood changes,
nervousness, anxiety, urogenital atrophy, atrophy of the breasts or for the prevention or
management of osteoporosis.

18. The use according to claim 14, wherein the estrogen is selected from the group
consisting of estrogen is selected from the group consisting of estradiol, estradiol
sulfamates, estradiol valerate, estradiol benzoate, ethinyl estradiol, estrone, astriol, estriol
succinate and conjugeted estrogens, including conjugated equine estrogens such as
estrone sulfate, 17p-estredlol sulfate, 17a-estradiol sulfate, equilin sulfate, 17p-
dihydroequilin sulfate, 17a-dihydroequilin sulfate, equilenin sulfats, 17p-dihydroequilenin
sulfate and17a-dihydroequilenin sulfate or mixtures thereof.

18. The uss according to claim 18, wherein the estrogen is selected from the group
consisting of estradiol, estradlol suifamates, estradlol valerats, estradiol benzoate,
estrone, and estrone sulfate or mixtures thereof.

20. The use according to claim 19, wherein the estrogen Ie estradiol.
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21. The use according to claim 14, wherein drospirenone (DRSP) Is in micronized form.
22. The use according to claim 14, wherein the estrogen is In micronized form.
23. The use according to claim 20, wherein the estradiol Is In micronitzed form.

24. The uss according to clalm 14, whereln the dose of DRSP corresponds to 15 to 70 mg
per cycle, such as 20 to 60 mg per cycle, particularly 40 to 60 mg per cycle.

25. The use according to claim 14, wherein the amount of DRSP corresponds to a dally
dose ranging from 0.25 to 10 mg, such as about 0.2510 8, 0.25t0 6, 0.25t0 5, 0.5 to 4.5,
1to 4, and 1.5t0 3.5 mg.

26. The use according to claim 20, wherein the amount of estradiol corresponds to a dally

dose ranging from 0. to 5 mg, such as about 0.2 o 4.5, 0.5 to 4, 1 to 3, in particular 1, 2,
or 3 mg.

27. The use according to claim 14, wherein the medicament is In the form a of a number
of separately packaged and individually removable dosage units placed in-a packaging
unit and intended for oral administration for a period of at least 28 days;

wherein at least 21 daily dosage units comprise a combination of estradiol in an amount
from about 0.1 to 5 mg and drospirenone In an amount ranging from about 0.25 to 8 mg;
and 7 or less daily dosage units comprise estradiol in an amount from about 0.1 to 5 mg.

28. The use according to claim 14, wherein the medicament is in the form of a number of
eeparately packaged and individually removabie dosage units piaced in a packaging unit
and Iintended for oral administration for a period of et least 28 days;

wherein at least 21 dally dosage unlts comprise a combination of estradiol In an amount
from about 0.1 to 5 mg and drospirenone [n an amount ranging from about 0.25 to 6 mg;
and 7 or less dally dosage unite comprise a blank or placsbo.

29. The use according to 14, wherein the medicament is in the form of a number of
separately packaged and individually removable dosage units placed In a packaging unit
and intended for cral-administration for a period of at least 28 days,
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wherein at least 10 daily dosage units comprise estradiol in an amount from about 0.1 to 5
mg,

and at least 10 daily dosage unit comprise a combination of estradiol in an amount from
about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg,

and 8 or less daily dosage units comprise a blank or placebo.

30. The use according to 14, wherein the medicament Is In the form of a number of
sepanately packaged and individuaily removabile dosage units placed In a packaging unit
and intended for oral administration for a perlod of at least 28 days;

wherein at least 10 daily dosage units compriee estradiol in an amount from about 0.1 to 5
mg,

and at least 10 dally dosage units comprise a combination of estradiol in an amount from
about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 8 mg;

and 8 or |ees dally dosage units comprise estradiol in an amount from about 0.1 to 5 mg.

31. The use according to claim 14, wherein the medicament is In the form of a number of
separately packaged and individually removable dosage units placed In a packaging unit
and intended for oral adminlstration for a perlod of at least 28 days;

wherein 28 daily dosage units comprieing a combination of estradlol in an amount from
about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg.

32. A method of treating and preventing diseases, disorders and symptoms associated
with deficlent endogenous levels of estrogen In women comprising administering estrogen
in sufficient amounts to alleviats said diseases, disorders and symptoms and
drospirenone in sufficient amounts to protect the sndometrium from adverse effects of
esirogen.

