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Bl Comprobante de pago de la tasa.

Poderes, si fuere el caso.

Bl Pruebas de los fundamentos de la oposicion.

O  Documentos que acrediten el legitimo interés, si fuere el caso.

B Documento que acredita la existencia y representacion legal de las partes, cuando sean
personas jurfdicas.

Instrucciones para el diligenciamiento del presente formulario, verreverso de esta pagina.




Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

Sefiora Jefe,
DIVISION DE NUEVAS CREACIONES

Superintendencia de Industria y Comercio

E. S. D.

Referencia : Expediente N° 09 045866

Asunto : Oposiciéon a la solicitud de patente de Invencion titulada
“REVESTIMIENTOS DE AZUCAR Y METODOS PARA
LOS MISMOS.”

Solicitante : WYETH

Opositora : PROCAPS S.A. /

Publicada en la G:}ceta de la Propiedad Industrial /
I N° 608 del 30 de septiembre de 2009

Yo, CIELO ANGELA PENA RODRIGUEZ, yggada en ejercicio, identificada como
aparece al pie de su firma, con tarjeta profesional No. 82701 del Consejo Superior de
la Judicatura, en mi condiciéon de apoderada de la sociedad PROCAPS S.A.
conformada bajo las leyes de la Republica de Colombia y domiciliada en la ciudad de
Barranquilla, Colombia, atentamente manifiesto que estando dentro del término de ley
y por orden expresa de mi representada, presento oposicion a la concesion del registro
de la Patente de Invencion titulady “REVESTIMIENTOS DE AZUCAR Y
METODOS PARA LOS MISMOS”, CZYO titular es WYETH, y pido a Usted declarar

fundada esta oposicion y en consecuencia negar el registro de la patente solicitada.

Carrera 13 N> 11995; OF. 104 Tel (571)2 13 12 13 - 6 20 50 21 - Fax. (571) 6 12 19 79
E-mail: negocios@optinium:-co.com - www.optimum-o.com
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Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

s

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 analizard mas adelante y de ser concedida afectaria directamente la
comercializacion de algupe§ productos de mi rtepresentada, que contienen, en
particular ‘éroxiprogesterona. 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

2.1.1a sol'icitlicfiv objeto de la presente fue presentada el 6 de mayo de 2009
reivindicando prioridad bajo la solicitud US20060864718P del 2006-11-07; y fue
publicada en Colombia, en la Gaceta de la Propiedad Industrial N° 608 del 30 de
septiembre de 2009, cuya publicacion internacional corresponde a la
WO2008058074 del 2008-02-15.

2.2.1a solicitud colombiana 09 045866 objeto de la presente oposicion, se refiere a
composiciones que contienen azucar adecuadas para utilizarse en pljeparaciones
solidas de revestimiento, tales como tabletas, pildoras, granulos y granos; se
proporcionan métodos para utilizar tales revestimientos, como formas de dosis
solida revestidas con las composiciones, en algunas modalidades, 105 métodos
proporcionan tabletas revestidas con aziicar que comprenden estrogenos

conjugados y una progestina, por ejemplo, acetato de medroxiprogesterona. Seun

Carrera 13 Ne 119.95, Of, 104 Tel. (571) 2 1312 13 - 6 20 50 21 - Fax. (571) 6 12 19 79
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Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

esta solicitud, se revela una forma de dosificacion solida que comprende un
material de nucleo y al menos un revestimiento colocado en el mismo, en donde el
revestimiento comprende: de aproximadamente 30% en peso a aproximadamente
95% en peso de al menos un azicar; de aproximadamente 0.3% en peso a
aproximadamente 0.8% en peso de al menos un diluyente/aglutinante; de
aproximadamente 0.28% en peso a aproximadamente 0.4% en peso de al menos
un agente tensoactivo; de aproximadamente 4% en peso a aproximadamente 6%
‘ en peso de al menos un aglutinante; opcionalmente, al menos un plastificante en
una cantidad de hasta aproximadamente 5% en peso; opcionalmente, un
resbalante, en una cantidad de hasta aproximadamente 3% en peso; y

opcionalmente, un agente terapéutico en una cantidad de hasta aproximadamente |

\\,"

: 10% en peso.
2.3.Ahora bien, con base en el articulo 14 de la Decision 486 de la CAN consagra lo
siguiente: “Los paises miembros otorgaidn patentes para las invenciones, sean de producto o
procedimiento, en todos los campos de la tecnologia, siempre que sean nuewvas, tengan nivel
inventivo y 'sean susceptibles de aplicacion industrial”. Asi las cosas, las invenciones
objeto de patente deben ser nuevas y tener nivel inventivo. 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 D1: EP0868911 publicada el 7 de octubre de 1998.

¢

e D2: EP0803250 publicada el 29 de octubre de 1997.

2.4.Ahora bien, el documento D1 revela una unidad de dc_miﬁcacién solida de

rapamicina que comprende un nucleo y una cubierta dé azucar. Particularmente,

Cattera 13 No 11995; O 104 Tel. (571) 2 13 12 13 - 620 50 21 - Fax. (571)6 1219 79
E-mail: negocios@optimum-co.com - www.optimum-co.com
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Derecho de la Competencia, Propiedad
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en la pagina 4, lineas 20 a 27 asi como en el ejemplo 1 de dicho documento D1, se
revela una forma de dosificacion solida que comprende un material principal y al
menos una cubierta. Se define en dicha anterioridad que dicha capa comprende a)
3599 % de azucar, b) el 0.2-1 % de un diluyente (povidona), ¢) un surfactante
(aproximadamente 0.0089 %), d) celulosa microcristalina (aproximadamente 0.1-3
%), y agua (aproximadamente el 30 %). Por su parte, el documento D2, revela una
pastilla comprimida que comprende un ntcleo y una capa de azucar, donde dicha
‘ capa de aztcar contiene una dosis de un esteroide hormonal y una tarifa de
liberacion de esteroide que controla la cantidad de celulosa microcristalina.
Particularmente, en la pagina 3, lineas 8 a 16 se refiere a una composicion que

comprende una cubierta de azicar que contiene un esteroide hormonal tal como

™

acetato de medroxiprogesterona. Asi las cosas, como lo evidencia dicho documento
DI, en combinacion con la materia ~reve;lacia' en el documento D2, cualquier
persona versada en la materia puede llegar de manera obvia y evidente a deducir -
una composi;iones que - contienen azucar adecuadas ipar;y utilizarse en
preparaqiones. solidas de revestimiento, tales como tabletas, pildoras, granulos y
granos; asi como métodos para utilizar tales revestimientos, como formas de dosis
. - solida revestidas con las composiciones, en algunas modalidades, los meétodos
proporcionan tabletas revestidas con azicar que comprenden estrogenos
conjugados y una progestina, por ejemplo, acetato de medroxiprogesterona. Por lo
tanto, la presente solicitud a los ojos de dichas anterioridades D1 y D2, carece
= " evidentemente de ALTURA INVENTIVA.
2.5.En consecuencia y de acuerdo a lo descrito anteriormente, se derivé que la solicitud
colombiana 09 045866 no puede pretender un monopolio por patente toda vez
que lo que pretende no cumple con uno de los tres requisitos nece_saribs para su

proteccion.
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Derecho de la Competencia, Propiedad

Optlmum Industrial y Comercio Exterior

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

2.6.1. CARENCIA DE ALTURA INVENTIVA. Segun la Decisiéon 486 de la

Comunidad Andina de Naciones, Articulo 18.- “Se considerard que una invencion
tiene nivel inventivo, si para una persona del oficio normalmente versada en la materia
técnica correspondiente, esa invencién no hubiese resultado obvia ni se hubiese derivado
de manera evidente del estado de la técnica.”. A la fecha de prioridad, 7 de
‘ noviembre de 2006, a partir del documento D2 en combinaciéon con D1, puede
llegar de manera evidente a composiciones que contienen azucar adecuadas
para utilizarse en preparaciones solidas de revestimiento, sobre el cual busca

proteccion en el capitulo reivindicatorio.

-

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

objeto de patentabilidad pues es contrario a 1o 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 aplicacién

' industrial.”. La solicitud pretendida no cumple con uno de 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 “REVESTIMIENTOS DE AZUCAR Y METODOS PARA LOS
MISMOS”, cuyo titular es WYETH, solicitud Colombiana que aparecio publicada

en la Gaceta de la Propiedad Industrial N° 608 del 30 de septiembre de 2009.

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

como prueba en este asunto los siguientes:

e DI1: EP0868911 publicada el 7 de octubre de 1998.

‘ e D2: EP0803250 publicada el 29 de octubre de 1997.

“ 4. FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legale:s siéuiehtes:
4.1.  Numeral 1 /del'ar’t‘icub 586 del Codigo de Comercio.

4.2.  Articulo 42 de la Decision 486 de la Comision del Acuerdo de Cartagena.

® .

En las demas normas concordantes.

5. ANEXOS

.

Para los efectos correspondientes anexo al presente escrito los siguientes documentos:

1. Poder para actuar en el presente.
2. Documento que acredita al representante legal de PROCAPS S.A.

3. Recibo de caja del respectivo pago de tasa.
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4. Copias de los documentos:
e DI1: EP0868911 publicada el 7 de octubre dev 1998.

e D2: EP0803250 publicada el 29 de octubre de 1997.

. 6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del articulo 50 del Decreto
-‘3 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 situadas

en la Carrera 13 Ne 119-95, Of. 104 de ggt_a-;vciuda& de Bogota.

Sefior Superintendente,
R

t M s l k P : ‘ -
_ —
. CIELO ANGELA PENA RODRIGUEZ

C.C. 51'940.252 de Bogota
T.P.A. 82701 del C.S. de la].
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PROCAPS

PODER E}PE CIAL

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 Barranquilla
(Colombia), p(% 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. 09 045.866, titulada
“REVESTIMIENTOS DE AZUCAR Y METODOS PARA LOS MISMOS”, cuyo
| titular es WYETH.,, publicada en la gaceta No. 608 del 30 de septlembre de 2009.

. RN [l \‘ hv LR
4 kul“c)-ﬂzl ARV NI RNt}

Nuestro apoderado queda facultado, de manera expresa, para’réalizar todo tlpo -dé"actos., .
necesarios para llevar a cabo el tramite de la oposmon,,mcluyendo sm llrgg‘t‘%cjlnog )
preparar y presentar solicitudes, hacer declaraciones, pagar tasas, contribuciones- e '-‘ai,.
1mpuestos recabar los tftulos o certificados. Asimismo~qliedan autorlzados~para--..
impugnar administrativa todo lo que fuere resuelto en el"expedlente 2 quese hace"1 BN
expresa referencia en el presente poder, con todas las facultades generales y espemﬁcasc I
que fuera requerido para ella. .-
H .
De la misma manera, ademés de las facultades que le confiére la naturaleza.del:presente.——
mandato, se encuentran facultados para recibir, desistir, transigir, sustituir, y reasumir
el presente poder, incoar acciones, interponer recursos y demaés facultades conferidas
por la ley.

FEVIE

Dado y Firmado en Barranquilla (Colombia) a los 3 dias del mes de Diciembre de 2009.

/

CC.N°16'251.923 _ o ¢
NIT: 890.106.527-5
Representante Legal

Acepto:

[ W

CIELO ANGELA PENA RODRIGUEZ
C.C. 531'940.252 de Bogota
T.P.A. 82701 del C.S. de la J.

