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@ ANEXOS

Comprobante de pago, de la tasa.

Poderes, si fuere el caso.

Pruebas de los fundamentos de la oposicion. -

Documentos que acredllen el legfimo interés, si fuere el caso.

Documento que acredita la existencia y representacion legal de las partes, cuando sean
personas juridicas.
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Instrucciones para el dlllgencmmlento del presente formulario, ver reverso de esta pagina.
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Derecho de la Competencia, Propiedad

- i
Optlmum industrial y Comercio Exterior

Seiiora Jefe, l

DIVISION DE NUEVA|S CREACIONES

Superintendencia de Industria y Comercio

E. S D
/
Referencia : Expediente N° 08 067103
Asunto : Oposicién a la solicitud de patente de Invencién titulada
«COMPOSICIONES FARMACEUTICAS QUE
C(!)MPRENDEN DERIVADOS ~DE  ESTEROIDES
SINTETICOS, MINERALES Y METABOLITO ACTIVO DE
LA‘ VITAMINA D, 1,25(0H)2D3 (CALCITRIOL) PARA LA
PREVENCION Y TRATAMIENTO DE _ LA
OSTEOPOROSIS Y-EL, CONTROL DE LOS SINTOMAS DE-.
LA MENOPAUSIA “(WORLD-TRADE 1MPORT EXPORT,
/,-»"WTIE AG).” P
Solicitante -~~~ + WORLD-TRADE IMPQRT-EXPORT WT]E AC
Opos’.'gto'i'/a‘- p ) :G!YNOPHARM s.j& ;
o w [ :
. .
S S ‘ | } !
Pﬁblica!da en la Gaceta de la Propiedad Industrial -

| : t
N° 610 del 30 de noviembre de 2009 L

. . N
Yo, CIELO ANGELA PENA RODRIGUEZ, 4@1({3 en ejercicio, idgftificada como
aparcce al pie de su firma, con tarjeta profesional No. 82701 del @on\:c'o Sup(rio’r‘ de

[a judicatura, en mi LOI’ldlLlOD de apoderada de la sociedad GYNOPHARM S.A.

-~ conformada bajo las lcyea de la Republica de Colombia y donm_llmda en la ciudad de

Lt

" Barranquilla, Colombia, atentamente manifiesto que estando’ demro chl termino de ley
. s e

Carreta 13N° 11995 Of. lO-’i-Tel (571)7 13 12 l) 6 205021 -Fax. (57D 61219 79
- nnll negoum@optlmunuo COM - WWA.OPTIMUM-CO.Con
. l Bogora Colombia
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y por orden expresa de nli representada, presento op6sicién a la concesion del registro
de la Patente de lnvenci(l)n titulada “COMPOSICIONES FARMACEUTICAS QUE
COMPRENDEN DERI\b/ADOS DE ESTEROIDES SINTETICOS, MINERALES Y
METABOLITO ACTIVO DE/LA VITAMINA D, 1,25(0OH)2D3 (CALCITRIOL)
PARA LA PREVENCI!ON TRATAMIENTO DE LA OSTEOPOROSIS Y EL
CONTROL DE LOS }SINTOMAS DE LA MEP&:‘\USIA", cuyo trular es
WORLD-TRADE IMPORT-EXPORT WTIE, A.G., y pido a Usted declarar fundada
esta 0posicion y en conse%uencia negar el registro de la patente solicirada.
|

i

l 1. INTERES PARA ACTUAR

S
Conforme a lo dispuesto en el artmulo 42 de la Dtusmn 486 (k 7000 d(. la-

CAN, estando dentro del termmo estlpuhdo por la ley, mamﬁexto el legitimo interés -~
de nuestra reprnbentadd para oponerse al registro de la pdtentL dc la referencia,
ate m|1u1do a que la sohumd pretendida no cumple con los requmros dl\pUL\fO\ en la

fey LOIH() se anahzara mis_adelante y de ser concedida afegta:rm directamente la

i

ya / H i
(.OI“CI'L[ ]1[2(1(,101] d(, ﬂ} I'IOS prod tos de mi I'Cpfesen['ﬂdﬂ, ’que FCO ntienen, cn
i :

’ "partlwlar TIBOLONA Y'CALCITRIOL. Por lo tanto, solicito re;pcn;lm'unenrc a4 ese

Dupmlm s¢  sirva tenelr en cuenta la presente oposicion dmtro del tramite

adlmnhtrdtwo Gue se surte en esta Superintendencia. P 7

3 g S
;

o

. FUNDAMENTOS DE HECHOS

Vs

NEARE solicitud objeto de la presente fue presentada el 1. de ]UIIO de 2008

- reivindicando prioridad bajo la solicitud MXZOOSPAMOQI del 2005-12-20; v {ue

. -"J
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o~ : -
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publicada en Colon11§ia, en la Gaceta de la Propiedad Industrial N° 610 del 30 de
Noviembre de 20&;)9,' cuya publicacién internacional corresponde a  la
W02007073135 del 200706-28.
2.2.La solicitud colombiana 08 67103 objeto de la presente oposicion, se refiere 1 una
composicion farmacélutica sinérgica que comprende una combinacion sinérgica de
un esteroide sintétimf:o, minerales y el merabolito active de la vitamina D,
,25(OH)2 D3 (calci‘ttriol) para la prevencion y tratamiento de la Osteoporosis;
donde ademas la C01|nbinacic'>n de un esteroide sintético es Tibolona, minerales
conocidos como calcip, y el metabolico active de la vitcamina D3 conocido como 1,
25(OH)2 D3 (cnlcirri(%)l); en el que el calcio se encuentra como carbonato de calcio;
y en ta que la vitamina D3 se encuentra como colecalciferol.

2.3.En primera instancia,

se debe advertir que la remndmauon 9 dc la \ohutud objcto
\ .