33. A method according to d_alm 32, wherein the deficlent levels of estrogen are caused

by natural menopause, peri-menopause, post-menopause, hypogonadism, castration or
primary ovarian failure.

34. A method according to claim 32, whereln the diseases, disorders and symptome are

selected from the group comprisling including hot flushes, sweating attacks, palpitations,

sleep disorders, mood changes, nervousness, anxiety, poor memory, lcas of confidence,
loss of libido, poor concentration, diminiehed energy, diminished drive, irritability,
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urogenital atrophy, atrophy of the breasts, cardiovascular diseass, changes in halir
distribution, thickness of hair, changes in skin condition or for the prevention or
management of osteoporosis.

35. A method according to claim 34, wherein the diseases, disorders and symptome are
selected from the group comprising including hot flushes, sweating attacks, palpitations,
sleep disorders, mood changes, nervousness, anxiety, urogenital atrophy, atrophy of the
breasts or for the prevention or management of osteoporosis.

36. A method according to claim 32, whereln the estrogen is selected from the group
conslsting of estrogen is selected from the group consisting of estradiol, estradiol
sulfamates, estradiol valerate, estradiol benzoate, ethinyl estradiol, estrone, estriol, estriol
succinate and conjugated estrogens, including conjugated equine estrogens such as
estrone sulfate, 17p-astradiol aulfate, 17a-eatradlol sulfate, aquilin sulfate, 17p-
dihydroequliin sulfate, 17a-dihydroequilin sulfate, equilenin sulfate, 17p-dihydrnequllenln
sulfate and17a-dihydroequilenin sulfate or mixtures thereof.

37. A method according to claim 38, wherein the estrogen is selected from the group
consisting of estradiol, estradiol sulfamates, estradiol valerate, estradiol benzoate,
estrone, and estrone sulfate or mbdtures thereof.

38. A method according to claim 37, wherein the estrogen 18 eatradiol.

39. A method according to claim 32, wherein drospirenone (DRSP) is In micronized form.
40. A method according to claim 32, whereln the estrogen is In micronized form.

41. A method according to claim 38, wherein the estradiol ls in micronized form.

42. A method according to clalm 32, wherein the dose of DRSP comresponds to 15 to 70
mg per cycle, such as 20 to 80 mg per cycle, particulary 40 to 80 mg per cycle.

43. A method according to claim 32, wherein the amount of DRSP cormesponds to a daily
dosaranglngfmm025t010mg,suchasaboutozsma 0.25t06,0.25t0 5, 0.5t0 4.5,
1to4,and 1.5t0 3.5 mg.



WO 01/52857 PCT/IBO1/00041

10

15

25

a3

44, A method according to claim 38, wherein the amount of estrediol corresponds to a

dally dose ranging from 0.1 to 5 mg, such as about 0.2t0 4.5, 0.5t0 4, 1 to 3, In particular
1.20r3mg.

45. A method of treating and preventing diseases, disorders and symptoms associated
with deficlent endogenous levels of estrogen in women comprising administering estradiol
in amounts corresponding to dally doses of 1 to 3 mg and drospirenone In amounts
cormesponding to daily doses of 1 to 3.5 mg.

48. A method according claim 32, comprising

administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts
corresponding to daily doses ranging from 0.1 to 5 mg; and

administering for 10 to 12 days a daily dosage unit comprielng estradiol in amounts
comesponding to daily doses ranging from 0.1 to 5 mg and drospirenone in amounts
comesponding to dally doses ranging from 0.25 to 6 mg; and

administering for 4 to 8 days a daily dosage unit comprising estradiol in amounts
corresponding to daily doses ranging from 0.25 to 5 mg.

47. A method according to clalm 32, comprising

administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts
cormespanding to dally doses ranging from 0.1 to 5 mg; and

admintetering for 10 to 12 daye a daily dosage unit comprising estradiol in amounts
comesponding to dally doses ranging from 0.1 to 5 mg and drosplrencne In amounts
corresponding to daily doses ranging from 0.25 to 8 mg; and

administering for 4 to 8 days a daily dosage unit comprising of a ptacebo or blank.

