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Senora Jefe,
DIVISION DE NUEVAS CREACIONES

Superintendencia de Industria y Comercio

E. S. D.

Referencia : Expediente N° 09 053058

Asunto : Oposicién a la solicitud de patente de Invencién titulada
“COMPRIMIDOS BICAPA DE ESTROGENO/SERM Y
ESTROGENO/PROGESTINA.”

Solicitante : WYETH '

Opositora : PROCAPS S.A.

Publicada en la Gacgta de la Propiedad Industgi 1
N° 608 del 30 de septiembre de 2009
Yo, CIELO ANGELA PENA RODRIGUEZ, n(gnda en ejercicio, idéntiﬁcudn como
apaf/e/ce al pie de su firma, con tarjeta profesional No. 82701 del Conéejo Superior de
l’.ﬂ ]udicnfura, en mi condicion de apoderada de la sociedad PROCAPS S.A.
conformada bajo las leyes de la Repriblica de Colombia y dOlllILl]lﬂdd en la ciudad de
Barmnqmlh Colombia, atentamente manifiesto que estando d(.ntro del término de ley
-y por orden expresa de mi representada, presento oposicion a la concesjoft del registro.
de la Patente de Invencion ttulada *“COMPRIMIDOS ’BICAPA Dﬁ
ESTROGENO/SERM Y ESTROGENO/PROGESTINA ”, cuyo titular es WYETH, y
pido a Usted declarar fundada esta oposicion y en consecuencia negar el [’EglbU'O de la

patente solicitada.
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1. INTERES PARA ACTUAR /

Conforme a lo dispuesto en el articulo 42 de la Decision 486 de 2000 de la
CAN, estando dentro del término estipulado por la ley, manifiesto el legitimo interés
de nuestra representada para oponerse al registro de la patente de la referencia,
atendiendo a que la solicitud pretendida no cumple con los requisitos dispuestos en la
ley como se analizari mas adelante y de ser concedida afectaria directamente la
comercializacion de al‘gy@s productos de mi representada, que contienen, en
particular un estrogeno. Por lo tanto, solicito respetuosamente a ese Despacho se sirva
tener en Cuenta la presente oposicién dentro del tramite administrativo que se surte en

esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1La solicitud objeto de la presente fue presentada el 22 de mayo de 2009
reivindicando prioridad bajo la solicirud US20060867715P del 2006-1 1-29; y fue
publi&ada en Colombia, en la Gaceta de la Propiedad Industrial N° 608 del 30 de
septiembre de 2009, cuya publicacion internacional corresponde  a  la
WO2008067387 del 2005-02-24. |

~ 2.2.1La solicitud colombiana 09 053058 objeto de la presente oposicion, se refiere a
comprimidos bicapa que comprenden por lo menos un esStrogenc en una primcm'

capa un agente terapéutico en una segunda capa, d° Procesos para su
=] (=} i

preparacion; donde el comprimido bicapa que comprende: (a) una primera capa
que comprende por lo menos un estrogeno; y (b) una segunda capa que comprende

y s ©uno o mids agentes terapéuricos seleccionados del grupo que consiste de un

Lo

~ . .
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modulador del receptor de estrégeno selectivo y un gestiageno; en donde: dicha
primera capa comprende de aproximadamente 20% a aproximadamente 45% en
peso de dicho comprimido; y dicha segunda capa comprende de aproximadamente
55% a aproximadamente 80% en peso de dicho comprimido; y, en donde dicho
estrogeno comprende estrogenos conjugados.

2.3.Ahora bien, con base en el arriculo 14 de la Decision 486 de la CAN consagra lo
siguiente: “Los paises miembros otorgardn patentes para las invenciones, sean de producto o
procedimiento, en todos los campos de la tecnologia, siempre que sean nuevas, tengan nivel
inventivo y sean susceptibles de aplicacion industrial”. Asi las cosas, las invenciones
objeto de patente deben ser nuevas y tener nivel inventive. Bien, pues antes de la
fecha de prioridad de esta solicitud se encuentran los siguientes documentos que
afecta la patentabilidad de la presente solicitud:

'

e DI1:WO03077923 publicada e;_l‘“_ZS‘dé septiembre de 2003/

.

2.4.Ahora bien, el documento D1, particularmente en la descripcion revela una forma

de dOSificaciOn oral adecuado para entregar una dosis combinada de progesterona y

,que a ]a’éntreg;l a través del tracto gastrointestinal ofrece una concentraciéon en

sangre de alrededor de 0,1 ng / ml a alrededor de 400 ng / ml de progesterona,

»}/"' ~donde la forma de dosificacion comprende una combinacion-que incluye (a) una
primera forma solida que comprende de 25 mg a 500 mg de progesterona
micronizada en compafia de polietilenglicol con un peso mogecu[ar promedio de

; alrededor de 1000 a 10.000 y que constituyan al menos el 30% de dicho primér
; o estado solido, y (b) una segunda zona de forma solida que ‘comprende un

estrégeno. Particularmente, en la pagina 16, lineas 6 a 10 la anterioridad D1 revela

formulaciones de estrogeno y progesterona comprimido para formar-una forma de
dosificacion, tal como una tablera de varios niveles, en el que de cada capa
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representa una progesterona o una formulacion de estrogeno. Asi las cosas, como

lo evidencia dicho documento D1, la presente solicitud no es novedosa pues lo

revelado ya se encontraba en el estado de la técnica.

2.5.En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicicud

colombiana 09 053058 no puede pretender un monopolio por patente toda vez

que lo que pretende no cumple con uno de los tres requisitos necesarios para su

proteccion.

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

2.6.1.

2.7,

CARECE DE NOVEDAD: Segtin la decision 486 de la Comunidad Andina de

Naciones, Articulo 16- “Una invencién e, consrdemm fueva “cuando no estd

comprendida en el estado de la técnica.-El estado de la técnica comprendera todo lo que -

haya sido accesible al pubhco “por una descnpcwn escritd ‘3 oral, utilizacion,

comerctaltzac:on 0 cualqwu otro medio antes de la fecha de presentacmn de la solicitud

de patente o, en su caso, de la prioridad reconocida.”. A la fedla de pr10r1dad 29 de

novnembrc dc 2000 ya era conocido, pues como se demostro era parte del arte
i

anterior con base en ¢l documento DI, comprimidos blcapa quc comprenden

por lo menos un estrdgeno €n una primera capa y un agente terapéutico en una

segunda capa, sobre el cual busca proteccién en el capitulo teivindicatorio.

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

objeto de patentabilidad pues es contrario a lo que dicta la Decision 486 de la

Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn
: &

o

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
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industrial.”. La solicitud pretendida no cumple con los tres requisitos de

patentabilidad.

2.8.  Por todo lo anterior, atentamente solicito a usted que se sirva declarar fundada
la presente oposicion y en consecuencia negar el registro a la solicitud de patente
titulada  “COMPRIMIDOS BICAPA DE ESTROGENO/SERM Y
ESTROGENO/PROGESTINA ”, cuyo titular es WYETH, solicitud Colombiana
que aparecio publicada en la Gaceta de la Propiedad Industrial N° 608 del 30 de
septiembre de 20009,

3. PRUEBAS

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

como prueba en este asunto los siguientes:~"

. : D1: WO03077923 publicada el 25 de septiembre de ZQOB.

i

4. FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legales siguientes:
4.1, Numeral I del articulo 586 del Codigo de Comercio: o
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4.2.  Articulo 42 de la Decision 486 de la Comision del Acuerdo de Cartagena.

4.3, En las demis normas concordantes.

5. ANEXOS
Para los efectos correspondientes anexo al presente escrito los siguientes documentos:
1. Poder para actuar en el presente.

Documento que acredita al representante legal de PROCAPS S.A.

Recibo de caja del respectivo pago de tasa.

Al

Copias de los documentos: .

' - ) . ;

H
i

S D1: WO03077923 publicada el 25 de septiembre de 2003.

/ 6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del articulo 50 del Decreto

; 0l de 1984 debe hacer su Despacho, informo que mi representada y la suscrita

Can:eﬁ 13 Ne119:95, ©1.°104 'Ifél.mG?l):l 1312 1‘31‘;”6 205021 - Fax. (57106 1219 79
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recibiremos notificaciones en la Secretaria de su Despacho o en mis oficinas situadas

~enla Carrera 13 Ne 119-95, Of. 104 de esta ciudad de Bogota.

Senor Superintendente,

CIELO ANGELA PENA RODRIGUEZ
C.C. 51'940.252 de Bogota
T.P.A. 82701 del C.S. de la].

Carrera 13'Ne 11995087104 Tel. (571) 2 1312713 - 6 2050 21 - Fax. (571) 6 12 19 79
E-maili negogios@optimunico.com - www.optimum-co.com
-~ ™" Bogorta Colombia
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desarrollo de © su objeto pr1nc1pal
{5001a1 Q§Mb acc1onlsta, socio o fundador ; =

1gua1 \ 0“81m11ar\mobjeto, Vu¢mprar,i‘ énder, 1mportar &yufexportq

maqu;parlas, insumos ,repuéstos’ requerldos para el desarrollo de
sus{fact1v1dades- 72 dinero seny prestamO\ flnancm?r y garantlzar

las \\operaciones: érales quegcelebre con*terceros‘;elatlvasha su
objeto; chlebrar' 0% e3ecutar “todo mtlpo de actoé Yy contratos
“necesarlosp\ para desarrorTar _ ) i .” aceptarg\
sgtorgar /, todo *tlpo eit Valores e 1n trumenﬁoét
negoc1ab1es, Vender Y

muebIes e
N

11 exterxor y,ifeﬁ general,. 1
que “sea necesar10v4o convenlente para el' desarrollo de su ob3eto

Isoc1a1 y,“para 1a/umejor prOtecc1on devsus inte reses corporatlvos/oﬁ
sla de sus~ sociosi v/La socie edad podravgarantlzan/el cumpslmlento dey
“sus obllga01ones adqulrldas“ por Mterceros O por’ sus socios, para IS
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\C_alqu1er*‘naturaleza‘

de

Suscrlto

u$**********1 229 071w000 *****i*******}”
£

\ugggado ey Wl ) e

NGk k kK k kK E K 1000 ****fj*******l\.'

g
L.