CALLE 80 No. 78B-201+ A.A. 50330 P.B.X.:(575) 3530783 - 3789000 - 3719900 - 3507900 - FAX:(575) 3730815 - 3730813 - 3730247 - 3730818
BARRANQUILLA - COLOMBIA « NIT.: 890.106.527-5

0
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03-12028455 024802 PROCAPS S.A. | No.14075978

Barranquilla, 19 de Nov/bre de 2009 Hr:15:34:28
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c@mﬁ@@ De **************************************** Pag 1
Q: CAMARA DE COMERCTIO

DE BﬂnnanUILLn 12*********************************************
CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .
PROCAPS S . A . = = - o — o o o o o e e
_NIT: 890.106.527-5.

EL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA CON
FUNDAMENTO EN LAS INSCRIPCIONES DEL REGISTRO MERCANTIL:

CERTITFICA

Que por Escritura Péblica. No. 1,19b del 22¥;de Julio  de 1976,

otorgada en 1la Notaria Tercera de Barranquilla, inscrito(as) en
esta Camara -de Comercio, el 28 de Julio de 1976 bajo el No. 6,070
del libro respectivo, fue constituida la sociedad---------------------
limitada denominada RODUCTORA DE CAPSULAS DE GELATINAS LIMITADA

WPROCAPS , LIMITADA".Z------ e m - mmmmm  ELEEPEEEEEEE T

CEETIFICA
< e e P SN e e ,~.~\ .

Que por Escritura Pablica No." 1,307 del 28 de Junio de 1979,
otorgada en 'la/”Notaria ‘Tercera de Barranqullla\» inscrito(as) en
.esta Camara 'de “Comercio, ‘el 23 de Julio. de 1979 bajo el No. 10,039
_del libro respectivo, la soc1edad antes menc1onada—*ﬁ —————————————————
seé transformo ~en sociedad, anonima bajo la. denomlna01on social de
"PRODUCTORA DE CAPSULAS DE GELATINA S A " PROCAPS S A R ol

3

: T ) : \ g LR H’ ' _\\;‘

L . N " . \:f e ae I A TR LI ST S P “\‘

”Que porf Escrltura “pablica i No 3, 810 “del 31 “de Dic/bre de 1980,

Y

I

N

.. '/,/’ . - R "u L
RN N 12 ;\\\
I

“pue por “Escritura’’ Pablica \No 3, 615 “del 06 ‘de Dic/Bré de 1996

r.otorgada - en la Notaria Primera de “Barranquilla, inscrito(as) én

esta, Camara .de Comercio, el 30. de Enero .de 1981 bajo el No. .12,705
del llbro respectlvo, 1a soc1edadwantes menc1onada—~—; ————————————————
se “transformo-‘en sociedad de responsabllldad limitada bajo al razon
_social de,_"PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -

MITADA" st ty £ > il

:Zﬁﬁ

R I{EQ
WA WS N A
Que .-por Escritura

No. *?31755 del” 10 de'Nov/bre de 1983,

sotorgada,,en la Notarla Unlca de Soledad, inscrito(asg). en esta
"f7 922 del”

{'Camara de\ Comerc1o,’ el 22*de Nov/bre de 1983 bajo el No
Iibro respectivo, la“sociedad®antes mencionada--=¥om- -2 R L
se . transformo,-en sociedad anonima bajo,;la denominacion 5001al de
"PRODUCTORA D CAPSULAS DE GELATINA S.A. "PROCAPS S- A\".—---fe ------

VR e AN | \;‘: \ s : \ -

C E R T I F I C A

)

T ;

otorgada en _la Notaria 2a. der Barranqullla, inscrito(as) en esta
Camara de Comer01o, el 20 de ch/bre de 1 )6 bajo . el No 67; 218 del

\. <

c‘GSGDﬂ SA NIT.890.321.151.0 100154505-C

AR FFEEF C ON T INUA **********.



CEﬁTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCIUIMENTOS

PROCAPS S.A.--%

la Notaria ]
Comercio, el 23 ”de Enero “de 1997 bajo el No. 0+
respectlvo la soc dad antesxmen01onadaj —————— o - - ;
~ de D '

“Que dlcha soc1edad' ha SldO reformada por las 51gu1entes‘
y/Ofdocumentos prlvados z/w‘ 'Z/A u,?\ TN

Numero-' aaaa/mm/dd L Notarla No../ aaaa/mm/dd

B 39 1979/01/18 Notarla 3a‘ de’ Barranqullla 1979/01/24

992 1981/04/30;4Notar1a 1a.-. de Barranqullla 7"1981/05/06":,
v..1,464 1982/08/27:«Notar1a Unlca de Soledad ﬁ"1982/09/08
1983/08/18 ~Notaria Unica de Soledad “1983/08/26

. 1984/07/16. - Notarla-Un;ca de Soledadz -~ 1984707/27
- 1985/08/26 .Notaria Unica de. Soledad, 1985/09/04
1986/09/10 - Notaria’ Unica de Soledad. 1986/09/15
1989/07/11 - Notaria - 2ai _de Barranqullla o % 1989/07/13
1990/02/21 -+ Notaria 2a.._ de Barranquilla. 11990/03/16."

1991/12/17 .Notaria 2a.”de Barranquilla- '\43 993 *’1992/01/28

9. 1993/02/01 Notar1a\2audde Barranqullla . 48,428 1993/02/16
42 1993/07/28 Notaria 2a.:de Barranqulllaf 50,582 1993/08/10
1993/11/09 Notaria 2a. de'Barranquilla 51,798 1993/11/22
1996/12/06 ~Notaria 2a.- de Barranquilla .. 67,218 . 996/12/20",
1997/01/16 _Notaria 2a;.!de Barranqu111a L 67,704 | 1997/01/23

1997/07/17 “Nétaria 2a:. de Barranquilla \®“50 627 “No1997/07/31°
1997/08/04 Notarla 2a. de- Barranqullla 70/813 1997/08/14

,vyﬁ 1999/04 /22 Notar1a33a. de Barranqullla* 1999/04/23
4597 2001/02/21 Notaria 2a. devBarranquilla 2001/02/23
72,608 2001/10/05 ;Notaria 2a..de Barranqu1lla 2001/11/08

f\ij730 2004/07/29 ‘Notarla a?;_de Barranqu1lla A\ W 004/08/26
" 416 2005/03/03 “Notaria 27 'de Barranquilla 116 364 :2005/03/10"
1,613, 2005/07/28 Notaria 2. de;Barranquiila 119/322 2005/08/18
710;;2009/05_05 Notatia . de Barranqullla 3 2009/06/30
1,054 2009/06/25 Notarla 2009/06/30

Que e acuerdo\ con la{s) escrltura(s) arriba 01tada(s) la sociedad
se rige por lag Siguientés. dlSpOSlCloneS 5 ; ¢
DENOMINACION O RAZON_SOCIAL .
/PROCAPS S7A: Frmmmmm
SIGLA PROCAPS | SN
DOMICILIO PRINCIPAL?‘Barranqullla
NIT NOﬂ 890.106.527-5. ,Q?\ o
MATR.jULA MERCANTIL 24, 8 2

K
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03-12028455 024802 PROCAPS S.A. No.14075979

Barranquilla, 19 de Nov/bre de 2009 Hr:15:34:28

C@lﬁﬂ@ﬂ@“@ D E BARRANQUTILLA
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< CAMARA DE COMERCTIO
D€ BARRANQUILLA 12K kkhhkhkhkhhkkdhhhhkkkhhhhkhhrhkhkdkhhdkhdkhhidkk
CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS .
PROCAPS S.A. —— - mmm e m s m e = o e e e e oo
NIT: 890.106.527-5. . - .

CERTIFICA. _ )

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

. L, CERTIFICA . .
DURACION: E1 'términe//aé duracién de 1la sociedad se fijé hasta el
.18 de Agosto de 2073 . \ : ke .

. St .

' CERTIFICA a R

OBJETO SOCIAL 'El objeto pr1nc1pa1 de la-\8001edad' sera:, a) La
fabicacion, 1mportac1on Y - comerc1allza01on .de alimentos procesados
1Y% suplementos ' dietarios, | b)La ‘fabricacion .de, .. capsulas. y otros
" productos similares a‘ ﬁért1r» de materlales tdles como gelatinas u
otros ‘de dlstlnta naturaleza que -~ puedan. ser  utilizados como
envases o . rec1p1entes de/ productos LY., sustan01as quimicas,
farmaceuticas, - allment1c1as’;yyccosmetlcas“ paraluso y consumo’ humano
y veterinario.- ¢) La investigacion, desarrollo Y fabricacion de toda
,clase de productos Y, sustanc1as qulmlcas farmaceutlcas,i

allment1c1as y cosmetlcas para uso’~ y consum¢d ‘ humano, .'anlmal Yy

~vegetal. " 'd) La ‘compra y -venta de° materias primas,  insumos 'y
productos intermedios necesarlos para 1los procesos de fabricacion
de 'sustanc1as ‘quimicas; \farmaceutlcas allmen ticias y cosmeticas,
asi ‘. como 1la ‘“'éomercializacion interna y\ ‘éexterna “‘de los productos
terminados. e) ,):La compra, venta, 1mportac1on, exportac1on Y.

"distribucion de toda clase “de elementos 1nstrumenta1es y equlpos?

- medicos, }‘qulrurglcos odontcologicos “y- hospltalarlos para la salud”
humana vy anlmal f) .La compra,  venta, ..exportacion, fabricacion,
1mportac1on, . dlstrlbudi,n de dulces, confltes, galletas y'ﬁtodo
tlpo ~de g01081nas o “alimentos™ .para el® ‘consumo humano. g)‘“‘Actuar
como representante, o agente: de personas naturales vy : Ijurldlcas

fnac1onales y Qgtranjeras\;én la . reallzac1on de opera01ones o“
* transacciones relacionadas c¢on la industria farmaceutica y en”
especial con, .cualquiera de las‘\act1v1dades descritas en.:  los

literales a),’ e y €) antes udescrltos’ 'h) Prestar los
servidios devasesorias: 'y consultoria en‘las areas“administrativas,
~de mercadeo, analisis CllnlCO asistencia tecnica, 1nvestlgac1on
costos .| y producc1on, exporta01ones 1mportac1ones,, ventas
‘relac1onadas con™ ’ 1gua1es"o similares actividades ‘a” las que
constltuyen el objeto ,..de PROCAPS- § .A., asi-.como los.de pub11c1dad Y
prom001on o« : productbs qulmlcos, allment1c1os,\“cosmetlcos Y

Y - w.. 9 \\ : W."‘
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desarrollo& de“
'8001a1 C§MQ ac

squ/act1V1dades

fnecesarloS‘x
\otorgar \y_;

‘prot

y para
de sus soc

“sus obllgac1one
cual < podra inc
de cualquler_ N

Suscrlto
/$**********1 229

ADMINISTRACION

~al Pre81dente

2 -~ Junta Dl
otras Autorlza
equlvalente
de 1os Es

“surta la“ trans
las :cuales la_
por ‘1o menos 2737
/La soc1edad te

N\ ) N
ciones entre
General de e

"maqulnarlas, 1nsumos y repuestos

celebrar,” y ‘éjecutar
N para_nw desarrollar sus foperac1ones-

“VCAPITAL ©
Autorlzado SN

pondera «f la Asamblea General de A001onlstas

socfbs; se requerlra

objeto pr1n01pal
e

c1onlsta, socio o fundador
0bjeto, \\pomprar,\ovender,
requerldos
prestam“~

TN

tomarc,dlnero
i, qué

l

‘todo tlpb de ,actos

estar todo tlpo de ‘titulos Valores e 1nstrumento

comprar vender vy const1tu1r gravamenes sobre blenes
1nmuebles

/designar representantes apoderados en €1 pals

Y, Len general /reallzar cualquler/acto o negoc1o
.o convenlente para el” desarrollo de su objeto
1 ”me]or prote001on de sus 1ntereses corporatlvos{oﬁ
ios.  La socredad podra garantlzar el cumpllmlento de@
s adquiridas por tercéros o por sus socios, para 1o
lusive constltulr gravamenes reales sobre susublenes
aturaleza e :

CERT.IF ILCAL .