48. A method according to claim 32, comprising

administering for at least 21 days a dally dosage unit comprising estradiol in amounts
cormesponding to daily doses ranging from 0.1 to 5 mg and drospirenone in amounts
corresponding to dally doses ranging from 0.25 to 8 mg; and

adminlstering for no more than 7 days a dally dosage unit comprising of a placebo or
blank.

49. A method according to claim 32, comprising
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administering for at least 21 days a dally dosage unit comprising estradiol in amounts
cormesponding to daily doses ranging from 0.1 to 5§ mg and drospirenone In amounts
corresponding to daily doses ranging from 0.25 to 8 mg; and

administering for no more than 7 days a dally dosage unit comprising estradiol In amounts
corresponding to daily dosea ranging from 0.1 to 5 mg.

50. A method according to clalm 32, comprising

administering for 21 to 28 days a daily dosage unit comprising estradiol in amounts
commeaponding to daily dosas ranging from 0.1 to 5 mg and drospirenone in amounts
corresponding to daily doses ranging from 0.26 to 8 mg.

51. A method according to any of claims 32 to 45, whereln the estrogen Is administered
continuously.

52, A method according to any of claims 32 to 45, wherein the estrogen and drospirenone
are administared continuously.

53. A method according to any of claims' 32 to 45, whereln the estrogen is administered
continuously and drospirenone is administered sequentially.

54. A method according to claim 53, whersin the estrogen dosage i lower for the 1 to 7
days immediately followipg said sequential administration of drospirenone.

§5. A method according to claim 32, wherein estrogen is administered continuously and
drospirenone is administered in an interrupted manner.

58. A method according to claim 55, whereln estrogen is administered continuously for 21
to 30 days and drospiranone Is administered in a 3-day-on-3-day-off cycle.

57. A method according to claim 58, wherein drospirenone Is administered on days 4
through 6, 10 through 12, 16 through 18, 22 through 24, and 28 through 30.

58. A method according to any of claims 32 o 45, wherein the estrbgen and the
drospirenone are each administered sequentially with a treatment-free interval.

/Y,
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69. A method according to clalm 32, comprising

administering for 20 to 24 days a daily dosage unit comprising estradiol in amounts
corresponding to dally doses ranging from 0.1 to 5 mg,

and drospirenone [n amounts corresponding to daily doses ranging from 0.25 to 6 mg for
the last 10 to 12 days of sakd 20 to 24 days, and

administering for 4 to 8 days a dally doaage unit comprising no active ingredient.

80. A method according to claim 32, comprising

administering for 20 to 24 days a dally dosage unit comprising estradiol in amounts
corresponding to daily doses ranging from 0.1 to 5 mg, and drospirenone In amounts
corresponding to dally doses ranging from 0.25 to 6 mg for the last 10 to 12 days of sald
20 to 24 day, and

administering for 4 to 8 days a dally dosage of unit comprising estradiol in amounts less-
than dally dosage unit taken for said 20 to 24 day administration of estradiol.

61. A method according to claim 32, comprising

administering for 20 to 24 days a daily dosage unit comprising estradiol in amounts
comesponding to dally doses ranging from 0.1 to 5 mg,

and drospirenone in amounts corresponding to daily dosee ranging from 0.25 to 8 mg for
the last 10 to 12 days of said 20 to 24 day, and

not adminietering any dosage units for 4 fo 8 days.

62. A method according to any of clalms 32 to 81, wherein the estrogen and/or
drospirencne are administered in oral formulation, from a patch, from an Implant or
combinations thereof.

63. A method according to claim 62, wherein the estrogen and/or drospirenone are
administered in oral formulation.

84. A method according to any of ciaime 48 to 61, whereln the dally dosage units are
administered for 1 to 12, preferably 2 fo 8, suchas 2, 3, 4 5, 8, 7, and 8 multiples of 28
days.

65. A mult-phasad pharmacsutical preparation consisting of a number of separately
packaged and individually removable dally dosage unite placed into & packaging unit and

214
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intended for oral adminlstration for a period of at least 21 days whereln sald dally dosage
units comprise a combination of estradiol in an amount ranging from about 0.1 to 5 mg
and drospirenone in an amount ranging from about 0.25 to 6 mg.