] .

de la presente oposicion, se reﬁere & un “Uso y no solo a ia LOIDPUblLlOH g

3

farmacologica o a un,método de,mfaliﬁcacién mediante la cual. se obrenga un .
P - . E

A i
producto tangible'y ségun,ia legislacion, decision 486 de la Comunidad Andina de

e i §

Naciones; Artlullo l‘l} “Los Paises Miembros otorgardn patenm pam las invenciones,

sean’ de producto o del procedimiento (...)", los usos no estan Lontunplado: come

by
- I P

patent;lb es; v, Articulo 20.- “No serdn patentables {...) d) los mérodos terapéuticos o
nd i t

quinirgicos para el tratamiento humano o animal, asi como los nilétod:os de diagnostico
aplicados a los seres hu:manos 0 a animales”. Solo serin patentables ;los productos o ’
procedimientos. Por lo tanto a % de la norma, dicha mz\teria:; ref%ercntc ajtiso no ’»

P y
seria patentable. D S

VA

K

2.4.Con base en el articuio 14 de la Decision 486 de la CAN quegconﬁs‘ugm: “Los paises

miembros otorgardn patentes para las invenciones, sean de producto o procedimiento, en

’ -
todos los campos de la Itecnologia, siempre que sean nuevas, tengan nivel .inventivo y sean
susceptibles de aplicacion industrial”, tenemos que las invenciones objeto de patente
: I ,r'_/ ’

. deben ser nuevas y tener nivel inventivo. Bien, pucs,arft/eg_de"ln fecha de prioridad
N i . e P -

— | e e T
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|

de esta solicitud se encuentran los siguientes documentos que afectan la

0 | .
patentabilidad de la presente solicitud:
b

e DI1:US2004229854 publicada el 18 de noviembre de 2004.
o D2: WO9906051‘ publicada el 11 de febrero de 1999.

2.5.1a tibolona es conociida ampliamente en el estado de la técnica. Ahora bien, el
documento DI, par%icularmente en la descripcién revela una formulacion de
Tibolona udl en eli tratamiento de problemas asociados a la menopausia vy
OSEEOPOTOsis. Particuliarmente, este documento anterior D1 revela dosis similares,
con 2,5 mg de este principio activo por unidad de dosificacion (ver ejemplo 1,

parrafo [0140]; v, rei\Ifindicacic')n 16). Por otro lado el douum_nto D2 se rcfmrc a

- a -

una composicion farmacéutica que conti€he entre otros anrcdlcntc vitamitia D ¥
' 3 : ,
calcio. Segun el doulmento DZ la vitarhina D puede fipareLcr como viramina D2~

(e ruogalufuol) o v;taimna D3 (colecaluferol) y entre las salo de: mluo utiliza el -

Ldl‘bOIL’ltO Comlderando los documentos D1 y D2, no es poauble ruonmu altura o
inventiva ya.que seria obvio para un experto en la materia ln2 combmacnén. de la i
Ve Ld !

!

N

A s i £
'informauén del documento D1 con el documente D2 dé snmllnr proposito, s
a |

,
. apoyado por el hechotde utilizar la misma dosis de tibolona en' la \OIILIL’LI(I yen DI. ’
{/" _;Abl entonces la prcaentc solicitud a la luz de la combinacion dc los dm umentos D1 f‘
S v D2, no compre nden el requisito de ALTURA o NIVEL lNVENTlVO ; /
//f . ' ‘ ‘_/,;'
f;’! B 2.6.En consecuencia y de acuerdo a lo descrito anteriormente, se dé;i\’az que la solicimdl.
;}f . colombiana 08 67103| no puede pretender un monopolio por i);lteﬁte toc_ln/\-'ez';q‘t“le
j ) lo que pretende no lcumple con dos de los tres requisitos l\@CCS:};id@j ;ﬁ:l’rn su
1 proteccion. | - ~
i‘Si‘-\ 3 o l “//’
\ 2.7:Que por consiguiente, respecto a la solicitud”greteﬁ'd'i'darse"tiene que:
o Car;er,l 13 Ns'119: 95 Of. 104 Tel (;:1.1)7 13.127 ]3 6 205021 -Fax. (57161219 79

E—mall neuoumOoprmmm-co COM - WWW.OPTIIUM-Co.com
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2.7.1. CARENCIA DE ALTURA INVENTIVA. Segun la Decision 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 deri'uado
de manera evidente del estado de la técnica.”. A la fecha de prioridad, 20 de
dicierubre de 2005, a partir del documento D2 en combinacion con D1, puede
llegar de manera evidente a una composicién formada por una combinacion de
un derivado de esteroides sintéticos como lo es la Tibolona, minerales con el
calcio y ¢l metabolito activo de la vitamina D 1,25 (OH)2 (calcitriol), para la
prevencion y rratamiento de la Osteoporosis, srobre la cual busca proteccion en

el capirulo reivindicatorio. : R

fSion 486 de ln CAN .-

B

2.7.2. CARENCIA DE APLICACION INDUSTRIAL La D
CONsAgra en- su ‘articulo /l‘hr lo siguiente: “Los paises miembros oérorgardn patentes

para.-las invencio’nes, sean de producto o procedimiento, en todos los campos de la

0 i t
- s

g ta:cnolog;a suempre que sean mnuevas, tengan nivel inventivo y sedn susceptibles de i

aplmac:on industrial”. La presente solicitud carece de 1phuu,10n [Endu»rrml va que
s - 1

, - como se demostrd anteriormente, en el apartado 9 del c;uiitulc} reivindicatorio P
y . i ' ‘.’ v

; . , . | . S

,’ -~ se reclama el uso y este no es aplicable industrialmente porque primero no se 7/

I : obtiene un producto o proceso; y segundo no es reproduubk o repetible a /5

;o 5 escala industrial. Por lo tanto, el objeto de la presente mvcnuon referido a los
i . : ! H '/, ’
/ usos, no cumple con el requisito de la aplicacion industrial. ! s

2.8.  Dado lo anterior, es posible deducir que la solicitud y lo reivindicido no es

L . objeto de patentabilidad pues es contrario a lo que dicta fla"D/ecié'ién 486 de la
y . Comunidad Andina de Naciones, Articulo 14.- “Lés Paises Miembros ovtorgardn
N . P
' - e e
N . T . e - i "”/f
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patentes para las invenciones, sean de producto o de procedimiento, en todos los campos de la
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de aplicacion
industrial.”. La solicitud pretendida no cumple con dos de los tres requisitos de

patentabilidad.