ADMINISTRAC;ON La“ﬂdlrecc1onﬁy adm1n15trac1on > «
\pondera \g” 1a Asamblea Generalsde Acc1onlstas,(% la Junta>D1rect1va4“
a1 PreSLdente, al~V1cepre81dente y a un Gerente“General . Corresponde

”rectlva e

las 81gu1entes funclones Y atrlbu01onesf§ntre

s i
al \équlvalente” en pesos Colomblanos a dosc1entos cinedenta mil dola-
Estad@s Unldosfae Amerlcaﬁ(US$250 OOO) llquldados a la

»res de S

Vtasa de l(.cambio (gpresentat;va del mer ado v1gente el dlauen que s =19
“gurta 1atransacion. cuando’ se trate de operdciones eh virtud d&’
las ,cuales Las soc1edad”\garant1ce obllgac1ones de terceros o ~de los

soc1os§ se rbqﬁerira .que la opera01on seaf probadalcon ellvoto de
por 1'c” menos 2%3 partes de “los 1ntegrantes deélla Junta ----- ‘Directival”

socie@éd tendré xun Pre51dente , qﬁlen ejercera la /Tepresen

5 i \de1a sociedad v tendra 1asY~81gu1entes
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CERTIFICADO DE.EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS . , i s - - o
PROCAPS S A, ——--'mmeen __;;______"_;_________;__;_______________;;;;____
NIT: 8904l06.527~5n ‘ o - o o o
“réequieran para el desarrollo del objeto social, de conformidad cen’
lo previsto -en las leyes Yy en los presentes estatutos. Constituir
apoderados judlclales¥ vy ext1a3ud1c1ales,. recibir | notlflca01ones
absolver interrogatorios’ de parte, confesar obligaciones -de la
soc1edad,, tran81g1r disistir y allanar a la.sociedad en. cualquler\
asunto jud1Clal Aprobar Y. celebrar»ﬁén nombre de la socieda todo’
tacto o ‘contrato “cuya cuantia sea “igual o inferior al™ equlvalente’
en .pesos colomblanos .a’  doscientos c1ncuenta mil- dolares ,de los
Estados Unldos Cde Amerlca (US$250 000), llquldados a la’ tasa de
cambic representativa del mercado Vlgente el dia en que se:surta
f;la transa¢ion o /celebra01on . del acto. Las demas funciones que le.
: corresponﬁan como;. ,epresentante Legal _por dlsp051C1on \de la ley,d
\'de estos estatutos”’o de la‘'Junta Directiva. ElVPresidente tendra wun
suplente, de51gnado por- .la. Junta Dlrectlva, qulen reemplazara al
Pre81dente en: /sus <faltas temppralgs;\absolutas o«meramente ac01den—
tales,” con entfldades\\facultadesL yfi51n que Sea inecesario para“ello
:4agred1tar;nlaf ausenc1a\ del pr1n01pal“’
i gidente ! isigﬂado ' por | la“d
“répresentdcion \Jegal /del t1a
separadamente,A\*con el ’
51guentes facubtades '
P
las dec151ones  de

hb'

;‘epge81dente
‘d”ntro ide’"su comp‘ éncia
de TaiJunta

sinda representac1on 1gga1 de la

) social, de conférmidad con’ 1o prev1sto en las’
en 1os presentes estatutos. Constltulr apoderados 3udlclales

' rec‘blr noti'f ‘ffabsolver 1nterrogatorlos
confesar obliidacionestde la sociedad, transigir, desistir

,soc1edad ,en\ cualquler asunto2]ud1c1alwkgprobar/

; 09 1Y ;
1nferlor al \equlvalente ‘en peSOSgbolomblanos a c1ento’
01ncqenta mllﬂndolares ,de los Estados Unidoside America (US$150:.000),
llquldados ag [ de f iepresentatlva delﬁmercado'v1gente
el ‘dia en que-se surta-la aprobacion o celebracion dél acto, 51empre
-se trate delenajenarc;bienes 1nmu§bles © -.cualquier otro actlvg\
‘ i{la 5001edad 1nclu51ve dex aturaleia“fmuebles,xacc1oneq~”
\“cuotas O partes “de” intereg-” inversiones y todo tipo-de derechos”
de  la soc1edad o deacgnstltulr_gravamenes sobre cualqulera/de los

f’cultades exc1u51va ¥ p 1vat1vame’te en

cabeza’ del
,”Representante

qulen lo reemplazara conjunt
/temporales absolutas o mqgaqente

Dlréétlva
rifaltas

o
RN
4 ",
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Pt
qulO acnedltar
JGérente \General of >;
Dlrectlva E1l . Suplente,reemplazara al Gerente General, en sus faltas
temporales absolutas ‘o“Lmeramente\ acc1dentales, j
gerenﬁe genera . lleva: an la representacww' .
1dent%cas faegltades, pudlendolas ejercer conjunta o, separada:
coriinel Pregidente y,Vlcepre81dente con¥ dentlcasmfacultade
el \Ggrente General y\sin que seal necesarlo_p ko '
usenc1a del titular. El Gerenté General tendra las™ 51gu1entes
egtre otras'TEjercer '
! : actos v cont atos que 5
rrollo del objeto social, de conformldad “con
/leyes nyen los presentes estatutos. -Aprobar y’celebrar en§nombre deb.
la soc1edad todoxkacto o} contrato cuya/cuant1a~§ea 1gual aflnferji(er‘,f
"al equlvalente en’ pesos colombianos™ 5 Cincuentd Mllwdolares de 105
ode Amerlca US$505000) ; 2
representatlva deL mercado'v1gente,;‘
aproba01on o elebrac1on delmacto 51empre ~que no se” trate de enaje—
“nar a esu i '
@de la SO#
partes de
dad - o\ de constltulr ,gravamenes
facuetades queﬂ/radlcanu exclu81va

Pre51dente. ﬁ—

ausencia del pring¢ipal. La so‘ledad re;
' lente, desrgnados porfla Junt~
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1nver51ones Y todo
Esobre,cualqulera de\

Que Ksegun Ac£a~w ,/116 X
la Asamblea de\Ac01onlstas>en Barranqulllaﬂ‘
PROCAPS S.A '
~cuya parte\ pertlnente Afiscribid, ,en esta Camara de ComerC1o el
QL@ de ngsto de\ L997 ; No .. {70,838 ‘del 11bro-respect1vo
3y~ seglin “Acta No. 127 de 'Matzo de 2000 correspondlente\a
la Asamblea de,Ac01onlstas en Barranqu111a,,de\1a sociedad: oL
PROCAPS S. AL R ‘-—————? j-----=t3kn a5 G
cuya‘iparte pértinente ‘e inscribié en esta Camara“de Comercio, el
?ﬁg de Mayo de 2990 bajo elf

No.

|\\

87, 250 del 1ibro. respectrvo fuer@n\

i
&)

Gontqynlk Meyer\
Mlnskl Gontovnlk Jose e
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE

DOCUMENTOS

PROCAPS S. A»___L_______;;________________,_;;_;_______«_*a____L;; _____

4NIT: 890.106.527-5.:

“‘Oue segin  Acta No. 116 del 27 de“Junio de 1997 correspondiente’a

la Asamblea .de Accionistas en Barranqullla de la sociedad: PROCAPS

~S.A.

" Ccargo/Nombre
“Presidente’

f’MlnSkl Gontovnlk Ruben
Suplente del Pre51dente );
"Minski Mihski Abraham

oncepre81dente

“otie segun fActa No’
a  Juntar LV;
parte pertinepte./

Dlrectlva

Febrer0)~de

Urlbe Ochoa

09 _de

PN
fuero 3 =
Cargo/Nombre“

Sep/breh de

/Suplente del Gerente:

04 de'jAgosto‘

fueron hechos . los 51gu1en’es nombramlentos

U MlnsklfGontovnlk\Meyer
Suplente\del vicepresidente
,/MlnSkl Gontovnlk Jose

éufilermo

pertlhente

3 B
‘;11:’ /de]: :
en \Barranqullla

b N i
se ‘1nsc; h

2004&

1999\“bajo el Now

%263 delfllbro respectlvo

jcuya parte pertlnente se 1nscr1b10 en. ‘esta camara de Comerc1o,
el ‘15 de Agosto de 1997 bajo- ‘el No. 70, ‘838 del libro respectlvo
fuercn hechos los 81gu1entes nombramlentos .

s R

Ident1f1cac1on

CC«*i*****7r463,982

cc *;*******302 575

/.4, .

1‘correspond1ente

: 00
‘la §001edad PROCAPS S.A
§ta‘Camara de Comerc1o

el

,\elﬂ
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EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE

PROC%PS S.A.
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segun Ac

lxl‘

fueronyhechos
Q%ﬁgo/Nombr

N _
Que\Vpor Escr
otorgada en
”Se 1nscr1blo
\$bajo el No./3,
Yy las

~“NATURMEGA/ 'S . A
~Representante

“debidamente f
Organo Social
general

MIELES BUELVAS

uCC No.22.5¢9.7
§las facultade
\representen a
autorldades
naturvleza L
tribiutaria, P
/presentar ”dem
Mpruebas,ﬁ'rg01
tramltar
cursen contra

IOS!Yasuntos gue seanf
Non

renunciar Y
~conciliar;{t. po

&t@énsaccréﬁ,le
‘Chalquiera’” qu

1a

compensac1on
devoluc1o

representaC1on

con§1ere pode‘”
determlnan seq
N -J

e
i A

1nscr1901ones 3.492-1,"3.493, 3;494

th

’fla 8001edad PROCAPSﬁ\
R :.‘i/l

W

Ios
!
€

,/“CC ****Ff73 115,96§

i) )

tura Pub « de~D£c/bre deq2 ,

Ia Notarla 2 a. de Barranqu1lla cuya ‘parte pertlnente
en esta Camar 5 de Comerglo, el ; 20 de ch/bre de 2007M
492 delgllbro respect1vo~‘ ! S ,

3@501,,3 502;\3”503/-f>

que obrando/ .
Legaql} de Ta. s”01edad PROCAPS/S A
acultado spor -~los/s Estatutosi Soc1ales

; \otorga Aos’ 51gu1entes\poderes Otorgaripoder
Y suflclente any los“dbgtorés JOSEFINK i )}
CC.No.33i7138. 497 “a MARCELAY CARVAJALINO ' PAGANO“Y
48; CRISTINA MIOLI  FRANCESCHINI CC.NO 22. 463 716,
s que“Se transcrlben a con 1nuac1® ) a