-

\',,/'5 \}»'Nfé;Acciones‘ T e

0'71 OOO *************1 229 0'71 ***********’******1 OOO

d1r6001onﬁy admlnlstrac1on de@la soc1edad correS“
ala Junta Directiva,
al: Vlcepre81dente y a un GerentelGeneral \Corresponde
rectiva ~las 81gu1entes funciones y atribuciones- entre
r cualqu1er acto:io contrato,.cuya cuantla sea superlor
en pesos Colombiarios a dosc1entos cincdenta milidola-
tados\ Unidos ‘de America (US$250.000), lquldadOS a 1a
€ f a* del mercado v1gente el dla .en que : se
acion. Cuando’ se trate de operaciones én virtud de-
5001edad7;garantlce\obllgacaones de terceros o de los
1que la operac1on sea, aprobad ;con el voto de
partes ‘de” los 1ntegrantes de la Junta 1rect1va.
ndr'“\un Pregidente , qulen ejercera la ..
‘de’ la socyadad y tendra las,. §1gu1en.es U
‘Stras: Ejecutar las’ decisiotés de 1a Asamblea

“1onlstas . de la J””pa Dlrectlva Ejercer la Represen-

la 8001edad a todos los actos Vit contratos que se

"
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‘requieran para el desarrollo del objeto social, de conformidad con
lo previsto en las leyes Yy en los presentes estatutos. Constituir
apoderados judiciales 'y extrajudiciales, recibir notificaciones,
absolver interrogatorios de parte, confesar obligaciones de la
sociedad, transigir; disistir y allanar a la sociedad en cualquier

_asunto judicial. = Aprobar y celebrar en nombre de la socieda todo

acto o contrato cuya cuantia sea -igual o inferior al equivalente
en pesos colombianos a doscientos cincuenta mil dolares de los
Estados Unidos de BAmerica (US$250.000),. liquidados a la tasa de
cambio representativa del mercado vigente el dia en que se surta
la transacion o celebracion del acto. Las demas funciones que le
correspondan como. . Representante Legal por disposicion de la ley,
de estos estatutos o de la Junta Directiva. El Presidente tendra un

1lﬂ suplente, des1gnado por ‘la ~Junta Dlrectlva quien reemplazara al
~

Presidente en sus faltas temporales, absolutas o-meramente acciden-
tales, con entldadesx\facultades 'y, 'sin que sea necesario para ello
' £
,acreditar- la ausencia: del pr1n01pal ‘La sociedad tendra un Vicepre-
“sidente ‘designado por! 1a JuntafDlrectlva, quien tambien ejercera la
" representacion legal/fde \lam soc1edad pudiendo e]ercerla conjunta o
separadamente , wcon _el. Pre81dente . El v1cepres1dente tendra las
s1guentes facultades entre otras “E]ecutar dentro de su competen01a
las " decisiones dé 1la ' Asamblea ¥ Géneral ‘de’ ‘Ac¢ionistas, de la Junta
Directiva ~y del . Presidente. Ejercer la representa01on legal de 1la

"'sociedad:: en todos' "los actos' y contratos que se requieran para. el
Ndesarrollo ~ del objéto social, de conférmidad con lo previsto en las

leyes:. y en los presentes estatutos. Constituir apoderados judlclales
Y extrajud1c1ales recibir not1frcac1ones “absolver 1nterrogatorlos
de parte, confesar obllgaC1ones ‘de la soc1edad transigir, desistir
)y allanar. a la SOCledad en cualquler asunto judicial. Aprobar y

celebrarifeh nombre “de la s001edad todo acto o contrato cuya cuantia
‘sea igual’ o inferior al equ1valente en pesos ‘Colombianos a ciento-

N\

cincuenta mil,.dolares de los Estados Unidos de America (US$150.000),
11qu1dados aﬁ;la tasa.{ de camblo representatlva del mercado’ v1gente
el “dia en que ‘se surtawl. a aproba01on o celebracion del acto, ‘siempre
~que no . se trate de" enajenar»blenes 1nmuebles o cualquler otro activo
'fle dei; \
. Cuotas o partes ‘de interes inversivnes y fodo tipo de derechos
de la sociedad, o de/const1tu1r gravamenes sobre cualquiera de los
anterlores facultades‘ que radlcan exclus1va Y prlvatlvamente en
cabeza’ del Presidente:“ 'Las demas funciones que lelcorresponda-como
~~Representante legal por dlSpOSlClOH e la ley,. de estos estatutos
yoj de 1la. Junta Dlrectlva El Vlcep
des1gnado por la Junra leectlva, “quien lo reemplazara donjuntao
separadamente ., . en sus; ~faltas temporales,n‘absolutas o meramente
acc1dentales ifCOn 1dent1cas facu‘tades Y., S1n que sea necesarlo\para

D NG -
1 k \ St \‘N \\\.,_

la soc1edad 1nclu81ve de! naturaleza muebles,_acc1ones ~

f51dentef tendra (1) suplente,f
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acredltar
\General
E1l

Suplente,reemplaza;a al Gerente General
o i G

ejercer conjunta o separada—
con dentlcanfacultadesx

facultades
Prgs;dente

titular. EL.
. otrasg Ejercer;
‘los :

facu tades en
dad;\..en
rrollo del 's001al de
eyes Y yen los presentes estatutos. Aprobar y € 1ebrar en 1 -\
e soc1edad todo vacto o} contrato cuya cuantia sea igua: Q'lnferlor”
“al equlvalente en’- pesos Colomblanos 2 Cincuenta Mil dolares de 168

Estados Unldosﬁ de Ameriga (US$50 000), llquldadosé;a la tasa de

cambio’, represe tatlva del mercado v1gente el dia en.que se surta la
aprobac1on o) celebrac1on del acto, 81empre que no se’trate de- enaje—
“har a cualquler tltulo blenes\lnmuebles Ye) cualqﬁ’er otro- actlvo fle*
\de la soc&edad ~inclus1vex de naturaleza mueble,. acciones, “cuotasl o
partes de’ 1nteres, inversiones Y todo tlpO de derechos de la socie-
dad /~o: de constltulr gravamenes‘ ‘sobre cualquiera de':las anteériores
facultades que,” radican.. ‘exclusiva .y prlvatlvamente ,gn cabeza del

Pre31dente ‘ "*"f'i"""—riiif“tf’"i——fffiZii“"i;'—-'"*“““‘“““"‘j

-

c E R T I F T c A o
Que . segln Acta‘ No 116 del .27 de Junlo de 1997 correspondlente a
la Asamblea de-Acc1onlstas en Barranqullla de la soc1edad !

o

PROCAPS S.A.~- e

~cuya parte. pertinente se Anscribid
15 de Agosto de 111997 ba]o ﬂel No:
¥y segln “WActa No.“:"127 del™ 22 de
la Asamblea de/Acc1onlstas en Barranqullla
PROCAPS  S.A. , : - : o
cuya™ -parte pertlnente “gé inscribié en ebta Camaravde Comercid, el

:/29 de Ma”o de 2000 bajo el?No 87,250 del libgb$respectin, fueromn:

n esta Camara de Comerc1o, el.
70,838 del libro] respectlvo )
Marzo de 2000 correspondlente a’
dé la sociedad: :

1. M1nsk1
2. MlnSkl
Minski

kkkkkkkkk* C ON T I N U A **kkkkhkkkk
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Que segin Acta No. 116 del 27 de Junio de 1997 correspondiente a
la Asamblea de Accionistas en Barranquilla, de la sociedad: PROCAPS
S.A. cuya parte pertinente se inscribidé en esta Camara de Comercio,
el 15 de Aﬁosto de 1997 bajo el No. 70,838 del libro respectivo,
.fueron hechos los siguientes nombramientos:

Cargo/Nombre . ' Identificacién
' Presidente. ' ' ’
. Minski Gontovnik Ruben ) : CC.*x*x*xkkx*x7 463,982
Suplente del Presidente . - ) \ '
Minski Minski Abraham o h CC.***x*x*kx**802,575
Vlcepre81dente ' ' R

Minski Gontovnlk Meyer '!,CC.*******7,461,324

- Minski Gontovnik Jose L \/,, N e CO.**%kxx%8, 671,834
r f ‘/ ' [ K . ™ : ' — A
e L - . N o
7 f/s \“\f\C E R T I F I c A L A
e \“‘ ™ L.

" Que segun Acta No. 11/'del 01 de Febrero de- 2001 correspondlente a

la Junta Dlrectlva’/en \Barranqu1lla, de .1la. soc1edad PROCAPS S.A.
cuya‘-parte pertlnente, seﬁ 1nscr1b10 en. esta Camara de Comerc1o el
12 de Febrero™ de 2001° bajo rel No ,91 273 del llbro respectlvo

fueron hechos los s1gu1entes nombramnientos o
Cargo/Nombre S L s . Identlflca01on
Gerente Geéneral. =~ S SR T
Uribe Ochoa Gﬁillermo “Luis S *'~CC.******70,073,754

G5 'f’\ CER T/I

E) B
w N \\

i

Que segun Acta No. 406 del 02 de Sep/bre de 2004 correspondlente a

‘la Junta Dlrectlva ren Barranqullla*”‘de la soc1edad PROCAPS S. A

!
.

\\\\\

cuya parte pertlnente se 1nscr1blo“ ‘éh esta Gamara de Comercio, el
09 .de Sep/bre: de 2004: el . No. 113 ,263 del 11bro respectivo,
fueron hechos: ,s 81gu1entes nonm ramlentos ‘ o
Cargo/Nombre ' a7 0?”
~Suplente .del Gerente: <
Tanaka Tatekawa Walter ;

et N\ \v‘. .

Ident1f1cac1on

s .
P J N

)
0

\\,
//

N RPN
st ¥ :

Quef'éegﬁn Acta No. del 29fde Marzo- de 1999 correspondiente a
cila Asamblea de Ac01onlstas -en Barranqu111a, de,la sociedad: PROCAPS
S A. cuya parte | pertlnenteuse 1nscr1b10 en esta. Camara de Comerc1o,
‘el 04 de” Agosto - de 1999 “bajo el No . 82,226 “del llbro respectlvo,
fueron hechos los 81gu1entes nombramlentos a

Cargo/Nombre > a ,LIdentlflcacxon
- RN

L NAE

T o
JCC-****t*16r251'9?3f
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PROCAPS S.A.-+

{ 9 _
31 de Marzo de 2009 correspondlente a
de/la 8001edad‘ PROCAPS~

,yparte
2009 bajo el No.