2.9.  Por todo lo anterior, atentamente solicito a usted que se sirva declarar fundada
la presente oposicion y en consecuencia negar el registro arsolicitud de patente
titulada  “COMPOSICIONES FARMACEUTICAS QUE COMPRENDEN
DERIVADOS DE ESTEROIDES SINTETICOS, MINERALES Y
METABOLITO ACTIVO DE LA VITAMINA D, 1,25(0H)2D3
(CALCITRIOL) PARA LA PREVENCION Y TRATAMIENTO DE LA
OSTEOPOROSIS Y EL CONTROL DE LOS SINTOMAS ‘DE LA
MENQPAUSIA”, cuyo tltular es WORLD TRADE IMPORT I:XPORT \X/TIhx
A.G, solicitud Colombiana que HDAIELIO publu,ad'l en la Gaceta dm_ la | mpmdad\

l
Industrial N° 610 del 30 de nov1embre de 2009. 3 f

; <
- o , :
o e i
e . 3. PRUEBAS / i
. g : .
’ e i i
De conformidad con lo dispuesto por las normas vigentes, solicito a usted tener
como prucba en este asunto los siguientes: : S
f'

e DI:US2004229854 publicada el 18 de noviembre de 2004,
e D2:W09906051  publicada el 11 de febrero de 19991

3

4. FUNDAMENTO DE DERECHO

Carrera 13 Ne 1995, O 104 Tel. (571) 2 134213 6205021 - Fax. (5716 12 19 79
E-mail: negouosQopmnum-ao COM - WWW.OPHiMuUM-e.com
" Bogota Colombia
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4.1.  Numeral 1 del articulo 586 del Cédigo de Comercio.
4.2, Articulo 42 de la Decision 486 de la Comision del Acuerde de Cartagena.

4.3, En las demas normas concordantes.

5. ANEXOS /

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

L. Poder para actuar en el presente. e T H/
i3 e N

2. Documento que acredita al representaiite leg’nldc GYNOPHARMS.A. "~ -

3. Recibo de caja del respectivo pago dé tasa. :

» . :
4. Copias de los documentos: f
3

R 7 ] ? i
s ,"/‘r % :
o DI1:US2004229854 publicada el 18 de noviembre de 2004.
‘o D2: WO9906051 publicada el 11 de febrero de 1999.| i
/ g ' P 4
/ - i
s
/
/
H
|
f .
"\_\ . - \ u.“,“))_///"”" 5 .
™ . R J— M“’M"w“w‘ P - .
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6. NOTIFICACIONES
Para efectos de notificaciones que por disposicion del articulo 50 del Decreto
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 esta ciudad de Bogota.

Sefor Superintendente,

Sy

CIELO ANGELA PENA RODRIGUEZ e T T
C.C. 51’940.252 de Bogota N e T I”
T.P.A, 82701 del C.S.delal. L o ':’f:\ ' '
//’, - -’ E
- P ; ; , [
S . :|
~ /// l i "
/ §
.f:{ ! : //'//,
] ,
¢ /
| - T

Carrera 13 No 119.9570F 104 Tel. (571) 2 1312713 - 6 20 50 21 - Fax. (5716 1219 79
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CERTIFICADRO MACICNAL
CAMARA DE COMERCIO DE BARRANQUILLA

FECHA: 2010/01/07 HORA: 09:27:26

OPERACICN: O3ERP0107026 PAGINA: 1
I A HKAAAAA A AR AR A AR A A A A A A AR AT AT A AR A AT AR A A Ak F AR v A A A A AR AR AT A F AL
CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS . _
EL SUSCRITCO SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA, CON
FUNDAMENTO EN LAS INSCRIPCIONES DEL REGISTRO MERCANTIL:
CERTI®ICE2A
Que por Escritura Publica No. 3,551 del 17 de Dic/bre de 1897,
otorgada en la Notaria 3a. de Barrancuilla, inscrito({as) en esta
Caémara de Comercio, el 18 de Dic/hre de 1997 bajo €1 No, 72,965 del
libro respectivo,  fue constituida la sociedad-—————-——=———m e —n—
anconima denominada GYNOPHARM S.A. ——r-mmmemmem e e e
CERTIFICA
Que dicha sociedad ha sido reformada por las siguientes escrituras
y/o documentos privados:

Numero aaaa/mm/dd Notaria Ne. Insc o Reg aaaa/mm/dd

532 1999/03/25 Notaria 3a. de Barrangquilla 80,373 1999/04/13
CERTIVFTICA

Que de acuerdo con la(s) escritura(s) arriba citada(s), la sociedad

se rige por las siguientes disposiciones:
DENOMINACION O N SOCIAL:
GYNOPHARM S.A.-A--———mmm e e e -
DOMICILIO PRINCIPAL: Barranquilla.
NIT No: 802.006.279-4.
MATRICULA MERCANTIL: 24%5,470.
CERTTIPFICA
Direccion para notificaciones judiciales:
CR 49 C No 80 - 125 OF 512,
De la ciudad de Barranquilla.
CERTIVFICA
DURACION: El término de duracién de la socledad se fijé hasta el
16 de Dic/bre de 2047.