)

la ébbledad PROCAPS S.A} vl

. “f/‘
““ante todotipo deNE=_-- -\ i
sd1cc1onales en asuntos def”
comeIC1al pef@ﬁ,
011c1va, ‘ddministrativa 0% fiseal. b. Contestar yj
andas; “requerlmrentos, recursos, pedlr Yy apgutar ----
bir, ”‘notlflcarse» e3ercer la ac01®nide tutela‘“ {

~rde desacato comparecer en los procesos que o

;vla soc1edad allgnarse en;'nombre det la socledag en

necesarlogﬁ; tran51glr, de81st1r sus itulr
reasumlr el poder. ¢’ La facultad expresa de

r tanto pueden; 11egar a ,ac i
s, j”d1c1a1esQwo extra'
e sea  su cuantia, par
-autorlzac1on 51mp1 “\y escrita. del Representante“legal
dg d. - Péﬁran presg tar soP1CLtudes de devolucron;y/o
de 1mpuestos, ventas” y rentas rec1ﬁir 1os pagos por

nes

e
i

kkkkkkkkkx O ONTINUA *;§*******



.03-12028455 024802 PROCAPS S.A.
Barranquilla, 19 de Nov/bre de 2009 Hr:15:34:28 N°14075977

cnmﬂnn De Khkhkkhkkh kR khhhkhhhkk kA kkkkkkkkkkkkkxkkktx*k* Pag. 5
( CAMARA DE COMERCTIO

‘:<>"‘€“‘<]<>‘ D E BARRANOQUIULTLA

DE BnnnﬂnOUILLn 12************************‘***********:k*********

CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE

DOCUMENTOS .

PROCAPS S.A.-—-c-mmmmm e e e e oo mm e - B
“NIT: 890.106.527-5. g

" que conjuntamente suscriban contratos de suministros de mercancias
¥ serv1c1os -con entidades oficiales, hasta la suma de OCHOCIENTOS
MITL, .. DOLARES DE LOS ESTADOS UNIDOS DE AMERICA (Us800.000.00), -------
llquldados a "la tasa representatlva del ‘mercado vigente en el dia

,que se reallce la' respectiva transaccion. Grupo A. WALTER NANAKA
TATEKAWA CC.No. 16 251. 923, CLAUDIA TANGARIFE CASTILLO ----------- -="
.CC.No.41: 660 293, "CARMEN ALICIA FLOREZ CC.No.22.434.044, IVAN ------
VILLAREAL CAMACHO CC.No,91.201. 749, CARMEN ALICIA HERRERA ---z------
DIAZGRANADOS- CC.No.22. 377 540, DAVID ANTONIO CHARRIS GIRALDO —-}————
CC.No.19.341. 274 RICARDO DORADO HURTADO CC.No.79.71%5.772, - JAIME

. FORERO LLINAS CC:No.19.300.593. b.- Se confiere poder espec1a1 -——c-

\ampllo Y suf1c1ente al senor WILLIAM ALBERTO BARROS CERRA -------;--

oc. No 8.715. 941, para que én ‘nombre y representacion de PROCAPS ----'

S.A.; suscrlban declarac1ones camblarlas, aduaneras y tributarias a

que' . este obllgada la. soc1edad‘ en| el}glro hormal . de sus negocios y

opera01ones soc1aLes,\\por] tanto§ quedan facultados para firmarlas,

~-como tamblen 1os»demas documentos relac1onadosfcon ellas,;, -------~ =—

notlflcarse, aportar Y, sollc1tar’1as pruebas que ééan\necesarlas o

-Otorgar ~ poder !espec1ai ampllo y»suflclenge als senor MARLON --- -7

TATIS PAREDES\\CC!NO,HZ 176 87&‘“y;‘a1 Tsenor. nWILLIAM ALBERTO BARROS

CERRA " CC.No. 8 715,941, para que enﬂnombre L @epresentac1on de'i -----
PROCANPS S.A. ?'suscrlban las declafa01ones reportes y cualquier

/documento re1a01onado con leos tramites o reglstros de Comerc1o ---s=
“'Exterior 'y’ o cualquler entldad del ‘Estado due haga sus ‘veces:  d)™

\Otorgar poder espetial amplio y suficdiente a la doctora ‘CARMEN - - =17
ALICIA HERRERA, DIAZGRANADOS, CC: No 22.377-:540 y. -al doctor WALTER
TANAKA TATEKAWA CC. No‘IG 251. 9%3 para que en nombie - Y - meEmme—-
representac1on ~de PROCAPS S.A.}Y “endosen’ Ios titulos valores de la

/SOClEdad//haSta por la suma .de UN MIL,MILLONES DE- PESOS -s7~c-------2-
(1 000. OOO\OOO 00)/; M L. CUARTO EI representanté‘legal de la Rl Y
\soc1edad°\PROCAPS 2 doctor RUBEN “MINSKI “GONTOVNIK; manlflesta/
que,gla presente reforma fue aprobada por laiAsamblea ‘General —-=-----
Extraordlnarla ~de Acc1onlsta de“ "PROCAPS'."SiA. con observancﬂa de
las® \dlsp081c£bnes legales V4 estatutarias. --J ———————— SRR M
‘ @ R c fRr1r 5 7
N o Wy A e Ay S Wy

Que Por Escrltura Publlca No...1,933 del 16 de. Sep/bre de 2008,
otorgada en {la Notarla 2 a. dé\Barranqullla cuya. parte pertlnente
se. \1nscr1blo\ en esta Camara de/Comer01o el 06 de- Octubre de/2008

:Consta qué‘ el senor RUBEN MINSKI GONTOVNIK C\F No 7. 463 982, que}

“comparece’ien su “éondicion "de Presidénte Yy Representante Legal de\la
Sociedad PROCAPS S.A. Vwconflere/por medlo,de este instrumento ------
pubi; Poder espec1al Ampllo y Suf1c1ente a la doctora MILENA ;—--—

v \ L, P
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
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PROCAPS S.A. : T2 S Rl b
\ g K ; ’ ' i [y {\ | \ { ] ) \ I\)
NIT: N\ t8 90.10 6 AE Ngﬁ 5. . il W\ \\\\:j-l:’ \‘--,-»-’
oy i el ) . e
ﬁESCAFFI ’PARDO (C}\No para que enjnombre yﬁ?rr—-___*_if
Qrepresentac1on dexﬁPROCAPS suscrlba declarac:Lones\caLme.aLr:La‘s\t

aduaneras y trlbutarlas a que este obllgada la’ soc1edad1en el giro

normalv de suswne9001os ypoperacrbhes soc1alég por tanto quedaﬂr———-
facu! tdda paraxwflrmar L.como tamblen los demas document@s —-——%GE;———
relac1onados don ellas,Jnotlflcarse aportar y solicitar las :Q————ﬁ
pruebas que seanjﬁecesarlas-—~-—--——7~r; ——————— é%ﬁ--——-—éﬁﬁ; —————— ,ﬁ%ﬁ
N Wi W Wb Wb WY Y D)
‘ . ‘ r N .G ER T LF I°C A g " ~ , "
Ay A7 N .

Que \@p esta\Cémara de’ Comer01o nqjaparecen 1nscr1p01ones postg_%ores
de documentos referentes a reforma, dlsoluc1on llqu1dac ién o
énombraml?ntos de representantesQlegaleszde la expresada 5001pgad ,ﬁFQ
Bt Wy N W Wb W
LT . CER'T 1F TC A . ' o
f‘ 71 ™ r"r{' N :’,/ :, 'ff Y /’ A /ffl '\\ ‘,///ff«' L\\‘

Que su~ult1ma Renovaci {ﬁpé el: nge Marzo‘de 2009, \ o a&j@

'La 1nforma01on sobre embargos de establec1m1gnto se sumlnlstra ep\
OCertlflcados de Matrlcula, ~la de contratos sujetos a reglstro enu
Certlflcados Espe01ales. b

e . ,-\ - .
: N L .

P F K L PR
\ 7 N N EETN DR
R BN (

7N N
_ C E R T I FI-CA S A
o . \\‘ Lo L S,
“Que los ‘actos ~de” reglstro/ aqul certlflcados quedan en, flrme cinco’
@d;as hablles despues de‘ la.’ correspondlente 1nscr1p01on ) 51empre
que, dentro de\ dlcho, termlno no 'sean objeto de los ‘recursos de

S

reposmC1on ante esta-” entldad,, y/o/\de /ape1a01on” para ante la
Super1ntendenc1a de Industrla Y. Comer01o.\(n“@\\ O L o
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Yo, WALTER TANAKA TATEKAWA, mayor de edad y vecino de la ciudad de
Barranquilla (Colombia), identificado como aparece al pie de mi firma, quien en e]/
presente documento actia en calidad de Representante Legal de la sociedad PROCAPS
S.A. sociedad legalmente constituida y domiciliada en la ciudad de Barr@n{ullla
(Colombia), por el presente documento otorgo a la doctora CIELO ANGELA PENA
RODRIGUEZ, abogada en ejercicio, identificada como aparece al pie de su firma, con
tarjeta profesional No. 82701 del C.S. de la J., poder especial, amplio y suficiente, para
formular oposiciones u observaciones a la solicitud de patente No. 09 053.058, titulada
“COMPRIMIDOS ICAPA DE ESTROGENO/SERM Y

I ESTROGENO/PROGESTINA”, ciffo titular es WYETH,, publicada en la gaceta
No. 608 del 30 de septiembre de 2009.

Nuestro apoderado queda facultado, de manera expresa, para realizar todo’ tipo de actos
necesarios para llevar a cabo el tramite de la oposmlén,,mcluyendo sin.JImitacion,,; 5
preparar y presentar solicitudes, hacer declaraciones, pagar tasas contrlbucmnes e“‘-
1mpuestos recabar los titulos o certificados. Asimismo quedan” autorizados: para: ey
impugnar administrativa todo lo que fuere resuelto~en-el-expediente a-que-se. hacem..
expresa referencia en el presente poder, con todas las;facaltades generales y especiﬁcas
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De la misma manera, ademas de las facultades que le conﬁer% ‘naturaleza del presente
mandato, se encuentran facultados para recibir, desistir; transigir; SUSHEUIF, V.reasumir s
el presente poder, incoar acciones, interponer recursos y “demas facultades conferidas
por la ley.