66. A mutti-phased pharmaceutical preparation conslsting of a number of separately
packaged and Individually removable daily dosage unite placed Imo a packaging unit and
Intended for oral adminletration for a period of 28 days wherein said dally dosage units
comprise a combination of estradiol in an amount ranging from about 0.1 to 5 mg and
drospirenone In an amount ranging from about 0.25 to 6 mg.

67. A muitl-phased pharmaceutical preparation consisting of a number of separately
packaged and individually removable daily dosage units placed into a packaging unit and
intended for orai administration for a period of 28 days,

whereln at least 21 sald daily dosage units comprise a combination of estradiol in an
amount ranging from about 0.1 to 5 mg and drospirenone In an amount ranging from
about 0.25 to 6 mg; and

no more than 7 said dosage units comprise a placabo or a blank.

68. A mufti-phased pharmacsutical preparation coneisting of a number of saparately
packaged and individually removable daily dosage units placed into a packaging unit and
intended for oral administration for a period of 28 days, .
wherein at least 21 said dally dosage units comprise a combination of estradiol in an
amount ranging from about 0.1 to 5§ mg and drospirenone In an amount ranging from
about 0.25 to 6 mg; and

no more than 7 said doaage unita comprise estradiol In an amount ranging from about 0.1
to 5 mg.

89. A muitl-phased pharmacsutical preparation conslsting of a number of separately
packaged and individually removable dally dosage unlis placed into a packaging unit and
intended for oral adminletration for a peried of at least 28 conescutive days,

wheraln at least 10 sald daily dosage units comprise estradiol in an amount ranging from
about 0.1 to 5 mg; and

at least 10 sald dally dosage units comprises a combination of estradiol in an amount

ranging from about 0.1 to 5 mg and drospirencne In an amount ranging from about 0.25 to
8 mg; and
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no more than 8 of sald daily dosage units comprise a placebo or blank.

70. A muli-phased pharmaceutical preparation consisting of a n_umber of separately
packaged and individually removabile dally dosags units piaced Into a packaging unit and
intended for oral administration for a period of at least 28 consecutive days,

wherein at least 10 sald dally dosage units comprise estradiol in an amount ranging from
about 0.1 to 5 mg; and

at least 10 sald daily dosage units comprises a combination of estradiol in an amount
ranging from about 0.1 to 5 mg and drosplrenone in an amount ranging from about 0.25 to
8 mg; and

no more than 8 of said daily dosage units comprise estradiol in an amount ranging from
about 0.1 to 5 mg.

71. A muiti-phased pharmaceutical praparation consiating of a number of separately
packaged and Individually removable dally dosage unite placed Into a packaging unit and-
intended for oral administration for a perlod of 21 to 30 consecutive days,

whersin 10 to 15 said dally doaage units comprise a combination of estradiol in an amount
ranging from about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to
6 mg; and

10 to 15 said dally dosage units comprise astradiol in an amount ranging from about 0.1
to 5 mg.

72, A preparation according to any of claims 65 to 71, wherein the number of daily dosage
units Is at least 21 or a multiple of 21 such as 2 to 12, particularly 2 to 8, such aa 2t0 8,

73. A preparation according to any of claims 65 to 71, wherein the number of daily dosage
units is 28 or a multiple of 28 such as 2 to 12, particularly 2 to 8 such as 2 to 8.

74. A preparation according to any of claime 65 to 71, wherein said dally dosage units
comprise estradiol and/or drospirenone in micronized form or spraysd from a solution onto
particles of inert carrler.

75. A use of an estrogen (and/or naturally or synthetic derivative thereof) in sufficient
amounts for the treatment of menopausal and post-menopausal symptoms and the
prevention of osteoporosis In menopausal and post-menopausal women
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and Bp,7B;16p;16p-dimethylene-3-ox0-17a-preg-4-ene-21,17-carbolactcne {(drospirencne)
in sufficient amounts to protect the endometrium from the adverse effects of estrogen
for the manufacture of a medicament.

-2 AR N

S 786. A use of an estrogen (and/or naturally or synthetic derivative thereof) in sufficient
amounts for the treatment of menopausal and post-menopausal symptoms and the
prevention of osteoporosis in menopausal and post-menopausal women
and 8p,7p;15p;16p-dimethylene-3-oxo-17a-preg-4-ene-21, 17-carbolactone (drospirenone)
in sufficlent amounts to protect the endometrium from the adverse effects of estrogen

10 for the manufacture of a medicament for hormone replacement therapy.
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