CERTIFICA

OBJETO SOCIAL: a) La fabricacion de capsulas y otrc.productos simi-
lares a partir de materiales tales como gelatinas u otros de distin-
ta naturaleza, gque puedan ser utilizados como envases © raciplientes
de productos vy sustancias guimicas, farmaceuticas y cosmeticas, para
xxF* CONTINMUA ***
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CERTIFICADO NACIONAL
CAMARA DE COMERCIO DE BARRANQUILLA
FECHA: 2010/01/07 HORA: 09:27:26

QPERACICN: 03ERP0107026 PAGINA: 2
E R i I A db i e R o S B I S I e I L I S b S I I e b b A A S S P I T I 2 e R I I
uso y consumo humano y veterinario. b) La investigacion, desarrollo
y fabricacion de toda clase de productos y sustancias quimicas, far-
maceuticas y cosmeticas para usc y consumo humano, animal y vegetal.

c) La compra y venta de meterias primas , insumos y productos inter-
medios necesarios para los procesos de fabricacion de sustancias
guimicas, farmaceuticas vy cosmelicas, asi como la comercializacion

interna y externa de los productos terminados. d) la compra, venta,
importacicn, exportacion y distribucion de toda clase de elementos
instrumentales vy equipos, medicos, quirurgicos, odontologicos y hos-
pitalarios para la salud humana y animal. e) Actuar como represen-
tante o agente de personas naturales vy juridicas nacionales y ex-
tranjeras en la realizacion de operaciones o transacciones relacio-
nadas con la industria farmaceutica y en especial con cualesquiera
de las actividades descritas en los literales a), b), c} y d) antes
transcritoes. f£) Prestar los servicios de asesoria vy consultoria en
las areas administrativa, de mercadeo, analisis clinico, asistencia
tecnica, investigacion, costos vy producclon exportaciones, importa-
ciones, ventas, relacionadas con iguales o similares actividades a
las que constituyen el objeto de GYNOPEARM S.A., asi como los de pu-
blicidad vy promocion de productos quimicos, cosmeticos y farmaceuti-
cos para uso humano, animal o industrial. ¢g) Adguirir, operar, admi-
nistrar vy explotar, a cualquier titulo,empresas o establecimientos
dedicados a la investigacion, desarrollo, fabricacion o comerciali-
zacion de productos quimicos, farmaceuticos, hospitalarios o cosme-
ticos. En desarrolle de su objeto principal, 1a sociedad podra to-
mar interes soclial como accionista, socio o fundador de empresas gque
tengan igual o similar objeto; comprar, vender, importar y exportar
maquinarias, insumos vy repuestos requeridos para el desarrollo de
sus actividades; tomar dinero en prestamo, financiar y garantizar 1las
operaciones comerciales que celebre con terceros relativas a su ob-
jeto; ‘celebrar y ejecutar todo tipo de actos y contratos necesarios
para desarrollar sus operacioes; glrar, aceptar, otorgar y protestar
todo tipo de titules valores e instrumentos negociables; comprar,
vender vy constitulr gravamenes sobre bienes muebles e inmuebles; de-
signar ©representantes o apoderados en el pais y en el extericr, y, en
*x% CONTINUA ***
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CAMARA DE COMERCIO DE BARRANQUILLA

FECHA: 2010/01/07 " HORA: 09:27:26

OPERACICN: O3ERPO107026 PAGINA: 3
e g g O T L Y D i L R B R R i i T o I g g
generél, realizar cualquier acto o negocio que sea necesario o con-
veniente para el desarrollo de su objeto social y para la mejor pro-
teccion de sus intereses corporativos o lo de sus s0Clos.———————————
CERTIFICA
CAPITAL - . Nro Acciones Valor Accibn
Autorizado
$**********4’OO0,000,000 *************Q,OO0,000 -,4:-3:********1\-******1’OOO
Suscrito
S**********2’672'646,000 *******"'*****2,672,646 ***x*******k*****ltooo
Pagado _
s**********2'672’646’000 ‘k**'k**?\"}"k'k*'k:':zl672,646 *k*-k****i:**-k****;kl’OOO
CERTTIFICA
ADMINISTRACION: Seran funciones de la junta directiva, entre otras:
Autorizar cualquier acto o contrato cuya cuantia sea superior al
equivalente en pescs Colombianocs a cincuenta mil dolares de los Es-
tados Unidos de America (US$$50.000.00), liguidados a la tasa de cam-
blo representativa del mercade vigente el dia en que se surta la
aprobacion y para enajenar ¢ gravar bienes inmuebles y demas activos
fijos de la sociedad, cualquiera que sea la cuantia de la transac-
cion. Las demas que le sean propias y no esten atribuidas a otro or-
ganc social vy las gue le correspondan en virtud de la ley. la socie-

dad tendra un Gerente General, aguien ejercera la administracion y
representacion . legal de la sociedad y tendra las siguientes atribu-
ciones, entre otras: Ejercer la representacion legal de la sociedad

en todos los actos vy contratos que se requieran parg el desarrollo
del objetoc scocial, de conformidad con lc previsto en las leyes y en
los presentes estatutcs. Bprobar y celebrar en nombre dz la sociedad
todo acto o contrato cuya cuantia sea igual o inferior al equivalen-
te en pesos Colombianos a cincuenta mil dolares de los Estados Uni-
dos de America (U5$50.000.00), liguidados a la tasa de cambic repre-
sentativa del mercado vigente ¢l dia en que se surta la aprobacion o
" celebracion del acto. Para enajenar, a cualquier titulo, bienes in-
muebles de la sociedad o constitulr gravamenes sobre los mismos, de-
‘bera obtener la aprobacion de la junta directiva, cralgquiera que sea
la cuantia de la transaccion; o las demas funciocnes que le corres-
***x CONTINUA ***
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pondan como representante legal por disposicion de la ley, de estos
estatutos o de 1la junta directiva. El Gerente General tendra - un su-
plente, designade por la junta directiva, quien lo reemplazara con
identicas facultades en sus faltas temporales, absolutas o meramente
acciedentales, sin que sea necesario para ello acreditar la ausencia
del principal .—————=——mm e e e e e —
CEERTIZICA
Que segun Acta No. 15 del 18 de Febrero de 2008 correspeondiente a
la Asamblea de Accilonistas en Bogota, de la sociedad:
GYNOPHARM B e e e e e ——
cuya parte pertinente se inscribidé en esta Camara de Comercio, el
25 de Febrero de 2008 bajc el No. 137,919 del libro respectivo, fueron
hechos los siguientes nombramientos:

CLASE: JUNTA DIRECTIVA

Principales
1. Llobet Poal Manuel S CC.x**k%E*T A (570,196
2. Zanatta Reherman Leconardo Andres CC.*x**x*xx*x+2 760,271
3. Munoz Marroguin Diego CC.*xx****xx7 688,292
4. Montealegre Gonzalez Andres Lecnardo CC.****x*7Q 950,262

Suplentes ” :
1. Agudelo Pelaez Luis Hernando CC.** **x%74 238,997
2. Aroca Almanza Arleth Avelina CC.**%x*%**%36,718,415
3. Penaranda Urbina Adriana Paola CC.***+***x53,120,683
4. tovar Vasquez Ruth . CC,*x***%x%x52 175,756

CERTIZFICA
Que segun Acta No. 18 del 30 de Octubre de 2003 correspondiente a
la Junta Directiva en Barranguilla, de la sociedad: GYNOPHARM S.A.
cuya parte pertinente se inscribio en esta Camara de Comercio, el
06 de Nov/bre de 2003 bajo el DNo. 107,783 del libro respectivoe,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Identificacidn
Gerente General. :
Palacios Aragon Luis Alberto CE.****%x*x*%x379 788

CERTIFTICHA
Que segun Acta No. 49 del 03 de Marzo de 2008 correspondiente a la
*k%k CONTTNUR ***
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Junta Directiva en Barranquilla, de 1la sociedad: GYNOPHARM S.A.
cuya parte pertinente se inscribié en esta Camara de Comercio, el
11. de Marzo de 2008 bajo el No. 138,342 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre Tdentificacidn
Suplente del | Gerente.
Mollajoli Centuricon Andres Fernando CE.******xxx*3657 283

CERTIFICA
Que segin Acta No. 19 del 30 de Abril de 2009 correspondiente a la
Asamblea de Accionistas en Barranguilla, de la sociedad: GYNOPHARM
S.A. cuya parte pertinente se inscribid en esta Camara de Comercio,
el 27 de Mayo de 2009 bajo el No. 149,314 del libro respectivo,
fueron hechos los siguientes nombramientos:

Cargo/Nombre } Identificacidén
Revisor Fiscal. _
PENALOSA AUDITORES & ASQCIADRQS S.A. Ni.*****830,095,635

CERTTIUFIOCA
Que por Documento Privado del 11 de Mayo de 2009, ctorgado en

Bogota por Penalosa Auditores & Asociados S.A. 1inscritc en esta
Camara de Comercio, el 27 de Mayo de 2009 bajo el Nro 149,315 del
libro respectiveo, fusron hechos los siguientes nombramientos:
Cargo/Nombre Identificacidn

Designado: Revisor Fiscal Ppal

Padilla Romero Ivan Dario CC.*#*x**%%80,025,798
Designado: Revisor Fiscal Suplente

Gomez Preciado Clara Judith CC.#****x*x5D 544 226

CERTTIUFEFTITCA
Que seqgun Documento Privado de fecha 10 de Octubre del 2.000, ins-
crito en esta Camara de Comercio el 23 de Noviembre del 2.000 bajo
el No. 1.872 del 1libro repectivo, consta que el senor RUBEN MINSKI
GONTOVNIK C.C. No. 7.463.982, actuando como Presidaente v represen-
tante legal de 1la sociedad GYNOPHARM S.2A., otorga Poder Especial,
Amplio y Suficienta a KAREN JENNIFER FIGUEROA GARCTA C.C. No. 32.-
732.070, para que en nombre y répresentacion de la sociedad suscri-
ba todas las declaraciocnes cambiarias a que esta obligada GYNOPHARM
*%& CONTINUA *#*
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S.A., en el giro normal de sus negccios y operaciones soclales.-----

CERTIFICA '
Que segun Documento  Privado de fecha 10 de Octubre del 2.000, ins-
crito en esta Camara de Comercio el 12 de junio del 2.002, hajo el
2.164 del 1libro respectivo,consta que el sencr- JORGE CASTELLANOS
MARTINEZ, identificado con C.C.No.19.460.08%,actuando como represen-—
tante legal de la sociedad GYNCOPHARM S.A, otorga Poder Especial Am-
plio vy Suficiente a KAREN FIGUEROA GARCIA, identificada con la ce-
dula de <ciudadania No.32.732.070 de Barranquilla, mediante docu-
mento privado de octubre 10/2000, inscrito 'en la Camara de Comer-
cio de Barranguilla bajo el No.1.872 del 1libro respectivo, para
que en representacion de GYNOFARM S.A, suscriba las declaracio-
nes cambiarias a los que ‘esta obligada GYNOFARM S.A. en el giro
ordinario de sus negocios y operaciones sociales.—--—-—-———-————————w-