Dado y Firmado en Barranquilla (Colombia) a los $ dias del mes de Diciembre de 2009.
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PROGESTERONE ORAL DRUG DELIVERY SYSTEM

FIELD OF THE INVENTION
This invention relates to oral dosage forms of hormones and methods for their delivery

to subjects needing hormone therapy.

SUMMARY OF THE INVENTION

In a first embodiment, there is provided an oral dosage form suitable to deliver a

combined dosage of progesterone and which upon delivery through the gastrointestinal tract

provides a blood concentration of from about 0.1 ng/ml to about 400 ng/ml progesterone; said

dosage form comprising a combination that includes (a) a first solid form comprising from
about 25 mg to about 500 mg micronized progesterone in a solid polyethylene glycol carrier
having an average molecular weight of from about 1000 to 10,000 and constituting at least
about 30 % of said first solid form; and (b) a second solid form comprising an estrogen. In
one embodiment, the polyethylene glycol carrier comprises from aboﬁt 45 % to about 65 %

weight of the first solid form. In a further embodiment, the second solid form (b) contains

from about 0.25 mg to about 5 mg of estradiol.

In a further embodiment, the solid polyethylene glycol carrier comprises 2 mixture of
polyethylene glycol 1450, polyethylene giycol 3350 or polyethylene glycol 8000. Ina
preferred embodiment there is provided an oral dosage form suitable to deliver a combined
dosage of progesterdne and an estrogen via the gastrointestinal tract which upon oral
administration provides a blood concentration of from about 0.1 ng/ml to about 400 ng/ml
prbgesterone; said dosage form comprising a combination that includes (a) a first solid form
containing from about 25 mg to about 500 mg micropized progesterone, said caplet having
been derived from the extrusion of a polymer matrix extruded from a mixture comprising

micronized progesterone in a solid polyethylene glycol carrier which is a mixture of

1.4
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polyethylene glycol 1450, polyethylene glycol 3350 or polyethyiene glycol 8000, the
micronized progesterone having ﬁrst been dispersed in molten polyethylene glycol, and, after
cooling to a solid form, having extruded, said mixture constituting from about 45 % to about
65 % weight of said first solid form; and (b) a second solid form which contains from about
0.25 mg to about 5 mg of estradiol. In a preferred embodiment, the oral dosage form is
proivded with said first solid form as a caplet and said second solid form as a tablet.

In a second aspect of the invention, there is provided a method of prdviding an oral dosage of
a combination therapy of progesterone and estradiol which comprises administering to a patient
an oral dosage form suitable to deliver a combined dosage of progesterone and an estrogen via
the gastrointestinal tract which upon oral administration provides a blood concentration of from
about 0.1 ng/ml to about 400 ng/ml progesterone; said dosage form comprising a combination
that includes (a) a first solid form containing from about 25 mg to about 500 mg micronized
progesterone, said caplet having been derived from the extrusion of a polymer matrix extruded
from a mixture comprising micronized progesterone in a solid polyethylene glycol carrier
which is a mixture of polyethylene glycol 1450, polyethylene glycol 3350 or polyethylene
glycol 8000, the micronized progesterone having first been dispersed in molten polyethylene
glycol and, after cooling to a solid form, having been extruded, said mixture constituting from |
about 45 % to about 65 % weight of said first solid form; and (b) a second solid form which
contains from about 0.25 mg to about 5 mg of estradiol.

The invention features a solid oral dosage form of progesterone comprising a
therapeutically effective amount of micronized progesterone and a solid polymeric carrier,
wherein the dosage form, upon oral administration, provides a therapeutically effective amount
of progesterone to a subject. A preferred solid polymeric carrier is a mixture of polyethylene
glycols of molecular weight ranging from about 1,000 to about 10,000. Preferably,

progesterone dosage forms of this invention can be prepared by injection molding techniques.

‘Further, the dosage form can be prepared for immediate release or controlled release. The
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dosage form can be a tablet, capsule, caplet, encapsulated pellets, encapsulated granules,
powder, or encapsulated powder. These dosage forms can be provided as unit dosage forms.

In some preferred aspects, the polyethylene glycol is polyethylene glycol 1450,
polyethylene glycol 3350 or polyethylene glycol 8000, or a mixture thércof.

In some aspects, the cellulose ether is a hydroxyalky! celtulose, carboxyatkyl cellulose,
or a mixture thereof. In some preferred aspects, the cellulose ether is hydroxyethyl cellulose,
hydroxypropyl cellulose, carboxymethyl cellulose, carboxyethyl cellulose,
hydroxypropylmethyl cellulose, cellulose acetate trimellitate, or a mixture thereof.

In one specific aspect, an oral progesterone unit dosage form is provided which
comprises micronized progesterone and a solid polymeric carrier, wherein the dosage form,
upon oral administration, provides a therapeutically effective amount of progesterone to a
subject, wherein, the dosage form comprises from about 25 mg to about 500 mg of micronized
progesterone per dose; the solid polymeric carrier constitutes from about 45 % to about 65 %
weight of the dosage form and comprises a mixture of polyethylene glycol 1450, polyethylene
glycol 3350 or polyethylene glycol 8000.

In another specific aspect, a combination dosage form is provided which combrises an
oral progesterone dosage form and an estrogen dosage form, wherein the combination dosage
form is a capsule which encloses the progesterone dosage form and the estrogén dosage form;

the oral progesterone dosage form is a caplet coxﬁprising micronized
progesterone and a solid polymeric carrier, which progesterone dosage form, upon oral
administration, provides a therapeutically effective amount of progesterone to a subject, and
the progesterone dosage form comprises from about 25 mg to about 500 mg of micronized
progesterone per dose and the solid polymeric carrier constitutes from about 45 % to about 65
% weight of the progesterone dosage form and comprises a mixture of polyethylene glycol
1450, polyethylene glycol 3350 or polyethylene glycol 8000, and the therapeutically effective
amount of progesterone represents a blood concentration of from about 0.1 ng/ml to about 400

ng/ml
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and the oral estrogen dosage form is an estradiol tablet comprising estradiol from about 0.25
mg to about 5 mg of estradiol.

This invention further provides a hormone replacement therapy by administering a
dosage form described above to a subject in need of progesterbne or a combination of
progesterone and estrogen. The method of this invention may be used for treating or
prevcnting various conditions, including, but not limited to, infertility related to non-receptive
uterus, premenstrual tension, ovulation, pfimary dysmenorrhea and endometriosis, habitual
abortion, respiratory depression in the Pickwickian syndrome, secondary amenorrhea,
dysfunctional uterine bleeding, preeclampsia and toxemia of pregnancy, sexual infantilism, and

post-menopausal symptoms.

DETAILED DESCRIPTION OF THE INVENTION

A. General Techniques

One of ordinary skill in the art would readily appreciate that the pharmaccﬁtical
formulations described herein can be prepared by applying known pharmaceutical
manufacturing procedures. Such formulations can be administered to the subject with methods
well-known in the pbarmaceutical arts. Thus, the practice of the present invention will
employ, unless otherwise indicated, conventional techniques of pharmaceutical sciences
including pharmaceutical dosage form design, dfug development, and pharrhacology, as well
as of organic chemistry, including polymer chemistry. Accordingly, these teqlmiﬁ;ues are
within the capabilities of one of ordinary skill in the art and are explained fully in the literature
(See generally, for example, Remington: The Science and Practice of Pharmacy, Nineteenth
Edition. Alfonso R. Gennaro (Ed.): Mack Publishing Co., Easton, PA, (1995), hereinafter

REMINGTON, incorporated by reference herein in its entirety).
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B. Definitions

As used herein, certain terms may have the following defined meanings.

As used in the specification and claims, the singular forms a, an and the include plural
references unless the context clearly dictates otherwise. For example, the term a
pharmaceutical may,réfer to one or more pharmaceuticals for use in the presently disclosed
formulations and methods. 4 _

The term pharmaceutical generally refers to any known pharmacologically active agent
as well as its pharmaceutically acceptable sait, prodrug such as an ester or an ether, or a salt of
a prodrug, or a solvate such as ethanolate, or other derivative of such pharmacologically active
agent. These salts, prodrugs, salts of prodrugs, solvates and derivatives are well-known in the
art.

In addition, this invention contemplates the use of polymorphic, isomeric (including

stereoisomeric, geometrically isomeric and optically isomeric) and anomeric forms of the

pharmaceuticals described herein.

The terms pharmaceutical and drug as used herein are identical in meaning and thus are
used interchangeably. ‘

The term pharmaceutical carrier or simply carrier as used herein refers to a
composition that contains and or delivers a pharmacologically active agent and is generally |
considered to be otherwise pharmacologically inactive..

By solid polymeric carrier is meant a carrier that comprises a polymer or a mixture of

_polymers that is substantially free of 0il. A formulation is substantially free of oil when the

formulation does not constitute an oil or a mixture of oils primarily to dissolve or disperse a

given drug in the formulation. Inclusion of any combination of polymers or oils which would

destroy the solid nature of the-said first form is excluded from the scope of the invention.
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Formulation is a pharmaceutical term of art that includes a carrier and a
pharmaceutical. Formulation is a broad term and includes the compositions that may or may
not have been processed into a dosage form which is ultimately administered to a subject. For
example, formulation includes the compositions that are mixed in preparation for
manufacturing a dosage form.

A dosage form, as used herein refers to'a formulation that is ready for administration to
a subject. As used herein, it specifically refers to solid dosage forms, including, but not
limited to, tablets, capsules, caplets, powders, pellets, and granules. The term also includes
multilayered tablets wherein a given layer may represent a different drug. The term also
includes powders, pellets and granules that are encapsulated. The powders, pellets, and
granules may be coated with a suitable polymer or a conventional coating material to achieve,
for example, greater stability in the gastrointestinal tract, or to achieve the desired rate of
release. Moreover, the capsule comprising'the powder, pellets or granules may be further
coated. The tablet, or the caplet may also be scored to facilitate division of dosing.
Alternatively, the dosage forms of the present invention may be unit dosage forms wherein the
dosage form is intended to deliver one therapeutic dose per administration.

The term pharmaceutically acceptable meané that the ingredient that is being qualified
is compatible with other ingredients of the formulation and not injurious to the patient. Several
pharmaceutically acceptable ingredients are known in the art and official publica.tions. For

eixamplc, THE UNITED STATES PHARMACOEPIA describe the analytical criteria for assessing the

'pharmaceutical acceptability of numerous ingredients of interest. Unless otherwise indicated,

the ingredients used in the present invention are pharmaceutically acceptable.