) Julio de
C \hechos’los 51gu1entes nombramlentos

Suplente del Rev1sor Flscal
7T Duarte\Dlaz Dav1d

Que ‘\'por Escrltura Publlca No. i del 07 de' ch/bre de 2007
otorgada en 13 Notarla "2 a. de’ Barranqullla cuya parte pertlnente
1nscr1b10 en esta Camara de Comer01o el . 20 de ch/bre de 2007\
N /3,492 del libro respectlvo,—e, ——————— :
£ 1nscr1p01ones 3.492-1,"3.493, 3.494, 3.495f‘3.496 '3 497
3.498@; 3.499,/3.500, 37501,-3.502,-3.503, 3.504, 3.505, 3.506,
3.5QZ,{ Consta que RUBEN MINSKI GONTOVNIK, C.C. No. 7.463. 982,\
obrando como Pre81dente y Representante Legal de la“ ‘sociedad C.T:
NATURMEGA S.A. que . obrando en_ .su condicion.de” Pre81dente Y - A
Representante Legaql> de la sociedad PROCAPS S.A., el pr681dente --ts
“debidamente” facultado por ‘los Estatutos 8001ales y por ‘el Maximo’
Orgarno. Social; ‘otorga los 81gu1entes poderes: Otorgar.poder --=-----
general, ampllo vy suf1c1ente a. 1os doctores JOSEFINA DEL CARMEN -
MIELES BUELVAS CC.No.33.138.497;'a MARCELA 'CARVAJALTINO PAGANO-Z----
/CC No.22.579.748; CRISTINA VIOLI FRANCESCHINI CC.No.22. 463 716 con.
Llas facultades que se transcrlben a cont1nuac1on ra. Para que ~—1ff”
representen a la ‘Ssociedad PROCAPS S.A, ante todd. tlpo de r=<---m-- e
autoridades administrativas vy jurisdiccionales, en asuntos de, #-=m~-
naturaleza 01v1l 1abora1 comer01al penal aduanera camblarla
tributaria, pollclva admlnlstratlva y fiscal. b.- Contestar yw“
,»presentar “demandas;’ - requerlmlentos, recursos, pedlr y aportar ----
AR T 6]e01b1r i notlflcarse ejercer 1a a001on de tutelaij :
“tramitar w1n01dente de desacato, comparecer en los” procesos-que ----=
cursén. contray da sociedad, allanarse en.,. nombre dé la sociedad en
los . iasuntos que sean: \necesarlos ; tran81glr de81st1r sustltulr
renun01ar y reasumir el poder ¢~ La facultad expresa de D
‘nc111ar,\\por tanto pueden -llegar a -acuerdos conc111atorlos ————
ransac01onales, "ud1c1ales\ fo} extra]udlclales O extra]ud1c1ales,g
cualqu1era"que sea  su cuantla, para” lo cual™ “las apoderadas deben”
la Jautorizacion simple . y escrita del Representanterlegal
5001edad d.- Podran presentar sollc1tudes de devolu01on y/o
\de 1mpuestos, ventas 0% rerntas, rec1b1r los pagos por
y adelantar todo tramlte o) proceso adm nlstratlvo\

‘.‘Ni‘.\\

de la soc1edad PODERES ESPECIALES

amplio Y suficiente a lasﬁpersonas
B, :

representac1on legal
: poder: . especial:
Sggg;damenteyx_que conforman el,ﬁgrupo A

v
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‘'que conjuntamente suscriban contratos de suministros de mercancias
y servicios con entidades oficiales, hasta la suma de OCHOCIENTOS
MIL DOLARES DE LOS ESTADOS UNIDOS DE AMERICA (US800.000.00), -------
liquidados a la tasa "representativa del mercado vigente en el dia

‘que se realice 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 ----------
DIAZGRANADOS ‘CC No.22. 177 540, DAVID ANTONIO CHARRIS GIRALDO —m=-o--
CC.No0.19.341.274, RICARDO DORADO HURTADO CC.No.79.715.772, JAIME
FORERO LLINAS CC.N0o.19.300.593. b.- Se confiere.poder especial ———c-
amplio y suficiente al senor WILLIAM:ALBERTO BARROS CERRA ----------

1'” CC.No.8.715.941, para dque en’ ‘nombre y representacion de PROCAPS ----
S.A.

suscriban declaraciones camblarlas,ﬁaduaneras y tributarias a
que este obllgada laf soc1edad en el giro normal .de sus ne9001os Y
operaciones soc1a1es,\ por tanto quedan facultados para flrmarlas,
,como tambien los demas documentos relac1onados con ellas,. - --------=-
notlflcarse, aportar.,y, solicitar las pruebas que €ean necesarias. ,
-Otorgar poder espe01a1 ampllo Y suflclente al ‘senor MARLON ---=-
TATIS PAREDES:, CC. No 72 176 874 Y al senor WILLIAM ALBERTO BARROS
CERRA - CC.No. 8 715 941, para que en nombre yirepresentac1on de ------
PROCANPS S.A. suscrlban las declarac1ones,” reportes y cualquier
~documento- relac1onado con los tramites: o reglstros de Comercio -----

"Exterior "y o cualquier entidad del ‘Estado que haga sus® veces: d) "

MOtorgar -poder especial amplic y suficiénte a la doctora CARMEN ---=-

ALICIA HERRERA: DIAZGRANADOS CC. NO 22.377.540 Y- al doctor WALTER
TANAKA" TATEKAWA CC.No-.16.251. 923 ‘para que ‘en nombre'y =------------
representac1oﬁ‘ ‘de PROCAPS S.A.; endosen- los titulos valores de la

.,sociedad  :hasta por.la suma de UN MIL MILLONES DE- PESOS ------------ -

‘(1 000. ooo 000. oo)”/M L. CUARTO: EI representante legal dé la -----~-"

'sociedad “PROCAPS 'S.A. doctor RUBEN: 'MINSKI “GONTOVNIK:: manifiesta
que .- la presente reforma fue aprobada por 1a Asamblea General 7
Extraordlnarla de :}

las™ dlsp051c1ones legales Yy estatutarlas ——————————w:i ——————— VR

PN RSN
. Ch
By ‘\».

Que , por Escrltura Publlca No. -1, 933 del 16 de. Sep/bre de 2008,
otorgada en 1a Notarid 2 a. de Barranqullla cuya. parte pertinente
se 1nscr1b10“en estaC‘Camara de ‘Comercioc, ‘el 06 de’ Octubre de- 2008
/bajo el No.. 3 748 del libro respectlvogcf —————————————————————————————
'Consta que el senor RUBEN; MINSKI GONTOVNIK C‘C "No. 7. 463 982, que
“comparece . en  su ‘condicion ‘de Presidente Yy Representante Legal de la
SOC1edad PROCAPS S.A. ,/conflere por medio de este 1nstrumento el
publlco Poder espec1a1 Ampllo y Suf1c1ente a la doctora MILEN 5*—-——

AN RNR AN L

o,

'}:fT IFI c A

N
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PROCAPS S.A.--Zn> PN,

\mepreseané“ -
aduaneras y trlbutarlas
normal\ de %
faculVada par
relac1onados

con ellas
sean necesarlas

Jwilquldac1on
lLedad.

1nforma01on sobre embargos de estable01m1ento se sumlnlstra en
Matrlcula,\ w; contratos sujetos a r glstro en/

IEAY

Que 1los -~actos de’ reglstro/ aqul certlflcados quedan en flrme cinco

N dlas héb%lés despues, de 1la ,correspondlente' 1nscr1pc1on, 31empre
"que, dentro de 'dicho © término, ‘no sean objeto de los Trecursos de
repogicidn .ante. esta/'entldad y/o. de“,apela01on4;para ante la
Superlntenden01a de Industrla v Comer01o.»_“ L _
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Description
This invention relates to formulations containing rapamycin or pharmaceutically acceptable salts of rapamycin,
which are useful in oral administrations for inducing immunosuppression and for treating transplantation rejection, host
vs. graftdisease, autoimmune diseases, diseases of inflammation, solid tumors, fungal infections, adult T-cell leukemia/

lymphomas and hyperproliferative vascular disorders.

Background of the Invention

Rapamycin is a macrolide antibiotic produced by Streptomyces hygroscopicus which was discovered first for its
properties as an antifungal agent. It adversely affects the growth of fungi such as Candida albicans and Microsporum
gypseumn. Rapamycin, its preparation and its antibiotic activity were described in U.S. Patent No. 3,929,992, issued
December 30, 1975 to Surendra Sehgal et al. In 1977 Martel, R. R. et al. reported on immunosuppressive properties
of rapamycin against experimental allergic encephalitis and adjuvant arthritis in the Canadian Journal of Physiological
Pharmacology, 55, 48-51 (1977). In 1989, Calne, R. Y. et al. in Lancet, 1888, no. 2, p. 227 and Morris, R. E. and Meiser,
B. M. in Medicinal Science Research, 1989, No. 17, P. 609-10, separately reported on the effectiveness of rapamycin
in inhibiting rejection in vivo in allograft transplantation. Numerous articles have followed describing the immunosup-
pressive and rejection inhibiting properties of rapamycin, and clinical investigations have begun for the use of rapamycin
in inhibiting rejection in transplantation in man.

Rapamycin alone (U.S. Patent 4,885,171) or in combination with picibanil (U.S. Patent 4,401,653) has been shown
to have antitumor activity. R. Martel et al. [Can. J. Physiol. Pharmacol. 55, 48 (1977)] disclosed that rapamycin is
effective in the experimental allergic encephalomyelitis model, a mode! for multiple sclerosis; in the adjuvant arthritis
medel, a mode! for rheumatoid arthritis; and effectively inhibited the formation of IgE-like antibodies.

The immunosuppressive effects of rapamycin have been disclosed in FASEB 3, 3411 (1988). Cyclosporin A and
FK-506, other macrocyclic molecules, also have been shown to be effective as immunosuppressive agents, therefore
useful in preventing transplant rejection [FASEB 3, 3411 (1989); FASEB 3, 5256 (1989); R. Y. Calne et al., and Lancet
1183 (1978).

Rapamycin has been shown to inhibit transplantation rejection in mammals [U.S. Patent 5,100,899]. Rapamycin,
its derivatives and prodrugs have also been shown to be useful in treating pulmonary inflammation [U.S. Patent
5,080,899], systemic lupus erythematosis [U.S. Patent 5,078,839], immunoinflammatory skin disorders, such as pso-
riasis [U.S. Patent 5,286.730], immunoinflammatory bowe! disorders [U.S. Patent 5,286,731], ocular inflammation [U.
S. Patent 5,387.589], hyperproliferative vascular disorders, such as restenosis [U.S. Patents 5,512,781 and 5,288,711,
carcinomas [U.S. Patent 5,206,018 and 4,885,171], and cardiac inflammatory disease [U.S. Patent 5,496,832]; and in
preventing the onset of insulin dependent diabetes meliitus [U.S. Patent 5,321,009]. Additionally, rapamycin has been
shown to be useful intreating adult T-cell leukemia/lymphoma [European Patent Application 525,960 A1], and in treating
ocular inflammation [U.S. Patent 5,387,589].

Because of its poor oil and water solubility, only a few formulations of rapamycin have proven satisfactory. U.S.
Patents 5,516,770 and 5,530,006 disclose intravenous rapamycin formulations, and U.S. Patents 5,536,729 and
5,559,121 disclose liquid oral rapamycin formulations.

Mono- and diacylated derivatives of rapamycin (esterified at the 28 and 43 positions) have been shown to be useful
as antifungal agents (U.S. Patent 4,316,885} and used to make water soluble prodrugs of rapamycin (U.S. Patent
4,650,803). Recently, the numbering convention for rapamycin has been changed; therefore according to Chemical
Abstracts nomenclature, the esters described above would be at the 31- and 42-positions. U.S. Patent 5,118,678
discloses carbamates of rapamycin that are useful as immunosuppressive, anti-inflammatory, antifungal, and antitumor
agents. U. S. Patent 5,100,883 discloses fluorinated esters of rapamycin. U. S. Patent 5,118,677 discloses amide
esters of rapamycin. U. S. Patent 5,130,307 discloses aminoesters of rapamycin. U. S. Patent 5,117,203 discloses
sulfonates and sulfamates of rapamycin. U. S. Patent 5,194,447 discloses sulfonylcarbamates of rapamycin.