CERTIFICUCA
Que por Escritura Pablica No. 2,404 del 28 de Mayo de 2008,
otorgada en la Neotaria la. de Bogeta cuya parte pertinente se
inscribidé en esta Camara de Comercio, el 02 de Julio de 2009 bajo
el No. 3,948 del libro respectiveo,-———-—==-"--"--—-———~————m—
consta que el sehfor LUIS ALBERTO PALACIOS ARAGON con CE No.31978%,
en su calidad de Representante Legal de GYNOPHARM 5.A., manifesto
que confiere poder gensral, amplio y suficiente a la Doctora ---—----
CAROLINA MARIA ROMERO CERON, identificada con cedula de ciudadania
numero 52.352.190, para gque en nombre de la sociedad GYNOPHARM -----
S.A., promueva y defienda los intereses de la sociedad judicial vy
extrajudicialmente, en toda especie de gestiones y actuaciones ante
las autooridades administrativas o jurisdicciocnales en especial --—-
para: a) Recibir notificaciones de cualesquiera tipo de actos ------
emanados de las autoridades administrativas o judiciales. b) -——=~--
Presentar recursos por la via administrativa o judicial, renunciar
a terminos, desistir, <c¢onciliar, transigir vy modificar. c) Elevar
peticiones v solicitar informacion a las autoridades ~-===--~==—-—---
administrativas vy Jurisdiccionales. d) Presentar demandas ante las
autoridades administrativas y judiclales.——<--—-—-rm—osme s mme e e

CERTIZF®ICA

*Fx CONTINUA ***
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Que en esta Cémara de Comercic no aparecen inscripcionés posteriores

de documentos referentes a reforma, disclucién, liquidacién o

nombramientos -de representantes legales de la expresada sociedad.
CERTIFTICA

Que su ultima Renovacidén fue el: 21 de Marzc de 2009.

La informacidédn sobre embargos de establecimiento se suministra en

Certificados de Matricula, la de contratos sujetos a registro, en

Certificados Especiales. '
CERTIVFICA

Que . locs actos de registro aqui certificados guedan en firme cinco

dias hébiles despues de la correspondiente inscripcidn, siempre

que, dentro de dicho término, no sean objeto de los recurscs de

reposicidn ante esta entidad, - y/o de apelacién para ante la

Superintendencia de Industria y Comercio.

——

L]
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/ER ESPECIAL

Yo, LUIS PALACIOS ARAGON, mayor de edad y vecino de la ciudad de Barrgaquilla
(Colombia), identificado como aparece al pié; de i firma, quien en el presente #6cumento
actia en calidad de Representante Legal de la sociedad GYNOPHARM $.A. socieda
legalmente constituida y domicdmda en- la cmchd de Barranquilla: (Colombia), gpt/j/
presente documento otorgo: a’ Ja doctora CIELO ANGELA PENA RODRIGUEZ
abogada en ejercicio, identifi'c- A3 como aparece al pie de su firma, con tarjeta profesnonal
No. 82701 del C.S. de la J. poder especial, amplio y suficiente, para presentar ante ese ) .
Despacho una remision de informacion a la solic¢itud de patente No. 08 067 103 tivilada
“COMPOSICIONES FARMACEUTICAS QUE. COMPRENDEN DERIVADQS DE - .
ESTEROIDES SINTETICOS, MINERALES Y METABOLITO ACTIVO DE LA "
VITAMINA D, 1,25(0H)2D3 (CALCITRIOL) PARA LA PREVENCION Y. -
TRATAMIENTO DE LA OSTEOPOROSIS Y EI CONTROL DE LOS SINTOMAS

DE LA MENOPAUSIA”, cuyo titular es WORLD-TRADE IMPORT-EXPORT,

WTIE, AG, publicada en la gaceta No. 610 del 30 de noviembre de 2009.

1~

4 LI o
<

AT SIS
Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo de actos

necesarios para llevar a cabo el tramite de dicha remision, incluyendo, ‘sin liniitacion,
preparar y presentar solicitudes, hacer declaraciones, pagar tasas, contribuciones ‘e
impuestos, recabar los titulos o certificados. Asimismo quedan autorizados para impugnar
administrativa todo lo que fuere resuelto en el expediente a que se hace expresa referencia
~en el presente poder, con todas las facultades generales y especificas que fuera requendo‘ -
para ella. S .
o.'
De la misma manera, ademas de las facultades que le confiere la natumlezq del presente” o
mandato, se encuentran facultados para recibir, desistir, transigir, sustituir, y reasumir el
presente poder, incopy acciones, interponer recursos y demas facultades conferidas por la

tey. A

(Colombia) a los ___ dias del mes de ___ de 2010.

Dado y Firmadijlen _

GYNOPHARM X} A.

Cédula de Extranjerla 3 19
NIT: 802.006.2794
Representante Lega

Acepto:

L\ /= .

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

/
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11 has been recognized that tibolone, which is an ageni in the
treatment of menopausal complainis and osicoporosis, if
(21)  Appl. No.: 10/781,493 formulated with a particle size in a defined range, displays
an unexpectedly high bioavailabilily of one of its estrogenic
(22) Filed: Feh. 18, 2004 metabilites, Org A,
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IMMEDIATE RELEASE DOSAGE FORM FOR HRT

FIELD OF THE INVENTION

[6001] The invention pertains to a pharmaceutical formu-
lation comprising, as the active substance, (7a, 17a)-17-
hydroxy-7-methyl-19-nor-1 7-pregn-5(10})-en-20-vn-3-one
(tibolone), wherein the formulation is a solid, peroral dosage
form of the immediate-release tvpe.