Injection molding refers to a process for producing oral solid dosage forms wherein a
predetermined amount of the formulation comprising a carrier and a pharmaceutical (along
with optional adjuvants) are injected into a mold at a certain temperature and pressure and the

mold is cooled and the oral solid dosage form is collected. Optionally, the mold can be packed
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with additional amount of the formulation material during the cooling cycle. In some aspects,
the dosage form is a tablet or a caplet.

A therapeutically effective blood level refers to the blood level of a drug in a subject

that is necessary to provide a therapeutic benefit to the subject. The therapeutically effective

blood level may vary depending on the therapeutic benefit desired, as well as other variables
such as the subject's age, weight, metabolism, physiologiéal conditions such as gastrointestinal
motility, renal clearance, etc. The therapeutically effective blood level may be achieved in one
or more administrations, applications or dosages. Determination of the dosing needed to
achieve a therapeutically effective blood level for a given therapy or treatment is well within
the ordinary skill in the pharmaceutical arts. |

In the context of hormone replacement therapy, therapeutically effective amount of
progesterone is that ameunt of progesterone effective for one or more of the following,
preventing estrogen-induced endometrial hyperplasia in post menopausai woxﬁen, inducing
bleeding in secondary amenorrhea, and reducing endometrial hyperplasia and dysfunctional
bleeding in women suffering from such bleeding disorders.

The various therapeutically effective blood levels for various treatments are known in
the art. See, for example, de Lignieres, B., Oral Micronized Progesterone, Clin. Ther.,
21(1): 41-60 (1999), which is incorporated by reference. The therapeutically effective blood
levels may range from about 0.1 ng/ml to about 100 ng/ml or more, depending on the
condition being treated and the individual patient-related variables such as age, weight, .
metabolic activity, etc. See, also for example, the U.S. Patent No. 5,543,150, which is |
incorporated by reference, which describes some of the therapeutic serum levels.

The term blood level is used interchangeably with terms such as blood concentration,

plasma level, plasma concentration, serum level, serum concentration, serum blood level and
serum blood concentration. . ' !
Cmax refers to the maximum serum concentration of progesterone following the oral

administration of the solid oral dosage form to patients.
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Normalized Cimax refers to the value obtained by dividing Cmax into the dosage
strength of the solid oral dosage form of progesterone. For example, if the maximum serum
concentration of progesterone is 14 ng/ml following the oral administration of a solid oral
dosage form containing 200 mg of micronized progesterone, the Cmax is 14 ng/ml and the
normalized Cmax is 0.07 ng/ml/mg. '

AUC refers to the area under the curve that tracks the serum concentration (ng/ml) of
progesterone over a given time following the oral administration of the solid oral dosage form
to patients. AUC can be measured from 0 to 12 hours or from o to 24 hrs following the
administration and in these cases are referred to as AUCq-12) or AUC20), respectively.

Normalized AUC is obtained by dividing the AUC into the dosage strength of the solid
oral desage form of progesterone. For example, if the AUCwo.12 is 160 hr.ng/ml following the:
oral administration of a solid oral dosage form containing 200 mg of micronized progesterone,
the normalized AUCe.1z is 0.8 hr.ng/ml/mg.

The term administration refers to a method of delivering a formulation to a desired site.
Specifically, oral administration refers to ingesting a drug by swallowing or chewing.

Subject as used herein refers to a humar, both male and female, or an animal
(preft_:rably a mammal) that can benefit from the administration of the progesterone
formulations of the present invention.

Concentrations, amounts, and other parameters of various components of this invention
are often pres\ented in a range format throughout this application. The description in range
format is merely for convenience and brevity and should not be construed as an inflexible
limitation on the scope of the invention. Accordingly, the description of a range should be
considered to have specifically disclosed all the possible subranges as well as individual
numerical values within that range. For example, description of a range such as 0.1 to 100
should be considered to have specifically disclosed subranges such as 0.1 to 1, 0.4 to 10, 1-25,
10-50, 25-60, 40-65, 60-80, 70-100, etc, as well as individual numbers within that range, for
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example, 0.1, 0.4, 1, 5, 7, 11, 15, 19, 22, 28, 35, 39, 44, 60, 65, 78, 84, 89, 95, etc. This

applies regardless of the breadth of the range and regardless of the units under consideration,

C. The Dosage Forms

This invention provides oral progestercne dosage forms comprising micronized
progesterone and a solid i)olymeric carrier, wherein the dosage forms, upon oral
administration, provide a therapeutically effective blood level of progesterone to a subject.

The currently available oral progesterone dosage forms comprising micronized progesterone
are oil-based and thus do not comprise a solid polymeric carrier.

The oral dosage forms of the present invention can be processed into an immediate A
release or a sustained release dosage form. Immediate release dosage forms may release the
progesterone in a fairly short time, for example, within a few minutes to within a few hours.
Sustained release dbsage forms may release the progesterone over a period of several hours,
for example, up to 24 hours or longer, if desired. In either case, the delivery can be controlled
to be substantially at a certain predetermined rate 6ver the period of delivery.

The oral dosage forms of the present invention can be processed into dosage forms such
as tablets, capsules, caplets, powders, encapsulated péllets, encapsulated granules, or
encapsulated powders. These dosage forms can be coated with a polymeric or other art-known
coating materials to achieve, for example, greater stability on the shelf or in the gastrointestinal
tract, or to achieve control over drug release. Such coating techniques and materials used
therein are well-known in the art. For example, cellulose acetate phthalate, polyvinyl acetate
phthalate, hydroxypropylmethyl cellulose phthalate, methacrylic acid-methacrylic acid ester
copolymers, cellulose acetate trimellitate, carboxymethylethyl cellulose, and
hydroxypropylmethy! cellulose acetate succinate, among others, can be used to achieve enteric
coating. Mixtures of waxes, shellac, zein, ethyl cellulose, acrylic resins, cellulose acetate,

silicone elastomers can be used to achieve sustained release coating. See, for example,

Remington, supra, Chapter 93, for other types of coatings, techniques and equipment.

%
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Additionally, the tablet or caplet d;ﬁsage form can be scored to facilitate easy break-off
to adjust the dosage as needed. The tablets can also be multi-layered, each layer representing a
different drug or a different concentration of tﬁe same drug. Alternatively, the dosage forms
of the present invention can be prepared as unit dosage forms which are intended to deliver one
therapeutically effective dose per administration. ' |

General methods and equipment for preparing tablets, capsules, pellets, and powders
are well-known in the art. See, Remington, supra, Chapters 91 and 92.

The present progesterone dosage forms constifute commonly used pharmaceutical
excipiénts to form a stable.natural progesterone product without the use of allérgem’c
ingredients such as peanut oil. Further, since the dosage forms of the present invention deliver
the natural progesterone, as opposed to synthetic progestins, the undesirable effects of
synthetic progestins on liver function and carbohydrate metabolism can be avoided. Additional
advantages of these dosage forms include dosing flexibility, converience, greater patient

compliance in a clinical setting and the attendant benefits of improved clinical outcomes.
Various aspects of this invention are described below in greater detail.

a) Progesterone

Progesterone is a steroid hormone secreted primarily from the corpus luteum of the
ovary during the latter half of the menstrual cycle. Chemically, progesterone is pregn-4-ene-
3.20-dione. Progesterone may exist in two crystalline forms of equal physiologic activity and
which are readily interconverted. The 0-form is orthorhombic (prisms from dilute alcohol)
with a:b:c = 0.750:1.0:0.905. These crystals are reported to hévc a melting point of 127-131
°C. The - form is orthorhombic (needles) with a:b:c = 0.563:1.0:0.275. These O-form
crystals are reported to have a melting point of 121 °C. Merck Index, 12th Edition, pp 1335-
1336, Merck & Co., Inc., White House Stattion, NJ (1996). This invention contemplates

10
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using progesterone of either 0-form or O-form or a mixture thereof. Accordingly, the term
progesterone as used herein refers to either I-form or 0-form or a mixture thereof.

The pharmaceutical dosage forms according to the invention constitutes micronized
progesterone. Micronized progesterone refers ‘to a white or creamy white crystalline
particulated powder that is practically insoluble in water, wherein virtually all (i.e., greater
than 90 %) of the individual progesterone particles in the powder have been reduced in size to
less than about 25 microns in diameter, or in the case of non-round particles, to less than about
25 microns in their largest dimension. In some aspects, virtually all (greater than 90 %) of the
micronized prdgesterone particles have particle sizes of less than 10 microns, and a n'1aj0rity
(e.g. 78 %) of these particles have particle sizes of less than 5 microns.

Micronized progesterone is available from commercial sources such as Berlichem, a
division of Schering AG, aﬁd from the Upjohn Company. Alternatively, micronized
progesterone can be prepared from bulk progesterone in a radiator mill (jet air micronizer) bS/
techniques well-known in the art. For a description of the micronization techniques and
machines, see, for example, U.S. Patent Nos. 2,032,827 and 4,018,388,

In a preferred embodiment, the dosage form contains from about 50 mg to about 500
mg progesterone per dose. In another preferred embodiment, the dosage form contains from
about 10 % to about 70 % (more preferably from about 15 % to about 60 %) by weight of

micronized progesterone.

b} The Carrier

The present dosage forms comprise a solid polymeric carrier to deliver micronized
progesterone. The solid polymeric carrier may constitute at least 30 % by weight of the first
solid form that is made up of the micronized progeseterone and solid polymeric carrier. from
about 1 % to about 80 % by weight of the dosage form. In preferred embodiments, the

polymeric carrier constitutes from about 20 % to about 70 % by weight of the dosage form. In
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even more preferred aspects, the polymeric carrier constitutes from about 30 % to about 65 %
by weight of the first solid form.

Polyethylene glycol is available in various grades under several trademarks including
Carbowax® PEG 200, 300, 400, 540 Blend, 900, 1000, 1450, 3350, 4000, 4600, 8000 and
compound 20M from Union Carbide Co., USA and Poly Glycols® E series from Dow
chemical Co., U_SA. The various grades available under a given tradeﬁnarks represent
differences in molecular weight and viscosity. . .