The primary immunosuppressive agent presently used for inhibiting rejection in the allograft transplantation of
organs in man is SANDIMMUNE (cyclosporine). Cyclosporine is a cyclic polypeptide consisting of 11 amino acids. The
intravenous injectabte formulation of SANDIMMUNE (1V) is a sterile ampoule containing, per ml, 50 mg of cyclosporine,
650 mg of Cremophor® EL and alcohol Ph Helv. (32.9% by volume) (under nitrogen). For administration this mixture
is diluted further with 0.9 % Sodium Chioride [njection or 5% Dextrose Injection before use. {Physicians' Desk Refer-
ence, 45th ed., 1991, pp. 1962-64, Medical Economics Company, Inc.) The macrolide molecule designated FK506,
which has certain structural similarities to rapamycin, is also currently undergoing clinical investigation for inhibiting
rejection in allograft organ transplantation in man. FK506 is isolated from Streptomyces tsuskubaensis and is described
in U.S. Patent No. 4,804,366 to Okuhara et al., issued January 16, 1990 R. Venkataramanan et al., in Transplantation
Proceedings, 22, No. 1, Suppl., 1 pp 52-56 (February 1990), report that the intravenous injectable formulation of FK506
is provided as a 10 mg/ml solution of FK506 in polyoxyethylated castor oil (HCO-60, a surfactant) and alcohol. The
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intravenous preparation must be diluted with saline or dextrose and administered as an infusion for 1 to 2 hours.

The Physicians' Desk Reference (45th ed., 1991, p. 2118, Medical Economics Company, Inc.) lists SANDIMMUNE
(cyclosporine) as available in 25 mg and 100 mg strength capsules and as an oral solution in 50 ml bottles. The 25
mg capsules contain 25 mg cyclosporine, USP, and alcohol, USP dehydrated, at a maximum of 12.7% by volume. The
100 mg capsules contain cyclosporine, USP, 100 mg and alcohol, USP dehydrated, at a maximum 12.7% by volume.
Inactive ingredients in the oral capsules are corn oil, gelatin, glycerol, Labrafil M 2125 CS (polyoxyethylated glycolysed
glycerides), red iron oxide, sorbitol, titanium dioxide, and other ingredients. The oral solution is available in 50 mg
bottles containing cyclosporine, USP, 100 mg and Ph. Helv. alcohol at 12.5% by volume dissolved in clive oil, Ph. Helv./
Labrafil M 1944 CS (polyoxyethylated oleic glycerides) vehicle which must be diluted further with milk, chocolate milk
or orange juice before oral administration.

IMURAN (azathioprine, available from Burroughs Wellcome Co., Research Triangle Park, N.C.) is another orally
administered immunosuppressive agent prescribed alone or in conjunction with other immunosuppressive agents. The
Physicians' Desk Reference (45th ed., 1991, pp. 785-787, Medical Economics Company, Inc.) lists azathioprine as 6-

{1-methyl-4-nitroimidazol-5-yljthio]purine, which is provided for oral administration in scored tablets containing 50 mg
azathioprine-and the inactive ingredients lactose, magnesium stearate, potato starch, povidone, and stearic acid.

Description of the Invention

Methods of drug delivery are designed to deliver an acceptable dosage of the medication to the patient. In the
case of oral formulations, it is highly desirable to provide a dosage form which meets this criteria and which can be
effectively administered, preferably self-administered, in either clinical or non-clinical situations.

The present invention concerns formulations useful in the oral administration of rapamycin. Rapamycin has been
shown to possess immunosuppressive, antirejection, antifungal and antiinflammatory activity in vivo and to inhibit thy-
mocyte proliferation in vitro. Therefore, these formulations are useful in the treatment or inhibition of transplantation
rejection such as kidney, heart, liver, lung, bone marrow, pancreas (islet cells), cornea, small bowel, and skin allografts,
and heart valve xenografts; in the treatment or inhibition of graft vs. host disease; in the treatment or inhibition of
autoimmune diseases such as lupus, rheumatoid arthritis, diabetes mellitus, myasthenia gravis, and multiple sclerosis;
and diseases of inflammation such as psoriasis, dermatitis, eczema, seborrhea, inflammatory bowel disease, puimo-
nary inflammation (including asthma, chronic obstructive pulmonary disease, emphysema, acute respiratory distress
syndrome, bronchitis, and the like). and eye uveitis.

Rapamycin has also been shown to have antitumor, antifungal, and antiproliferative activities. The formulations of
this invention therefore also useful in treating solid tumors, including sarcomas and carcinomas, such as astrocytomas,
prostate cancer, breast cancer, small cell lung cancer, and ovarian cancer; adult T-cell leukemia/lymphoma; fungal
infections; and hyperproliferative vascular diseases such as restenosis and atherosclerosis.

The present invention, also provides formulations for use in inducing immunosuppression in a mammal in such
need.

In general, the formulations of this invention provides an oral tablet dosage form of rapamycin comprising a core
which is overcoated with rapamycin, and a sugar coat containing one or more surface modifying agents and one or
more sugars. It is preferred that the sugar coat also contain one or more binders. It is preferred that such dosage tablets
contain 0.05 - 20 mg rapamycin, with it being more preferred that such tablet will contain 0.5 - 10 mg rapamycin.

In preparing rapamycin oral dosage tablets in accordance with this invention, a number of surface modifying agents
are suitable to form a dispersion with rapamycin which is used in the overcoat. These can be selected from known
pharmaceutical excipients including various polymers, low molecular weight oligomers, natural products and other
surface modifying agents. Preferred surface modifying agents include nonionic and anionic surface modifying agents.
Representative examples of surface modifying agents include, but are not limited to, Pluronic F68, benzalkonium chio-
ride, calcium stearate, cetostear! alcohol, cetomacrogol emulsifying wax, sorbitan esters, colloidol sificon dioxide, phos-
phates, sodium dodecylsulfate, magnesium aluminum silicate, and tristhanolamine. It is more preferred that Pluronic
F68 (available from BASF Corp.) is used as the surface modifying agent.

The sugar used in the production of the sugar overcoat described in this invention is a sugar product, such as
sucrose, derived from beet or cane sources or starch, saccharide, or polysaccharide converted sources, which are
considered suitable for preparing the sugar overcoat. When used in preparing the solid dosage form of this invention,
it is preferred that the sugar is sucrose.

When binders are used in preparing the rapamycin oral dosage tablets, these can include gum acacia, cholesterol,
tragacanth, stearic acid, gelatin, casein, lecithin (phosphatides), carboxymethylcellulose calcium, carboxymethylcel-
lulose sodium, methylcellulose. hydroxyethylicellulose, hydroxypropylcellulose, hydroxypropylmethycellulose phtha-
late, microcrystalline cellulose, noncrystalline cellulose, polyvinylpyrrolidone (povidone, PVP), cetostearyl alcohol, cetyl
alcohol, cetyl esters wax, dextrates, dextrin, lactose, dextrose, glyceryl monooleate, glyceryl monostearate, glyceryl
palmitostearate, polyoxyethylene alkyl ethers, polyethylene glycols, polyoxyethylene castor oil derivatives, polyoxyeth-
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ylene stearates, and polyviny! alcohol.

The dosage tablets described herein provide rapamycin contained in a sugar overcoat that has been overcoated
onto a core. The core can either be pharmaceutically inert or can contain a pharmaceutically active agent. As used in
describing this invention the term "sugar overcoat" refers to the rapamycin, one or more surface modifying agents, and
one or more sugars, which coat the core. If one or more binders are included in the formulation, they are also considered
part of the sugar overcoat.

The following provides a preferred formulation for the sugar overcoat of a solid dosage tablet containing 0.05 - 20
mg rapamycin.

a) rapamycin in an amount from about 0.05 - 20 mg
b) Pluronic F-68 in an amount from about 0.008 - 10 mg
¢) sucrose in a range from about 40 - 99% weight of the sugar overcoat

In the formulations described in this invention, the quantities of the ingredients specified as percentages will vary
according to the weight of the sugar overcoat. The sugar overcoat described in this invention will typically weigh about
50 - 200 mg. Therefore in the above formulation, the quantity of sucrose would be about 20 mg (about 40% weight of
the sugar overcoat) for a 50 mg sugar overcoat containing 20 mg rapamycin and 10 mg Pluronic F68 . Similarly, the
percent weight of sucrose in the sugar overcoat can comprise greater than 99% (e.g 99.97%) of the sugar overcoat
when a 200 mg sugar overcoat contains 0.05 mg rapamycin and 0.008 mg Pluronic F68.

The following provides a more preferred formulation for the sugar overcoat of a solid dosage tablet containing 0.05
- 20 mg rapamycin, in which the sugar overcoat contains povidone and microcrystalline cellulose.

a) rapamycin in an amount from about 0.05 - 20 mg

b) Pluronic FE8 in an amount from about 0.008 - 10 mg

b) sucrose in a range from about 35-99% weight of the final overcoat

¢) povidone in a range from about 0.2 - 1.0 % weight of the final overcoat

d) microcrystalline cellulose in a range from about 0.1 - 3.0 % weight of the final overcoat

A rapamycin containing oral dosage tablet containing the above constituents can be prepared according to the
following procedure. Briefly, a dispersion of rapamycin in a surface modifier, such as Pluronic F68, is prepared according
to U'S. Patent 5,145,684, which is hereby incorporated by reference. The dispersion will typically have an effective
average particle size of less than about 400 nm. A ratio of between 6:1 to 2:1 rapamycin:Pluronic F68 is typically
desired, with 2.1 being preferred. When a 2:1 ratio is used, a dispersion typically containing 150 mg/mi is prepared,
and used to prepare 0.05 - 20 mg rapamycin oral solid dosage tablets. For the higher strength tablets (i.e., 15 - 20 mg
rapamycin) it may be desirable to increase the concentration of the dispersion, such as up to about 300 mg/ml. Sucrose
is added to the rapamycin / Pluronic F68 dispersion, and mixed until it is dissolved. Povidone is added and mixed until
well wetted. The mixture is mixed vigorously to dissolve. Microcyrstalline cellulose is added and mixed well until wetted.
Water is added (about 2 - 55 mg), mixed well and the mixture is spray coated onto a pharmaceutically inert core in

. small portions, and air dried in between portions, until the desired tablet strength is formed. During the manufacturing

process, the majority of the water is removed, such that approximately less than 5% water remains in each tablet.
Typically less than 2% residual waler is present in each tablet. The rapamycin containing oral dosage tablets can be
optionally coated with a color coat followed by a polish coat if desirable. The color coat typically contains a sugar such
as sucrose, and a pigment such as titanium dioxide, and the polish coat contains carnuba wax, which can be applied
as a dispersion in a solvent, such as mineral spirits.

When the core is a pharmaceutically inert core, it is typically a placebo core which may contain lactose, microc-
rystalline cellulose, PEG-8000, and other binders and fillers. The core, can be sealed with shellac to prevent disinte-
gration from occurring during the overcoating process. A sucrose coat may also be placed on top of the shellac coat
prior to the overcoating process.