BACKGROUND OF THE INVENTION

[0002] Tibolone is known as a tissue-specific and effective
agent that can be used in hormone replacement therapy
{HRT) in (posiynenopausal womcn, for the ireaiment of
menopausal and postmenopausal disorders, tncluding ch-
macicric complaints, vasomotor sympioms, osteoporosis,
and vaginal atrophy. See, int. al, US. Pat. No. 5,037,817
and WO 98/47517

[0003]  Throughout the past vears, it has become known
that tibolone displays a relatively complex metabolic pat-
tern. Several compounds different from tibolone itself play
a role as active metabalites. This makes it difficuit 1o predict
whether two different tibolone products are bioequivalent
with cach other. Even if it is known practice in the field that
bioequivalence in the case of a compound which exerts ils
activity through a metabelite is to be measured, in vivo, by
analysing plasma levels of the metabolite, this is a much
mare complex matier in the case of a compound as tibolone,
which has maee than ane metabolite.

[0004]  In order 10 set a standard for analysing the relative
hioavailability of a drug substance upon oral administration,
4 customary method 1s to choose a model io which, for a
dosage amount well within the therapeutic window, a maxi-
mum exposure o the drug 1s given. One generally viable
way (0 achieve such maximum exposure is 1o provide the
drug in the form of a soluiion. The normal expectation is that
the bicavailability of the drug in solid form will be lower
than that in the case of the solution. See, int. al., Robert E.
I\{hotari, Biopharmaceutics and Clinical Pharmacokinetics,
4 edition (1987) p140.

[(05] In the case of tibolone, this experiment led to an
unexpected result, on the basis of which the present inven-
tion was made.

(0006]  For different solid formulations, an analysis was
made ol two of the main metabolite compounds, viz. 3a-OH
tibolone (hereinafter referred 10 as “Org A™), and 3f-OH
tibolone (hereinafier referred (o as “Org B"). The finding is
that one of these, Org A, turned oul 1o become better
available as compared to the solution, dependent on the
particle size of tibolone. As this increase of bioavailability
does not hold for the other above-mentioned metabolite, Org
B. obvious explanations could not be given.

[0007] Besides being an unexpected result per se, this is an
improvement of the solid pharmaceutical product as com-
pared to the solution, since Org A is responsible for an
important part of the estrogenic effect of tibolone (which,
naturally, plays a role in its significant wility as an HRT
ageat for menopausal patients).

SUMMARY OF THE INVENTION

{0008] The invention thus resides in drug products of the
immediate-release type, of the active substance tibolone

Nov. 8, 2004

which show an improvement of Org A availability as com-
pared to a refercnce situation with maximum exposure, viz,
a solution. These drug, products are characterized by com-
prising solid tibolone in a mean particle-size below 22.8 im
as measured by the technique described below. Preferably,
the mean particle size is below 20 ym.

[0009] Incidentally, with the benefit of hindsight, one can
asses that the product as produced in Example 1 of U.S, Pal.
No. 5,037,817 salisfies these same criteria. This, however, is
lo be regarded as truly accidental, since a teaching on the
bioavailability of Org A, Iet alone of the influence of particle
size thereupon, cannol be derived from U.S. Pat. No. 5,037,
817.

[0010] In addition to the above, il was realized that any
assessment of bioequivalence of 1wo tibolone products wiil
fail if not Org A is measured. This leads 1o another aspect of
the present invention, which is 2 method of examining
whether one tibolone product is bio-cquivalent with anotber
tibolene product, and which resides therein that bio-cquiva-
lency is determined in vivo by analysing plasma levels of
one or more metabolites of tiholone. one of which being Org,
A

DETAILED DESCRIPTION OF THE
INVENTION

[0011] The main requirements for the present invention
include that a solid pharmaceutical compasition of tiholope
is pravided, and thai tiboloae, when contained in the dosage
form, has a particle size as defined above.

[0012] Tibolone being a known substance. it can he pre-
pared in a known manner. In this respect relerence is made
to U.S. Pat. Nos. 3,340,279, 4,701 450, and 5,037 817,

[0013] Once the person skilled in the art appreciates that
tibolone is 1o be provided in a certain particle size, he or she
knows the general measures that can be (aken to achieve
this. A simple, though laborious and not cconomical method
is to just produce tibolone in any solid lorm and screen the
abtained particles vsing adequate mesh sizes so as 1o shifl
out the particles that are too large. An alternative method is
to first dilute the active substance with a pharmaceutically
acceplable carrier (e.g. a base granulate aormally used for
tabletting or filling of capsules). and then sereen the product.
In that case the carner materials effectively work as a
pracessing aid in rectucing the size of the active substance
{the final maximum particle size of ihe active substance
remains to be determined by the mesh-size of the sereen).
The necessary equipment as well as these screening methods
are known to the skilled man. Another method, also known
in general to the skilled person, is 10 again just produce
tibolone in any solid form, and then subject it to a milling
step wherein the required particle size is obtained. Suitable
milling equipment is known to the skilled person. Tnstead of
first producing tibolone and then rendering it into the right
particle size, one can also take measures during synthesis
and, particularly, crystallisation, to actually obtain tibolone
in the desired particle size. The exact conditions required for
this, will depend on the equipment and reaction circum-
stances used. As a general textbook reference un providing
particles of a desired size, it is referred to Gennara et al.
Remington’s Pharmaceulical Sciences, (18th ed.. Mack Pub-
lishing Company, 1990, pages 1436-1437 and 1615-1632.
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[6014] In order to avoid undue ¢xperimentation, one can
conduct a relatively simple test as to whether the particle
size of tibolone, once incorporated into the solid, peroral,
immediate-release dosage form (be it a compressed tablet, a
capsule, or else), is adequate. This is a dissolution test,
standardized (0 a dosage of 2,5 mg tibolone. The dosage
{arm 10 be tested is put into 2 dissolution medium (aqueous
sodium Jauryl solphaie solution 0.25%). By means of a
suitable technique, such as HPLC, it is measured at fixed
poinis in time how much tibolone has been dissolved in the
medium. This enables determining the dissolution rate of
tibolone, given by the 1, value, ie. the point in time al
which 50% of the tibolone, i.c. 1.25 mg, has been dissolved.
A5 value of below 23,1 minules correlates with a particle
size of (ibolone in compliance with the invention. It is
imperative that the test be standardized to a dosage of 2.5
myg. This means that in the case of, e.g.,, a 5 mg tbolone
tablet. one has to break it into two parts before conducting
the tesl. Or, ¢.¢., in the case of 1.25 mg or 0.625 mg tibolone
dosage units. one has 1o lake two, respectively 4, of such
dosage units in the (also standardized) disselution medium.
FIG. 1 provides the correlation between tibolone particle
size and the dissolution-rate (t54) of a solid, immediale-
release peroral dosage unit (a tablet) comprising tibolone,
Such a correlation is generally valid in the case of imme-
diate-release dosage forms. As indicated above, 15y, is the
time needed for 50% of the drug to dissolve in vitro. The
t,,. was calculated by means of linear interpalation between
the first point >50% of the drug dissolved, and the previous
point, sampling poinis being 5, 10, 15, 30, and 45 minutes
after start.