In one aspect, the carrier is a mixture of polyethylene glycols having a molecular
wéight of from about 100 to about 20,000. In another aspect, the carrier is a mixture of
polyethylene glycols having a molecular weight of from about 1000 to about 10,000. In some
aspects, the polyethylene glycol is polyethylene glycol 1450, polyethylene glycol 3350 or
polyethylene glycol 8006, or a mixture thereof, |

It is to be understood that adding additional components to the polymers may be
contemplated which is envisioned within the scope of the invention provided there is no
deleterious effect on the overall composition and effective therapeutic provision of medication.
Thus, in another aspect, the carrier may include a mixture of polyvinylpyrrolidones having a
mean molecular weight ranging from 2,500 to 3,000,000 or more, There are many
commercially available polyvinylpyrrolidone polymers suitable for the purposes of this
invention. In another aspect, the carrier is a cellulose ether. Some éxemplary cellulose ethers

may include hydroxyalkyl cellulose (such as hydroxyethyl cellulose, hydroxypropy! cellulose,

~ hydroxypropylmethyl cellulose, cellulose acetate trimellitate etc), and carboxyalkyl celluloses

(such as carboxymethyl cellulose, carboxyethyl cellulose, etc) or a mixture thereof. In some
aspects, the carrier may include adjuvants such as opacifiers, bulking agents, sweeteners,
stabilizing agents, etc. Examples of opacifiers include titanium dioxide, Talc, calcium
carbonate, behenic acid, and cetyl alcohol. Examples of bulking agents include starch,
microcrystailine cellulose, calcium sulfate, calcium phosphate, and lactose. Examples of

sweeteners include aspartame, saccharin, sodium cyclamate and Xylitol. Examples of

12
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stabilizing agents include alginib acid glycerylmonostearate, hydroxypropyl cellulose,
magnesium, aluminium silicate, and propylene glycol.

The above carriers can be used to prepare dosage forms of this invention that can
release the progesterone immediately, i.e., within a few minutes to within a few hours, or in a
sustained manner, i.e., over a period of 24 hours or longer if desired. The dissolution rate of
the progesterone dosage form can be influenced by including adjuvants such as surfactants to
the dosage form. Such surfactants may include sodium Jauryl sulfate, glyceryl monooleate,
sorbitan ester, docusate sodium, and cetrimide. The surfactant may constitute from about
0.1% to about 5 % by weight of the dosage form. In one aspect, for example, a polyethylene
glycol dosage form of the present invention as described herein may comprise about 2.5 % by
weight sodium lauryl sulfate to provide an immediate release dosage form.

In the case of sustained release dosage forms, additiqnal solid carriers can be used,

includihg, but not limited to, gums, acrylic resins or a mixture thereof.

¢) Combination Dosage Form Comprising Progesterone and an Estrogen -

In a further aspect, this invention provides a combination dosage form that comprises
an oral progesterone dosage form as described above and an oral estrogen dosage form. Such
a combination dosage form can be a tablet, capsule, caplet, powder, encapsulated pellets,
encapsulated granules, or encapsulated powder. For example, the éombination dosage form
can be a capsule which encloses the progesterone dosage form and the estrogen dosage form.
The progesterone dosage form and the estrogen dosage form can in turn be independently 2
tablet, capsule, caplet, powder, encapsulated pellets, encapsulated granules, or encapsulated
powder. Alternatively, the progesterone and estrogen can be formulated together into one
dosage form such as a powder or a tablet which can be further encapsulated or coated.

Thus, in one aspect, the combination dosage form is a capsule that encapsulates a

progesterone tablet and an estrogen tablet. In another aspect, the combination dosage form is a
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capsule that encapsulates a progesterone tablet and an estrogen powder. The desired dosage
form can be chosen depending on the treatment on hand, as well as the desired order of release
of the progesterone and the estrogen. For example, by choosing a progesterone caplet and an
estrogen powder to prepare a combination capsule, one can achieve a quicker release of
estrogen (because the estrogen is a powder) and a slower release of progesterone (because the
progesterone caplet requires dissolution first). Selection of the prdper dosing and the dosage
form for a given treatment is well within the ordinary skill in the art.

Such combination oral dosage forms are feasible because of the development of the oral
progesterone dosage forms of the present invention that comprise a solid polymeric carrier.
The solid polymeric carrier, unlike th‘c oil-base of the existing dosage forms, allows the
production of an oral progesterone dosage form that is of sufficiently small size to facilitate its
inclusion, along with an estrogen oral dosage form, in a dosage form such as a capsule to
create a dosage form for combination hormone therapy. Thus, a combination of estradiol and
progesterone can now be obtained in one oral dosage form by .placing, for example, one céplet
of progesterone and one tablet of estradiol into a capsule such as a size #1 gelatin capsule.

The estrbgcn that can be used for the combination dosage form described above can be
any one or more of the estrogens that are known in the art. For example, the estrogen can be
natural estrogens or their congeners such as estradiol, estrone, estropipate, ethinyl estradiol,
quinestrol, or conjugated estrogens. Synthetic estrogens that may be used include dienestrol,
diethylstilbesterol, and mestranol. Preferably, the estrogen is estradiol. The estrogeﬁ dosage
can be from about 0.1 mg to about 10 mg per unit dosage form. The determination of an
appropriate dose for a given treatment is within the ordinary skill in the art. For additional

details, one may refer to Remington, supra, Chapter 64.

D. Methods of Making

a) Injection Molding - A method of preparing progesterone oral dosage forms
comprising micronized progesterone and a solid polymeric carrier

14
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The oral solid dosage form.of progesterone is prepared with a technique known as
injection molding. For a general description of this technique, see for example, U.S. Patents
Nos. 3,432,592, 4,801,460, 4,806, 337, 5,004,601, and 5,082,655, and Cuff, G. énd Raouf,
F., Pharmaceutical Technology, 96-106 (1998), all of which are incorporated by reference
herein in their entirety.

Briefly, polyethylene glycols are melted and micronized progesterone is dispersed into
the molten polyethylene glycol carrier. The micronized progesterone constitutes at least 30 %
of the mixture.. After the dispersion of the progesterone, a small amount of adjuvants such as
titanium dioxide (as an opacifier) or pregelatinized starch (as a bulking agent) may be added to
the mixture. The melted mixture is cooled down through a lentilling machine to form flakes of
lentils. Lentils or even larger sized intermediate flakes can be prepared by melt granulation,
lentilling and/or milling. The lentils and the intermediate flakes are passed through a screen of
appropriate sieve size to form smaller pieces of lentils. These lentils are made into oral solid
dosage forms such as tablets and caplets with techniques known to those skilled in the art, such
as injection molding.

During injection molding, a mold is closed and clamped to prevent it from opening.
The formulation cbmprising the pharmaceutical and its carrier is injected into the cavities of
the mold throﬁgh a nozzle. The amount of material that is injecied into the mold is controlled
by moving a screw to a predetermined distance ipside the mold. The screw may be displaced
to facilitate packing of additional material into the mold cavities to fill the void generated when
the mold cools after the first injection. The various parameters of the injection and packing
steps, such as packing time, packing pressure, injection rate, and injection pressure can be
adjusted. The mold is cooled and the screw is returned to its pre-injection position. The mold
is opened and the molded parts (in this case, the solid unit dosage forms) arc ejected. See Cuff
and Raouf, supra.

The molded dosage form can be scored with conventional techniques. Alternatively,

the mold can be set such that scoring is accomplished through the molding process.
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Other techniques known in the art may also be employed to prepare the solid dosage
form, including, but not limited to, compression molding, tableting, and extrusion. See, for

example, Remington, supra, Chapters 91-94.

b) _Combining Progesterone and Estrogen in One Dosage Form

A combination dosage form comprising progesterone and estrogen dosage forms can be
prepared by first preparing the progesterone and estrogen formulations or dosage forms
separately and then combining them. In one aspect, progesterone and estrogen formulations
can be compressed together to form one dosage form, for example, a multilayered tablet
wherein each layer represents a progesterone or an estrogen formulation. Alternatively, the
progésterone dosage form and the estrogen dosage form can be encapsulated in one capsule.
For example, one caplet of progesterone and one téblet of estradiol may be placed into a size #
1 hard shell gelatin capsule using an MG encapsulation machine fitted with custom built parts.

Methods of preparing estrogen formulations are well-known in the art. See,
Remington, supra, Chapters 91-93. For example, the estrogen formulation can be prepared by
direct compression method. In this method, the required quantities of estrogen and a portion
of anhydrous lactose are mixed together in a blender. The remaining anhydrous lactose, and,
optionally, different types of color aluminum lake, are premixed by passing through a size 20
screen. Other ingredients such as microérystalline cellulose and polacriline potassium may be
added to this mixture. The granulation may be lubricated with magnesium stearate. The
granules are then made into tablets on a rotary tabletting machine fitted with zippropriate
punches and dies to achieve the desired tablet size, thickness, and hardness.

Estrogen may constitute from about 0.5 % to about 5 % by weight of the tablet,
depending on the type of estrogen and the therapeutically effective estrogen blood levels
needed for a given treatment. In one example, estradiol constitutes about 1.29 % of the weight
of the mixture so that a tablet containing 1 mg of estradiol weights about 80 mg and has a
diameter of about 7/32 inch. The thickness of a tablet weighing 80 mg is about 0.107 inch.

16
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In one example, the progesterone formulation is a céplet and the estrogen formulation is
an estradiol tablet and the combination dosage form is a capsule. . Thus, one caplet of
progesterone and one tablet of estradiol may be filled into a size #1 capsule using an MG
encépsulation machine that is fitted with custom built parts. As described above, individual
formulations of progesterone and estrogen can be varied, including, but not limited to, tablets,
powders, granules, and pellets. Thus, in other examples, the combination dosage form may be
a capsule comprising a progesterone tablet and an estradiol powder. v

Different progesterone and estrogen combination formulations have been made possible
by the progesterone formulation comprising a solid polymeric carrier. For example,
preparation of a combination dosage form with a capsule of standard size 1 is now feasible. A
size 1 capsule has an internal diameter of about 0.253 inch and an internal length of about
0.748 inch when fully closed. With the present invention, a progesterone caplet of up to a
length of about 0.545 inch and an estradiol tablet of up to a thickness of about 0,115 inch can

be placed end to end within a size 1 capsule.