The sugar overcoating described in this invention can be prepared to typically weigh about 50 - 200 mg. Using the
process described herein, a 100 mg sugar overcoat containing 0.05 - 20 mg rapamycin would be made from the
following ingredients according to the procedure described above:

a) rapamycin in an amount from about 0.05 - 20 mg

b) Pluronic F68 in an amount from about 0.008 - 10 mg

b) sucrose in an amount from about 35 - 98 mg

¢) povidone in an the amount from about 0.2 - 1.0 mg

d) microcyrstalline cellulose in an amount from about 0.1 - 3.0 mg

e) water in an amount from 2 - 55 mg (mostly removed during processing)
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It is contemplated that when the formulations of this invention are used as an immunosuppressive or antiinflam-
matory agent, they can be administered in conjunction with one or more other immunoregulatory agents. Such other
antirejection chemotherapeutic agents include, but are not limited to azathioprine, corticosteroids, such as prednisone
and methylprednisolone, cyclophosphamide, cyclosporin A, FK-506, OKT-3, and ATG. By combining one or more of
the formulations of the present invention with such other drugs or agents for inducing immunosuppression or treating
inflammatory conditions, lesser amounts of each of the agents may be required to achieve the desired effect. The basis
for such combination therapy was established by Stepkowski whose results showed that the use of a combination of
rapamycin and cyclosporin A at subtherapeutic doses significantly prolonged heart allograft survival time. [Transplan-
tation Proc. 23:507 (1991)].

The dosage requirements may vary the severity of the symptoms presented and the particular subject being treated.
Projected daily oral dosages of rapamycin would be 0.05 - 25 mg, with preferred projected daily doses being 0.5 - 10
mg when rapamycin is used in combination therapy, and 1 - 25 mg when rapamycin is used as monotherapy. More
preferred projected daily doses are 2 - 5 mg when rapamycin is used in combination therapy, and 5 - 15 mg when
rapamycin is used as monotherapy.

Treatment will generally be initiated with small dosages less than the optimum dose of the compound. Thereafter
the dosage is increased until the optimum effect under the circumstances is reached. Precise dosages will be deter-
mined by the administering physician based on experience with the individual subject treated. In general, the formu-
lations of this invention are most desirably administered at a concentration that will generally afford effective results
without causing any harmful or deleterious side effects.

The oral dosage tablet formulation of this invention can also be used to make oral dosage tablets containing
derivatives of rapamycin, including, but not limited to rapamycin esters, carbamates, sulfates, ethers, oximes, carbon-
ates, the like which are all well described in the patent literature.

The following provide the preparation and evaluation of representative examples of rapamycin solid dosage tablets.

EXAMPLE 1

The following shows the preparation and evaluation of a | mg rapamycin oral dosage tablet containing a 100 mg
sugar overcoat.

Formula:

Ingredients* Amount
Rapamycin 1mg
Pluronic F68 0.5mg
Sucrose 98.940 mg
Povidone 0.510 mg
Microcrystaline cellulose 1.020 mg
Water 49.653 mg

“A 2% overage is included in these quantities to account for manufacturing losses.

Manufacturing Directions:

1. A dispersion of less than about 400 nm particle size of rapamycin and pluronic F68 was prepared according to
U.S. Patent 5,145,684 using a 2:1 ratio of rapamycin:Pluronic F68. A dispersion concentration of 150 mg rapamy-
cin/ml was used.

2. Sucrose was added and mixed until the sucrose dissolved.

3. Povidone was added and mixed until well wetted. Mixing was continued vigorously until the povidone dissolved.
4. Microcrystaline cellulose was added, and mixed well until wetted.

5. Water was added and mixed well.

6. The resulting solution was spray coated onto a pharmaceutically inert core portionwise and air dried in between
portions.

Evaluation

Six Cynomolgus monkeys, listed below as A-F, were administered the above formulation at a dose of 3 mg ra-
pamycin per monkey and the following serum concentrations of rapamycin were determined at the indicated time after
dosing.
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Rapamycin Concentration (nanogram/ml) / Monkey Number

Time A B C C E F
0 hr. 0.00 0.00 0.00 0.00 0.00 0.00
0.25 hr. 0.00 0.27 0.00 0.26 0.00 0.00
0.5 hr. 0.31 0.28 0.00 0.00 0.54 0.00
1.0 hr. 041 339 4.08 343 .68 0.39
2 hr. 1.31 5.26 11.51 9.86 331 2.96
4 hr. 9.04 4.08 20.23 31.37 3.12 2.36
8 hr. 11.24 8.40 26.57 40.01 16.58 3.90
12 hr. 11.20 7.83 22.95 42.64 11.33 8.27
16 hr. 9.74 06.59 19.50 30.58 10.10 8.15
24 hr. 1.92 5.62 14.37 18.34 6.48 7.19

The results obtained demonstrate that serum concentrations of rapamycin were observed following the adminis-
tration of a representative oral dosage tablet of this invention.

EXAMPLE 2
A 0.5 mg rapamycin oral dosage tablet containing a 100 mg sugar overcoat was prepared according the procedure

described in Example 1. The dispersion contained a 2:1 ratio of rapamycin:Pluronic F68, and was used at a concen-
tration of 150 mg rapamycin/ml. The following lists the quantities of ingredients used.

Formula:

Ingredients™ Amount
Rapamycin 0.5mg
Pluronic F68 . 0.25mg
Sucrose 99.705 mg
Povidone 0.510 mg
Microcrystaline cellulose 1.020 mg
Water 52.288 mg

*A 2% overage is included in these quantities to account for manufacturing losses.

EXAMPLE 3

A 3.0 mg rapamycin oral dosage tablet containing a 100 mg sugar overcoat was prepared according the procedure
described in Example 1. The dispersion contained a 2:1 ratio of rapamycin:Pluronic FE8, and was used at a concen-
tration of 150 mg rapamycin/ml. The following lists the quantities of ingredients used.

Formula:

Ingredients™ Amount
Rapamycin 3.0mg
Pluronic F68 1.5mg
Sucrose 95.880 mg

*A 2% overage is included in these quantities to account for manufacturing losses.
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(continued)

Formula:

Ingredients* Amount
Povidone 0.510 mg
Microcrystaline cellulose 1.020 mg
Water 39.1183mg

*A 2% overage is included in these quantities to account for manufacturing losses.

EXAMPLE 4

A 5.0 mg rapamycin oral dosage tablet containing a 100 mg sugar overcoat was prepared according the procedure
described in Example 1. The dispersion contained a 2:1 ratio of rapamycin:Pluronic F68, and was used at a concen-
tration of 150 mg rapamycin/ml. The following lists the quantities of ingredients used.

Formula:

Ingredients* Amount
Rapamycin 5.0mg
Pluronic F68 25mg
Sucrose 92.820 mg
Povidone 0.510 mg
Microcrystalline cellulose 1.020 mg
Water 28.573mg

*A 2% overage is included in these quantities to account for manufacturing losses.

EXAMPLE &

A7.5mg rapamycin oral dosage tablet containing a 100 mg sugar ovércoat was prepared according the procedure
described in Example 1. The dispersion contained a 2:1 ratio of rapamycin:Pluronic F68, and was used at a concen-
tration of 150 mg rapamycin/ml. The following lists the quantities of ingredients used.

Formula:

Ingredients* Amount
Rapamycin - 7.5mg
Pluronic F68 375 mg
Sucrose 88.995 mg
Povidone 0.510 mg
Microcrystalline cellulose 1.020 mg
Water 15.398 mg

*A 2% overage is added to these quantities to account for manufacturing losses.

- EXAMPLE 6

A 10 mg rapamycin oral dosage tablet containing a 100 mg sugar overcoat was prepared according the procedure
described in Example 1. The dispersion contained a 2:1 ratio of rapamycin;Pluronic F68, and was used at a concen-
tration of 150 mg rapamycin/ml. The following lists the quantities of ingredients used.

Formula:

Ingredients*® Amount
Rapamycin 10 mg
Pluronic F68 5mg

*A 2% overage is included in these quantities to account for manufacturing losses.
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{continued)

Formula:

Ingredients* Amount
Sucrose 85.170 mg
Povidone 0.510 mg
Microcrystalline cellulose 1.020 mg
Water 2223 mg

*A 2% overage is included in these quantities to account for manufacturing losses.

Claims

1. Arapamycin solid dosage unit which comprises a core and a sugar overcoat, said sugar overcoat comprising:

(a) rapamycin,
(b) one or more surface modifying agents, and
(c) one or more sugars.
2. A rapamycin solid dosage unit which comprises a core and a sugar overcoat, said sugar overcoat comprising:
(a) rapamycin in an amount from about 0.05 - 20 mg,
(b) Pluronic F68 in an amount from about 0.008 - 10 mg, and

(c) sucrose in an amount comprising up to about 99% weight of the sugar overcoat.

3. A dosage unit according to Claim 2, wherein the sucrose is in a range from about 40 - 99% weight of the sugar
overcoat. ‘

4. A dosage unit according to any one of Claims 1 to 3, which further comprises one or more binders.

5. A dosage unit as Claimed in any one of Claims 1 to 4 in which the surface modifying agent is Pluronic F68

6. A rapamycin solid dosage unit as Claimed in Claim 1 which comprises a core and a sugar overcoat; said sugar

overcoat comprising

(a) rapamycin in an amount from about 0.05 - 20 mg,

(b) Pluronic F68 in an amount from about 0.008 - 10 mg,

(c) povidone in a range from about 0.2 - 1.0 % weight of said sugar overcoat,

(d) microcrystalline celiulose in a range from about 0.1 - 3 % weight of said sugar overcoat, and
(e) sucrose in a range from about 35 - 99% weight of said sugar overcoat

7. Adosage unitaccording to Claim 6, wherein the povidone is contained as about 0.5% weight of said sugar overcoat.

8. A dosage unit according to Claim 6 or Claim 7, wherein the microcrystalline cellulose as about 1% weight of said
sugar overcoat.

9. A dosage unit according to any one of Claims 5 to 8 wherein the Pluronic F68 is contained in an amount from
about 0.25 - 10 mg. '

10. A dosage unit according to Claim 6, wherein

(a) rapamycin is contained in an amount of about 1 mg,

(b) Pluronic F68 is contained in an amount of about 0.5 mg,

(c) povidone is contained as about 0.5% weight of said sugar overcoat,

(d) microcrystalline cellulose is contained as about 1% weight of said sugar overcoat, and
(e) sucrose is contained in a range from about 95-99% weight of said sugar overcoat
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A dosage unit according to Claim 6, wherein

(a) rapamycin is contained in an amount of about 0.5 mg,

(b) Pluronic F68 is contained in an amount of about 0.25 mg,

(c) povidone is contained as about 0.5% weight of said sugar overcoat,

(d) microcrystalline cellulose is contained as about 1% weight of said sugar overcoat, and
(e) sucrose is contained in a range from about 96-99% weight of said sugar overcoat

The dosage unit according to Claim 6, wherein

(a) rapamycin is contained in an amount of about 3 mg,

(b) Pluronic F68 is contained in an amount of about 1.5 mg,

(c) povidone is contained as about 0.5% weight of said sugar overcoat,

(d) microcrystalline cellulose is contained as about 1 % weight of said sugar overcoat, and
(e) sucrose is contained in a range from about 90-96% weight of said sugar overcoat

The dosage unit according to Claim 6, wherein

(a) rapamycin is contained in an amount of about 5 mg,

(b) Pluronic F68 is contained in an amount of about 2.5 mg,

(c) povidone is contained as about 0.5% weight of said sugar overcoat,

(d) microcrystalline cellulose is contained as about 1% weight of said sugar overcoat, and
(e) sucrose is contained in a range from about 80-96% weight of said sugar overcoat

A dosage unit according to Claim 6, wherein

(a) rapamycin is contained in an amount of about 7.5 mg,

(b) Pluronic F68 is contained in an amount of about 3.75 mg,

(c) povidone is contained as about 0.5% weight of said sugar overcoat,

(d) microcrystalline cellulose is contained as about 1% weight of said sugar overcoat, and
(e) sucrose is contained in a range from about 75-80% weight of said sugar overcoat

A dosage unit according to Claim 6, wherein

(a) rapamycin is contained in an amount of about 10 mg,

(b) Pluronic F68 is contained in an amount of about 5 mg,

(c) povidone is contained as about 0.5% weight of said sugar overcoat,

(d) microcrystalline cellulose is contained as about 1% weight of said sugar overcoat, and
(e)

e) sucrose is contained in a range from about 65-90% weight of said sugar overcoat

A process for preparing a rapamycin oral dosage tablet which comprises preparing a sugar overcoat by employing
to the following steps,

(a) preparing a rapamycin dispersion in one or more surface modifying agents,
(b) adding one or more sugars to the dispersion and stirring until dissolved,
(c) adding water to the mixture, and stirring until dissolved, and

spraying the overcoat onto a core and drying until the desired quantity of rapamycin has been sprayed onto the core.