E. Administration

The pharmaceutical dosage forms of this invention can be administered to patients
needing hormonai therapy requiring progesterone, either as a replacement or as a supplement.
The effective amount of progesterone per dosage form can vary widely, in accordance with the
needs of the patient, a dosage of from about 50 to about 500 milligrams per dosage form. The
method of administration generally involves swallowing, sucking, or chewing a dosage form of
the present invention. Alternatively‘, the dosage form can be held in the mouth, under the
tongue, or next to a cheek for sufficient period such that an éffective amount of the
progesierone is released from the dosage form. Additional methods of administering oral
dosage forms are well known in the art. |

The dosage forms of the present invention can be administered to treat or prevent a

variety of conditions. Such conditions include infertility related to non-receptive uterus,
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premenstrual tension, ovulation, primary dysmenorrhea and endometriosis, habitual abortion,
respiratory depression in the Pickwickian syndrome, secondary amenorrhea, dysfunctional
uterine bleeding, preeclampsia and toxemia of pregnancy, sexual infantilism, and post-
menopausal symptoms.

The invention described herein is further illustrated by the following non-limiting

examples.

EXAMPLES

Example 1: Progesterone Oral Caplets, 200 mg

The composition for preparing progesterone oral caplets constituting 200 mg of

progesterone per caplet is provided in Table 1 below.

TABLE 1
. Compoment - [ mgleaplet ] % (by weigh)
~ Microned progesterone [ ‘.260.0 SR T
Polyethylene glycol 1450 56.6 12.20
Polyethylene glycol 3350 163.3 35.20
Polyethylene glycol 8000 41.8 9.00
Titanium dioxide 2.3 0.50
TOTAL 464.0 mg | - 100.0 %

The required quantities of polyethylene glycol 1450, polyethylene glycol 3350 and

polyethylene glycol 8000 were melted into an appropriate size heated kettle. The molten
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mixture was mixed for 5-10 minutes. Titanium dioxide was passed through a size 20 mesh
into the molten mixture and the mixture was stirred for additional 10 minutes. Micronized '
progesterone was dispersed into the kettle while mixing. - After all the micronized progesterone
has been added, the mixture was continuously stirred with the turbine speed on for

approximately 50 minutes. The material was transferred into a lentilling machine to form

 flakes or lentils. The flakes or lentils were passed through a comminuting machine

(Fitzpatrick) to provide smaller pieces of lentils.

The caplets were molded using injection-molding technology. Methods of injection
molding, the necessary equipment, and operating conditions are well known in the art. See,
for example, U.S. Patents Nos. 4629621, 4744976, 4774074, 4806337, and 5082655, which
are incorporated by reference. . 4

The method was carried out using an all electric, 50-ton model ACT-50 injection
molding machine. The lentils were fed into the hopper of an injection molding machine (ACT
50-D Cincinnati Milacorn). The caplets were prepared using 0.68" x 0.23" capsule shaped
cold runner mold and cavity inserts. The barrel temperatures were set to a temperéture range
of 130 -150 °F. The shot size was set from 0.8 to 0.9 inch. The mold chillers were set to a
temperature of 8-10 °C.

The mold was then closed using semi-automatic mode and the selected mold cavities
were filled with material flowing at 0.1 to 0.4 inch per second and at an injection pressure of |
1000 to 1200 pounds per square inch. At the end of the 8 to 12 second injection time and the 1
to 3 second pack pressure of 100 - 500 pounds per square inch, the mold cooling time of 10 to
14 seconds allowed the extruder to return to the startiﬂg shot size position of 0.8 to 0.9 inch.
The cooling timer timed out, allowing the mold to open 8 inches and the injection cycle pulses
2 to 4 times at a speed of 5 to 12 inches per second. At the same time the ejection cycle was
operating, an air blast of 40 to 80 psi was directed at the spray to assure it was clear from the

mold before starting the next cycle. After several cycles of running in the semi-automatic
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mode, with all caplet parts injecting into the collection bin, the automatic cycle mode could be

activated. Cycle stability would be reached after running for approximately 5 minutes.

Example 2: Progesterone Ofal Caplets, 200 mg

The composition for preparing progesterone oral caplets constituting 200 mg of

progesterone per caplet is provided in Table 2 below.

TABLE 2
~Component mgh;_gplet % (bywelght)
Micrbnizcd progesterone 20000 =] 5155
Polyethylene glycol 1450 38.80 10.G0
Polyethylene glycol 3350 131.74 33.95
Polyethylene glycol 8000 15.52 4.00
" Titanium dioxide 1.94 0.50
TOTAL 388.00 mg 100.00 %

Oral caplets constituting 200 mg of progesterone per caplet were prepared according to
the process set forth in Example 1 except that during the injection molding process, mold

cavities of 0.545" x 0.240" were used.

Example 3: Progesterone Oral Caplets, 200 mg

The composition for preparing progesterone oral caplets constituting 200 mg of

progesterone per caplet is provided in Table 3 below.
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TABLE 3

. 'Coh‘ipoﬂgpfg»_ o ' mg/ca{i}et |-% (by weight)
Miérbl;ized pfogesterone | 200.00 | 51.55
Polyethylene glycol 1450 40.16 10.35
Polyethylens glycol 3350 116.40 30.00
Polyethylene glycol 8000 26.48 7.60

Titanium dioxide 1.94 0.50

TOTAL 388.00 mg 100.00 %

The procedure for preparing 200 mg progesterone oral caplets was as described above

in Example 2.

Example 4: Progesterone Qral Caplets, 150 mg

The composition for preparing progesterone oral caplets constituting 150 mg of

progesterone per caplet is provided in Table 4 below.
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TABLE 4
S :Cq_mponent . mg/caplet .| % (by weight)
Micronized progesterone 150.00 38.66
Polyethylene glycol 1450 54.32 14.00
Polyethylene glycol 3350 146.82 37.84
Polyethylene glycol 8000 34.92 9.00
Titanium dioxide 1.54 0.50
TOTAL 388.00 mg 100.00 %
S The procedure for preparing 150 mg progesterone oral caplets was as set forth in
Example 2.

Example 5: Progesterone Oral Caplets, 150 mg

The composition for preparing progesterone oral caplets constituting 150 mg of

10 progesterone per caplet is provided in Table 5 below.
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RN _\Comljmiléxitﬂ e ~ mg/caplet | %.(by weight)
'N:[icronizec—i prﬁgés&eroﬁé - .150.00 - 38.66
Polyethylene glycol 1450 51.07 13.16
Polyethylene glycol 3350v 147.32 37.97
Polyethylene giycal 8000 37.67 9.71
Titanium dioxide 1.94 0.50
TOTAL ~ 388.00 mg 100.00 %

The procedure for preparing 150 mg progesterone oral caplets was as set forth in

- Example 2.

Example 6: Progesterone Oral Caplets, 75 mg

The composition for preparing progesterone oral caplets constituting 75 mg of

progesterone per caplet is provided in Table 6 below.

23
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TABLE 6
-, Component™ - .. . mg/caplet - .| % (by weight)
Microﬁized pfogésterblne T .75.00. | — 18.75
Polyethylene glycol 1450 67.00 16.75
Polyethylene glycol 3350 152.00 38.00
Polyethylene glycol 8000 © 24,00 | 6.00
Pregelatinized starch (Starch 1500) 80.00 20.00
Titanium dioxide 2.00 0.50
TOTAL 400.00 mg 100.00 %

The procedure for prepar'mg 75 mg progesterone oral caplets was as set forth in

5  Example 2 except that Example 6 has pregelatinized starch as an additional ingredient.

Example 7. Progesterone Oral Caplets, 200 mg

The composition for preparing progesterone oral caplets constituting 200 mg of

progesterone per caplet is provided in Table 7 below.
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Component " mglcaplet . -} % (by weight),
Mi;:ronized i)fc;gesteroﬁe 200.60 - T 43.10
Polyethylene glycol 1450 56.60 12.20
Polyethylene glycol 3350 163.30 35.20
Polyethylene glycol 8000 41.80 9.00

Titanium dioxide 230 0.50
TOTAL 464.00 mg 100.00%

The above-listed quantities of polyethylene glycol 1450, polyethylene glycol 3350 and

polyethylene glycol 8000 were melted into an appropriate size heated kettle. The molten

~ carrier was mixed for 5-10 minutes. Titanium dioxide was added through a size 20 mesh into

the molten mixture and the mixture was stirred for additional 10 minutes. Micronized

progesterone was dispersed into the kettle while mixing. After all the micronized progesterone

has been added, stirring was continued for another 30 minutes. The material was then poured

onto a sheet of aluminum foil and allowed to cool and harden. The hard sheet was then passed

through screen #20. The milled material was encapsulated using size 0 capsules.

Example 8: Progesterone Oral Caplets, 100 me

The composition for preparing progesterone oral caplets constituting 100 mg of

progesterone per caplet is provided in Table 8 below.

25



10

WO 03/077923 PCT/US02/07562
TABLE 8
'Co‘n‘ipo'neiit SRRV R ‘mg/caplet |' % (by weight)
Micr{onized pro'gésteronel ‘ = 1{.):0400 = 52.63
Lactose monohydrate (Fast Flo #316), NF 57.70 30.37
Microcrystalline cellulose (Avicel PH102), NF | 17.10 9.00
Croscarmellose sodium, (Ac-Di-Sol), NE 5.70 3.00
Sodium lauryl sulfate, NF 3.80 -1 2.00 -
Povidone, NF - 13.80 2.00
Colloidal silicon diox-icle, NFE 0.60 0.30
Magnesium stearate, NF 1.30 0.70
*Ethyl alcohol anhydrous (SD3A) 21.00
TOTAL 190.00 mg | 100.00%
*Ethyl alcohol anhydrous is evaporafed during processing.

The required quantities of micronized progesterone, lactose monohydrate,
croscarmellose sodium, sodium lauryl sulfate and microcrystalline cellulose were transferred
into an appropriate size mixer and mixed for 10 minutes. Povidone was dissolved in ethyl
alcohol while the powders were being mixed. The powders were granﬁlated with the povidone
solution and the mixing continued until a moist granular mass was formed. Additional ethyl
alcohol was added if needed to reach granulation and point. The granulation was transferred to
a tray dry oven an&l dried at 55 °C for 10-15 hrs or until loss on drying was not more than
2.0-%. The dried granules were passed through a size 20 mesh screen together with colloidal

silicon dioxide. Next, the milled granulation was lubricated by mixing with the required
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quantities of magnesjum stearate in a suitable blender. The granulate was then compressed to

190 mg per fablet on a rotary tableting machine using 1/4 inch flat faced beveled edge toolings.

To make a 200 mg progesterone capsules, 2 tablets of progesterone 100 mg were filled into

each size O hard shell gelatin capsules.

5
Example 9: Preparation of Estradiol Tablet, USP. 1 mg
The compositibn for preparing an estradiol tablet constituting 1 mg estradiol per tablet
is provided in Table 9 below.
10 TABLE 9:
o Component X o e mg{tgbj'l:;et‘ m %_(by we"i'g’ht_) :
Estradiol, mioromized, US| 103 T390
Anhydrous lactose, NF 60.00 75.000
Microcrystalline cellulose (Avicel PH102) 16.00 20.000
Polacrilin potassiufn, NF 2.40 3.000
Magnesium stearate, NF 0.40 0.500
D&C Red #30 (27 %) aluminum lake 0.06 0.075
FD&C Blue #1 (13%) aluminum lake 0.06 0.075
D&C Yellow #10 (18%) aluminum lake 0.04 0.050
TOTAL 80.00 mg 100.00%

Partial quantity of anhydrous lactose (e.g., about 17 %), the required quantities of
Dé&C Red #30 (27 %) aluminum lake, FD&C Blue #1 (13 %) aluminum lake, D&C Yellow
#10 (18 %) aluminum lake were passed through a size 20 mesh screen. The required

15 quantities of estradiol and the remaining quantities of anhydrous lactose were transferred into
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an appropriate size mixer and were mixed for 10 minutes. The required quantities of
microcrystalline cellulose, polacriline potassium and the milled colored mixtures were added

into the lactose/estradiol mixture and the composition was mixed for 10 minutes. The

granulate was then lubricated by mixing with the required quantities of magnesium stearate in

the same mixer. The granulate was then compressed to 80 mg per tablet using 7/32" round flat
faced beveled edge tooling on a rotary tabletting machine. The thickness range of the tablets

was 0.104" t0 0.112" and hardness range of the tablets is 2-6 Kp.

Example 10: Bioavailability of Progesterone Caplet

A pilét, single-dose, two period, randomized crossover study was conducted in healthy
post-menopausal women to determine the relative oral bioavailability of two progesterone
products under fasting conditions. The methodclogy for conducting randomized crossover
studies are well-known in the medical and pharmaceutical arts. ,

Figure 1 shows the results of the experiment. In Figure 1, “A” represents the data for
a capsule formulation of progesterone 200 mg of the present invention (hereinafter referred to
as Watson progesterone) and “B”‘represcnts the dz{ta for commercially available formulation,
Prometrium® 100 mg (x 2). The formulation is the same as in Example 1 except that the
lentils were passed through a size 20 mesh and encapsulated in size 0 capsules.

Figure 1 shows that the mean peak progesterone concentrations (Cmax) reached were
20.04 £14.09 and 19.60 + 17.89 ng/ml following administration of the Watson progesterone
and Prometrium® respectively. The means were not found to be statistically different as
assessed by ANOVA (analysis of variance). The time to reach peak progesterone
concentration (Tmax) was 2.31 + 1.71 hrs for the Watson progesterone and 1.44 + 0.32 hrs
for Prometrium®. The means were not found to be statistically different at a p value of 0.05
or less. Area under the curve (AUC) (0-t) following administration of the Watson
progesterone and Prometrium® were not found to be statistically different as assessed by

ANOVA (analysis of vériance). AUC (0-) or the area under the drug concentration versus
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time curve, from time zero to the last measured concentration (12 hours), was calculated by the
linear trapezoidal method. '

This study showed that there were no statisticalljr significant differences in the mean
peak progesterone concentration (Cmax), mean time to reach peak progesterone concentration
(T'max), and Area under the curve (AUC) between the Watson solid oral progesterone

formulation and the FDA approved oil based oral progesterone formulation, Prometrinm®,

following a single administration to healthy postmenopausal women.

Example 11: Bioavailability of Progesterone Caplet when Administered with Estradiol

A pilot single dose, three period, randomized crossover study was conducted in 12
healthy postmenopaﬁéal woren to determine the relative oral bioavailability of two
progesterone products under fasted conditions. The study involved administration of a single
progesterone caplet (300 mg), a single estradiol tablet (1 mg) or a combination of the estradiol
tablet and the ﬁrogesterone caplet.

The progesterone caplet resulted in a Cmax of 75.78 % 5.3 ng/mL of plasma
progesterone, with a Tmax of 2.62 + 1.5 hours and an AUCp24 of 211.1 + 127 ng.hr/ml.
The normalized Cmax is 0.25 ng/mL and the normalized AUC is 0.7 ng.hr/ml/mg. The
normalized data was obtained by dividing the correspdnding data with the dose.

The combination capsule resulted in a Cmax of 122.98 +/- 157.9 ng/mL of plasma
progesterone with a Tmax of 1.88 +/- 0.98 hours and an AUCp24 of 276.6 +/- 251.4
ng.hr/mi. The normalized Cmax is 0.41 ng/mL and the normalized AUC-24 is 0.9
ng.hr/ml/mg.

The above data indicate that the normalizéd Cmax of progesterone from the
combination capsule (0.41 ng/ml) is about 60 % higher than the normalized Cmax for the
progesterone-only caplet (0.25 ng/ml). Similarly, the normalized AUC for progesterone from
the combination capsule (0.9 ng.hr/ml/mg) is about 30 % higher than the AUC for

progesterone from the progesterone-only caplet (0.7 ng.hr/ml/mg). These are surprising
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results and suggest that higher Cmax and AUC levels of progesterone can be achieved by
providing prbgesterone in a solid oral dosage form having a solid polymeric carrier and in

combination with an estrogen.
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We claim:
1. An oral dosage form suitable to deliver a combined dosage of progesterone and

estadiol which upon delivery through the gastrointestinal tract provides a blood concentration
of from about G.1 ng/ml to about 400 ng/ml progesterone, said dosage form comprising a
combination that includes (a) a first solid form comprising from about 25 mg to about 500 mg
micronized progesterone in a solid polyethylene glycol carrier having an average molecular
welght of from about 1000 to 10,000 and constituting at least about 30 % of said first sblid

form; and (b) a second solid form comprising an estrogen.

2. An oral dosage form of claim 1 wherein said polyethylene glycol carrier

comprises from about 45 % to about 65 % weight of the component (a).

3. An oral dosage form of claim 1 wherein said second solid form (b) contains

from about 0.25 mg to about 5 mg of estradiol.

4. An oral dosage form of claim 1 wherein said solid polyethylene glycol carrier

' comprises a mixture of polyethylene glycol 1450, polyethylene glycol 3350 or polyethylene

glycol 8000.

5. An oral dosage form suitable to deliver a combined deosage of progesterone and
an estrogen via the gastrointestinal tract which upon oral administration provides a blood
concentration of from about 0.1 ng/ml to about 400 ng/ml progesterone; said dosage form
comprising a combination that includes (a) a first solid form _contaiﬁing fromi about 25 mg to
about 500 mg micronized progesterone, said first solid form having been derived from the
extrusion of a poiymer matrix extruded from a mixture comprising micronized progesterone in

a solid polyethylene glycol carrier which is a mixture of polyethylene glycol 1450,
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polyethylene glycol 3350 or polyethylene glycol 8000, the micronized progesterone having first
been dispersed in molten polyethylene gylcol and, after cooling to a solid form, having been
extruded, said mixture constituting from about 45 % to about 65 % weight of said first solid
form; and (b) a second solid form which contains from about 0.25 mg to about 5 mg of

estradiol.

6. An oral dosage form of claim 5 wherein said first solid form is a caplet and said

second solid form is a tablet.

7. A method of providing an oral dosage of a combination therapy of progesterone -
and estradiol which comprisés administering to a patient an oral dosage form suitable to
deliver a combined dosage of progesterone and an estrogen via the gastrointestinal tract which
upon oral administration provides a blood concentration of from about 0.1 ng/mt to about 400
ng/ml progesterone; said dosage form comprising a combination that includes (a) a first solid
form containing from about 25 mg to about 500 mg micronized progesterone, said first solid
form having been derived from the extrusion of a polymer matrix extruded from a mixture
comprising micronized progesterone in a solid polyethylene glycol carrier which is a mixture
of polyethylene glycol 1450, polyethylene glycol 3350 or polyethylene glycol 8000, the
micronized progesterone having first been dispersed in molten polyethylene glycol and, after -
cooling to a solid form, having been extruded, said mixture constituting from about 45 % to
about 65 %.weight of said first solid form; and (b) a second solid form which contains from

about 0.25 mg to about 5 mg of estradiol.
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Doctor: oficioN: 088 7 T
Alvaro Correa Ordoiez
Apoderado
ASUNTO: Radicacion PCT N°  09-53058
Tramite 011
Evento 378
Actuacion 440
Folios 009

Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comision de
la Comunidad Andina, se le comunica que la oposicién presentada por el doctor Tito
Noe Parra Murillo, en su calidad de apoderado de Lafrancol S.A., retine los requisitos
formales exigidos por la ley al momento de su presentacion.

En cumplimiento de lo dispuesto en la citada norma, se le concede el término de
sesenta (60) dias habiles siguientes a la fecha de notificacion del presente oficio, para
que haga valer sus argumentaciones y presente pruebas.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capitulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARMEN ESPEDES DE VERGEL
Directora de NuexXas Creaciones (C).

E| anterior oficio fue notificado por fijacién en lista de fecha, 16 JUL. 2010 .
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Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comision de
la Comunidad Andina, se le comunica que la oposicidn presentada por la doctora Cielo
Angela Pefia Rodriguez, en su calidad de apoderada de Procaps S.A., reiine los
requisitos formales exigidos por la ley al momento de su presentacion.

En cumplimiento de lo dispuesto en la citada norma, se le concede el término de
sesenta (60) dias habiles siguientes a la fecha de notificacidn del presente oficio, para
que haga valer sus argumentaciones y presente pruebas.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capitulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARMEN S{EDES DE VERGEL

Directora de Nueyas Creaciones (C).

o

El anterior oficio fue notificado por fijacién en lista de fecha, 1 6 JUL. 2010
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