A process according to Claim 16 which further comprises adding one or more binders to the dispersion either
before or after the sugar has been added to the dispersion.

A process according to Claim 16 or Claim 17 wherein the surface modifying agent is Pluronic F68.

A process according to Claim 18, wherein the ratio of rapamycin to Pluronic F68 is between about 2:1 and about
6:1 by weight.

A process according to Claim 19, wherein the ratio of rapamycin to Pluronic F68 is about 2:1 by weight.
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A process according to any one of Claims 16 to 20 wherein the sugar is sucrose.
A process according to Claim 21, wherein the quantity of sucrose is about 35 - 99% weight of the dried overcoat.
A process accordingto any one of Claims 17 to 22 wherein the binders are povidone and microcrystalline cellulose.
A process according to Claim 23, wherein the quantity of povidone is about 0.2 - 1% weight of the dried overcoat.

A process according to Claim 23, wherein the guantity of microcrystalline cellulose is about 0. 1 - 3% of the dried
overcoat.

A rapamycin oral dosage tablet obtainable by a process as claimed in any one of Claims 16 to 25.
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Description

BACKGROUND OF THE INVENTION

In the past three decades, substantial effort has gone into the identification of methods for controlling the rate of
release of drug from pharmaceutical tablets. Excipients have been incorporated into tablet cores to controt dissolution,
and hence absorption, of drugs. Tablets and spheroids have been coated with polymers to provide slow, diffusion - con-
trolled release or site-specific release of drugs.

Tablets and encapsulated spheroid dosage forms have also been prepared containing multiple drugs, either in
admixture or as separate tablet layers or spheroids. The drugs are provided to perform multiple functions or to provide
synergism. Such tablets are especially useful in those circumstances where conventional therapy dictates the use of
more than one drug possessing different but compatible activities. For example, diuretic agents are frequently adminis-
tered with antihypertensive agents, and progestational agents in conjunction with estrogens.

Brief Description of the Invention

In accordance with this invention, there is provided a pharmaceutical tablet comprising an internal compressed
core and an external sugar coating, wherein said compressed core optionally contains no pharmacologically-active
agent or one or more non-steroidal, pharmacologically-active agents that are conventionally administered in conjunc-
tion with a hormonal steroid, the improvement which comprises the incorporation of a hormonal steroid and a hormonal
steroid release rate controlling amount of micro-crystalline cellulose in said sugar coating. The compressed tablet core
may be devoid of any medicament or it may contain a pharmaceutical agent other than a steroid, that is compatible with
the steroid and any other therapeutic agent in the sugar coating. Thus, the sugar coated tablets of this invention may
contain one or more pharmacologically-active agents, where the improvement in prior sugar coated tablets comprises
the incorporation of a hormonal steroid release rate controlling amount of microcrystalline cellulose in conjunction with
a hormonal steroid in said sugar coating. The sugar-coated tablet may be finished with color coatings and polished as
is common in coated tablets.

The contents of the tablet core are quite independent from the sugar coating in the sense that the sugar coating
and the hormonal steroid contained in it are dissolved before disintegration of the compressed tablet core and dissolu-
tion of any drug component present in the core. The excipient components employed in formulation of the core tablet
may include pharmaceutically-acceptable water-soluble and/or insoluble substances such as lactose, calcium phos-
phate, starch, calcium carbonate, dextrose, sorbitol, mannitol, microcrystalline cellulose, sucrose, polyvinylpyrrolidone,
methylcellulose, carboxymethylcellulose, alginates, hydroxypropylcellulose, hydroxypropylmethyl-cellulose, ethyicellu-
lose, croscarmellose sodium, sodium starch glycolate, magnesium stearate, stearic acid, polyethylene glycol, sodium
lauryl sulfate, fumed silica, taic and the like.

The sugar coat containing the hormonal steroid also contains a steroid release rate-controllmg amount of microc-
rystalline cellulose and, in certain circumstances, polyvinylpyrrolidone to aid in application of the sugar coat.

The tablet core is produced by compression of an admixture, which has preferably, been granulated, of the phar-
maceutically-acceptable excipients, and, if desired, a therapeutic agent compatible with the steroid to be incorporated
with the release rate controlling amount of microcrystalline cellulose in the sugar coating. The tablet core may have an
unplasticized or plasticized seal coat designed to modify the drug release characteristics of any drug(s) contained
within the core, or to protect them against moisture and/or oxygen. The non-medicated cores are those conventionally
employed as placebo tablets in pharmacological studies.

Detailed Description of the Invention

This invention provides an improved compressed tablet in which, in addition to a conventiona! internal tablet core
optionally containing no drug or one or more drugs that are pharmacologically compatable with a steroid in the external
sugar coating, a sugar coating is present which comprises a hormonal steroid in an amount of about 0.1 to about 20
percent by weight of the sugar coating; microcrystalline cellulose in an amount from about 0.1 to about 3 percent by
weight of the sugar coating; polyvinylpyrrolidone in from about 0 to about 5 percent by weight of the sugar coating; and
sugar. On a unit dose basis, the tablet contains about 0.01 to about 50 milligrams, preferably about 0.015 to about 40
milligrams and more preferably about 0.02 to 30 milligrams, of total hormonal steroid load in the loaded sugar coating
layer. If desired, an undercoat of inert filled sugar may be applied over a seal coat prior to the steroid loaded sugar coat
layer. The inert filler-containing sub-layer sugar coating may be made up with sucrose containing about 7.5 to about 15
percent microcrystalline cellulose. The outer sugar coating may contain a coloring agent such as titanium dioxide or a
primary, secondary or grayed tint as is customary in the tableting art. If desired, the coloring agent may be applied as
a separate coating layer over the outer sugar layer. A final polish may be uaed to further finish and complete the tablet.

The sugar used in production of the sugar coatings referred to throughout this specification is a sugar product, such
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as sucrose, derived from beet or cane sources or starch, saccharide or polysaccharide converted sources, which are
considered suitable for tablet coating purposes. The currently preferred sugar is sucrose. :

It has been discovered that the release of a hormonal steroid from the sugar coating can be controlled by limiting
the quantity of microcrystalline celluiose to from about 0.1 to about 3 percent by weight of the sugar coating. This use
of a small quantity of microcrystalline celluiose in the sugar coat is unlike the use of this excipient as a compression aid
or to assist disintegration of a tablet core. In the latter case, the concentration of microcrystalline cellulose may rise to
as high as 15 to 30 percent of weight.

Examples of hormonal steroids suitable for incorporation into the sugar coating formulations of this invention
include, for instance, one or more of the following steroids; medroxyprogesterone acetate, levonorgestrel, gestodene,
medrogestone, estradiol, estriol, ethinylestradiol, mestranol, estrone, dienestrol, hexestrol, diethylstilbestrol, progester-
one, desogestrel, norgestimate, hydroxyprogesterone, norethindrone, norethindone acetate, norgestrel, megestrol ace-
tate, methyltestosterone, ethylestrenol, methandienone, oxandrolone, trimegestone, dionogest, and the like.
Additionally, the tissue selective progesterones and/or progesterone antagonists which may or may not have the typical
steroidal functionality may be formulated into this technology. These include, but are not limited to: RU-486, onapris-
tone, ZK-137316, ORG-31730, and HRP-2000. Where desired, estrogenic steroids and progestogenic steroids may be

_used in combination in the sugar coatings.

To illustrate in vitro dissolution rate control of steroid in the absence and presence of microcrystalline cellulose, the
following illustrative examples are presented, without limitation:

EXAMPLE 1

A sugar coating consisting of the following solids was applied over a tablet core using either a non-perforated or
perforated coating pan:

Sucrose, NF 87%
Polyvinylpyrrolidone 3%

Medroxyprogesterone Acetate, USP | 10%

The rate of dissolution of the steroid was determined in accordance with 711 }of USP XX, p.959 (1980), employing
Apparatus 2, operating at S0 rpm by dissolving in 0.54% sodium ilauryl sulfate in water at 37°C in six repeated trials
(Method A). CV represents the coefficient of variation between these trials expressed as a percentage.

Time (min.) Percent Steroid
Released (CV%)

5 93(5.2)

10 94 (5.3)

30 95 (5.3)

60 95(5.4)

120 95 (5.4)

EXAMPLE 2

Tablets coated in the same manner with the same sugar coating as above were dissolved in 0.13% sodium lauryl
sulfate in 0.1N HC1 at 37°C using USP Apparatus 1 at 100 rpm, in six trials (method B). The results of this study were:
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Time (min.) Percent Steroid

Released (CV%)
° 5 83 (6.0)
10 85 (5.8)
30 85 (6.2)
10 60 85(6.1)
120 85(6.2)

15

EXAMPLE 3

Additional tablets coated in the same manner with the same sugar composition were subjected to a flow-through
dissolution test procedure in 0.12% sodium lauryl sulfate in 0.1N HCI at 37°C using a SOTAX Dissotest Apparatus at
20 5.7 mUmin. flow rate (Method C). The results of three separate runs were as follows:

Time (min.) Percent Steroid
Released (CV%)
25
30 90.9 (2.9)
60 94.2 (3.0)
90 95.3 (2.9)
30 120 96.0 (3.0)
210 97.4 (3.0)
300 98.9 (3.6)
35
From these in vitro studies it is clear that medroxyprogesterone acetate, used here as a typical hormonal steroid,
is released from the sugar coating extremely rapidly.
4 EXAMPLE 4
For comparison purposes, and to illustrate the unexpected properties of the sugar coatings of this invention, a
sugar coating consisting of the following solids was applied over a tablet core:
45
Sucrose, NF 86.5%
Microcrystalline Cellulose 0.5%
PVP 3.0%
50 Medroxyprogesterone Acetate, USP | 10.0%

Employing the microcrystalline cellulose - containing sugar coated tablets and following Method A, the following in
55  vitro dissolution data were obtained from three runs:
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Time (min.) Percent Steroid
Released (CV%)

S 19.5 (49.5)

10 29.9 (32.8)
30 50.0 (23.0)

60 61.6 (19.5)

120 74.2 (19.2)

EXAMPLE 5

With additional microcrystalline cellulose - containing sugar coated tablets prepared in the same manner as above,
following Method B in six runs, the following data were obtained:

Time (min.) Percent Steroid
Released (CV%)

5 2.3(34.4)

10 8.2 (27.0)

30 17.9(16.1)

60 26.5(13.6)

120 32.7 (16.6)

EXAMPLE 6

And, following method C, with the tablets containing microcrystalline cellulose in the sugar coating, in three runs,
the following data were obtained:

Time (min.) Percent Steroid
Released (CV%)
30 2.8(34.4)
60 4.1(24.8)
90 5.1(22.3)
120 6.4 (22.3)
210 11.0 (19.4)
300 14.3 (11.0)

From these data it is apparent that a small amount of microcrystalline cellulose in the sugar coating (in this case
0.5% by weight of the sugar coating solids) has markedly retarded the release rate of hormonal steroid.
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EXAMPLE 7

Sugar coated tablets were prepared in which the sugar coat contained 0.0%, 0.5% or 2% microcrystalline cellulose
in combination with 3.0% polyvinyl pyrrolidone, 10.0% medroxyprogesterone acetate and sucrose. These tablets were
fed to four beagle dogs under fasting conditions and the blood plasma levels of steroid were determined at 0, 0.5, 1, 1.5,
2,3, 5,8, 12, 16, and 24 hours. The resulting data were plotted, the area under the curve (AUC) calculated for a twenty
four hour period and the time at which the maximum plasma concentration occurred was determined to be as follows:

A

Microcrystalline Cellu- | AUC(0-24 Hrs) ngxhr/mL | tmax (Hr) | Cmax (ng/mL)
lose %
0.0 345 06 378
0.5 294 1.0 36.9
2.0 294 1.1 246

From these in vivo dog data, it is obvious that a marked change in bicavailability of a hormonal steroid occurs as
the concentration of microcrystalline celiulose in the sugar coating increases from 0.0 to one containing 0.5 to 2.0%
microcrystalline cellulose. Thus, the rate of release of hormonal steroid incorporated in a sugar coating may be control-
led by incorporation of very small amounts of microcrystalline cellulose into sugar coating.

EXAMPLE 8

Sugar coated tablets were prepared in which the sugar coat contained 0.25%, 0.5% or 0.8% microcrystalline cel-
lulose in combination with 0.5% polyvinyl pyrrolidone, 5.0% medroxyprogesterone acetate and sucrose. These tablets
were subjected to an n vitro dissolution test employing the USP Disintegration Apparatus (USP XX, €01} p958) (1980)
with a 0.54% sodium lauryl sulfate dissolution medium at 37°C. The following test data were obtained:

Percentage Medroxyprogesterone Acetate Dissolved (CV%)
Time (Minutes) | 0.25% Microcrystalline 0.5% Microcrystalline 0.8% Microcrystalline
Cellulose Cellulose Cellulose
15 97.8(5.2) 72.6 (9.5) 32.4(152)
30 98.8(5.3) 89.9 (6.3) 62.8(8.2)
45 99.3 (5.2) 95.2 (5.6) 76.6 (6.9)
60 99.1(5.2) 98.3(5.7) 84.8 (6.6)
90 99.9(5.3) 100.9 (6.0 94.4 (6.9)
120 100.3 (5.6) 102.4 (5.3) 98.0 (7.1)

These dosage forms were also evaluated in a human biocavailability study. The dosage forms were administered in
a cross-over design to twelve healthy female subjects. Blood samples were collected at 0.5, 1, 1.5, 2,25, 3, 4.5, 6, 8,
and 12 hours and the plasma assayed for medroxyprogesterone acetate. The following data were obtained:

Microcrystalline Cellu- | AUC (0-12h) | tmax (hr) | Cmax (ng/mL)
lose
0.25% 26.0+143" | 29113 424130
0.5% 25.8+10.5 32412 3.88+1.87
0.8% 13.2+40 39116 1.99+0.73

*Mean values * 1 Standard Deviation
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From the in vitro dissolution and in vivo human biocavailability data, it is clear that the drug release characteristics
and bioavailability of the hormonal steroid, are controlled by the concentration of microcrystalline cellulose in the sugar
coating.

EXAMPLE 9

A sugar coating containing 5 mg of medrogestone in a matrix of sucrose with 0.4% microcrystalline cellulose and
0.5% polyvinyl pyrrolidone was applied to a sealed and sugar-coated tablet core. The in vitro dissolution profile of this
dosage form was compared to that of a rapidly-disintegrating compressed tablet containing 5 mg of medrogestone
using the dissolution test described in 711)of USP XX, p. 959 (1980) employing Apparatus 2 operating at 50 rp.m.,
with 900 mL of 0.54% sodium lauryl sulfate at 37°C. The following data were obtained:

Mean Percentage Medrogestone Released (CV%)

Time (Minutes) Conventional Rapidly Sugar Coated Tablet
Disintegrating Tablet Containing Medroge-
stone in Sugar Coat

15 95 (2.0) 6(11.2)

30 95 (2.9) 11 (6.9)

45 97 (1.6) 15 (6.4)

60 97 (1.9) 18 (6.6)

120 98(1.9) 25(6.2)

The dramatic effect of reduced dissolution of medrogestone when the hormone is incorporated in a sugar coat con-
taining 0.4% microcrystalline cellulose is clearly demonstrated.

One preferred embodiment of this invention is a compressed tablet in which the tablet core contains a unit dose of
an estrogenic compound or a mixture thereof in an amount of from about 0.1 to about 5.0 milligrams, or more preferably
from about 0.3 to about 2.5 milligrams, in combination with standard excipient compression aids and fillers. Most desir-
ably, the conjugated estrogens found in the tablet core comprise the naturally occurring conjugated estrogen product
known as Premarin®. Over a sugar coat on the compressed tablet is applied an additional sugar coat containing about
1 to about 50 milligrams and preferably about 1.5 to about 30 milligrams, of medroxyprogesterone acetate, a color coat,
and finally, a polish coat. In other applications, it is preferable to employ a non-medicated core with a sugar coating con-
taining a steroid such as trimegestone and more preferably, a sugar coating containing a mixture of steroids such as
trimegestone and a conjugated estrogen.

Claims

1. A pharmaceutical tablet comprising an internal compressed core and an external sugar coating, wherein said com-
pressed core contains either

i) no pharmacologically-active agent
or i) one or more non-steroidal, pharmacologically-active agents that are

conventionally administered in conjunction with a hormonal steroid, characterised in that the sugar coat-
ing comprises a hormonal steroid and a hormonal steroid release rate controlling amount of microcrystalline
cellulose.

2. A pharmaceutical tablet comprising a non-medicated, compressed core and a sugar coating characterised in that
the sugar coating comprises a hormonal steroid and a hormonal steroid release rate controlling amount of microc-
rystalline cellulose.

3. A pharmaceutical tablet as claimed in Claim 1 or Claim 2, wherein the sugar present in the coating is sucrose.

4. A pharmaceutical tablet as claimed in any one of Claims 1 to 3 wherein the hormonal steroid present in the sugar

3¢
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coating is medroxyprogesterone acetate, levonorgestrel, gestodene, medrogestone, estradiol, estriol, ethinylestra-
diol, mestranol, estrone, dienestrol, hexestrol, diethylstilbestrol, progesterone, desogestrel, norgestimate, hydroxy-
progesterone, norethindrone, norethindone acetate, norgestrel, megestrol acetate, methyltestosterone,
ethylestrenol, methandienone, oxandrolone, trimegestone or dienogest .

A pharmaceutical tablet as claimed in any one of Claims 1 to 4 wherein the hormonal steroid present in the sugar
coating is RU-486, onapristone, ZK-137316, ORG-31730 or HRP-2000.

A pharmaceutical tablet as claimed in any one of Claims 1 to 5 wherein the sugar coating comprises from about
0.1% to about 3% microcrystalline cellulose, by weight.

A pharmaceutical tablet as claimed in any one of Claims 1 to 6 wherein the sugar coating comprises from about 0
to about 5% polyvinylpyrrolidone, by weight.

A phafmaceutical tablet as claimed in any one of Claims 1 to 7 wherein the sugar coating comprises from about
0.1 to about 20% hormonal steroid, by weight.

A pharmaceutical tablet as claimed in any one of Claims 1 to 8 wherein the sugar coat contains an estrogenic ster-
oid and a progestogenic steroid.

A method for the preparation of a pharmaceutical tablet as claimed in any one of Claims 1 to 9 comprising applying
a sugar coating comprising a hormonal steroid and a hormonal steroid release rate controlling amount of microc-
rystalline cellulose to a core containing either

i) no pharmacologically-active agent
or i) one or more non-steroidal, pharmacologically-active agents that are conventionally administered in con-
junction with a hormonal steroid.



EPO FORM 1503 00.82 (PO4CO1)

9

EP 0 803 250 A1

European Patent
Office

EUROPEAN SEARCH REPORT

Application Number

EP 96 30 8424

DOCUMENTS CONSIDERED TO BE RELEVANT
Cat Citation of document with indication, where appropriate, Relevant CLASSIFICATION OF THE
ategory of relevant passages to claim APPLICATION (nt.CL6)
P,X |EP 0 722 720 A (AMERICAN HOME PROD) 24 1,3,4, | A61K9/20
July 1996 : 6-8,10
* see the whole document*
Yoo 2,5
Y WO 94 09762 A (MERCK & CO INC ;DEMPSKI 2,5
ROBERT E (US); OLIVERO ROBERT C (US);
SCHO) 11 May 1994
* see claim 1, page 4 lines 5-19, and page
8 lines 26-34 *
A EP 0 009 410 A (LILLY CO ELI) 2 April 1980(1,2,5
* see claim 1 *
TECHNICAL FIELDS
SEARCHED (Int.CL.6)
A61K
The present search report has beea drawn up for all daims
Place of search Date of completion of the search Examiner
MUNICH : 18 June 1997 Isert, B
CATEGORY OF CITED DOCUMENTS T : theory or principle underlying the invention
E : earlier patent document, but published on, or
X : particularly relevant if taken alone after the filing date
Y : particularly rel if bined with th D:d cited in the applicati
document of the same category L : document cited for other reasons
A : technological background
O : non-written disclosure & : member of the same patent family, corresponding
P : intermediate document document




Industria y Comercio
SUPERINTENDENCIA

2020
Bogota, D.C.,
Doctor: Oficio N°:
Alvaro Correa Ordéiez RO0g8T6
Apoderado
ASUNTO: Radicacion PCT N° 09-45866
Tramite o1
Evento 378
Actuacion 440
Folios 008

Con fundamento en lo previsto por el articulo 43 de la Decisién 486 de la Comision de
la Comunidad Andina, se le comunica que la oposicién presentada por la doctora Cielo
Angela Pefia Rodriguez, en su calidad de apoderada de Procaps S.A., retne 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 termino 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 ), del
capitulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARMENZA CESIFEDES DE VERGEL
Directora de Nuevas Creaciones (C).

El anterior oficio fue notiicado por fijacion en lista de fecha, 16 JUL. 2010'

202021

Sede Centro: Carrera 13 No. 27-00 Pisos 2,5, 7y 10
Sede CAN: Tr. 40A No. 38-50 Conmutador: 5870000
Fax: 5870284 Linea 018000-910165

Web: www.sic.gov.co e-mail: info@sic.gov.co
i Bogota D.C. - Colombia

2



B
Industria y Comercio
g SUPERINTENDENCIA

2020
Bogota, D.C.,
Doctor: : oficioN>: 08875
Alvaro Correa Ordéiiez
Apoderado
ASUNTO: Radicacion PCT N°  09-45866
-~ Tramite 011

Evento 378

Actuacion 440

Folios 007

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 oposicion presentada por el doctor Tito
Noe Parra Murillo, en su calidad de apoderado de Lafrancol S.A., reune 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 CARMENZA CESPEDES DE VERGEL
Directora de Nugvas Creaciones (C).

16 JUL. 2010

El anterior oficio fue notificado por fijacion en lista de fecha,

202021

Sede Centro: Carrera 13 No. 27-00 Pisos 2, 5, 7y 10
Sede CAN: Tr. 40A No. 38-50 Conmutador: 5870000
Fax: 5870284 Linea 018000-910165

Web: www.sic.gov.co e-mail: info@sic.gov.co
Bogota D.C. - Colombia