[0015] If the tibolone has been provided in the adequate
particle size before mixing with excipients, it can thereafier
be mixed with excipients. Eventually, the mixture of
‘tibolone and excipients (how ever obtained) can be incor-
porated into solid pharmaceutical dosage units in known
manner. The dosage amoumt of libolone therein will usually

be of the order of 0.3 1o 5.0 mg per dosage, more particularly -

0.625, 1.25 or 2.5 mg.

[0816] The pharmaccutical dosage units of the present
invention will generally take the form of tablets or capsules,
but other solid or dry pharmaceutical preparations are
included.

[0017] Methods for making such dosage units are well
known. For cxample in the above-mentioned standard
Eaglish language text Gennaro et al., Remingloa’s Pharma-
ceutical Sciences, reference is made especially Part 8: Phar-
maceutical Preparations and Their Manufacture), methods
of making tablets, capsules and pills and their respective
componenls are described.

[00i8] Three methods of making tablets and capsules
include the wet-granulation, dry-granelation, and direct
compression melhods.

[0019] Wel-granulation methods Involve weighing oul
ingredients (actives and excipients, including a solvent),
mixing the ingredients, granulating them, screening them
damp, drying them, dry screening, lubcication, and com-
pressing the resultant admixture into tablets or flling cap-
sules with it. Such procedures result in tablets or capsules
having at least adequate homogeneity and stability.

[0020] Dircct compression methods involve weighing out
direct-compression vehicles (including carriers) and active
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ingredients, mixing of the ingredients, lubrication, and com-
pressing the resulting admixture {nto tablets, or fiiling cap-
sules with it.

[0021] Carriers for active subslances in pharmaceutical
dosage units are generally known to the skifled maa, and do
riot require separate clucidation here.

[0022) Wet granulation distingtishes from dry granulation
and dry-mixing in thal a liquid (such as water, preferably
comaining a binder) is applied in wet granulation to produce
agglomeration or granules.

[0023] The most widely used granulution methods ig the
pharmaceutical industry are the fludized bed granufation
and the Net-massing method in which a liquid is added 10 a
powder or granulate in a vessel equipped with any type of
agitation that will provide granules or agglomerales. Various
operations can be recognised in the wei (massing) granula-
tion, including milling of excipieats, mixing of milled
powders, preparation of binder solution, mixing the binder
solution with the powder mixture 1 form the wel mass,
granulation of the mass, coarse screening of wet mass,
drying moist granules, and screening dry granules. It is
obvious that, depending on the selected excipiens and the
size of the batch and the selected equipment. some of the
operations can be combined or are not required or particular
operations can be included. General methods of preparing
granules are for instance described in Pharmaceutical Dos-
age Forms: Tablets (Volume I). Ed. H. A Licberman, [
Lachman, J. B. Schwartz (1989), Marcel Dekker Tnc. New
York and Basel pp. 131-190.

[0024] Advanlages of wel granulation include improve-
ment of the cohesiveness and compressibility of powders, a
good particle size distribution, reduction of a great deal of
dust and airborne contamination, prevention of segregation
of components.

[0025] Small-scale production can be achieved by mixing
and wetling the mass in mortars or slainless steel bowls,
whereas for larger quantitics twin-sheli blenders, double-
conc blenders, planctary mixers, rotary granulators, high
shear mixers and fluid-bed granulation equipment can be
applied. General mixing methods are disclosed in Pharma-
ceutical Dosage Forms (Volume 2). Ed. H. A. Licberman, L.
Lachman, J. B. Schwartz (1990), Marcel Dekker Inc. New
York and Basel pp. 1-71. The dry excipicents and, optionally,
active ingredients are mixed in a suitable mixer, peeferably
& mixer in which both mixing and granulating can be
performed, for instance a Gral high shear mixer. aflter which
an aqueous binder solntion is added. Another preferred
method is suspending the active ingredients into the agueons
binder solution, which suspension is added to the dry
mixiure of excipients and granulated.

[0026] Granulales, 1ablets, and capsules prepared by wet-
granulation or direci compression consist of scveral inert
materials that can be found in conventional solid oral dosage
forms in general. The ingredients can be classified in excipi-
enls which help to impart satisfactory processing and com-
pression characleristics to the tormulation like diluciis,
stabilising agents, binders. glidants and lubricants and in
excipicnts to give the desirable physical characieristics 1o
the finished tablet like disintegrants and colours. If required
the tablets can be provided with 4 film coat, for instance as
disclosed in Pharmaceutical Dosage Forms (Volume 3). Ed.
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H. A. Licberman, L. Lachman, J. B. Schwartz (1990),
Marcel Dekker Inc. New York and Basel pp. 93-125.

[0027] Dilvents (“filling excipients”) usually make up the
major poriion of the carrier. Direct compression carriers are
deseribed in the same textbook, Volume 1, second edition,
Chapter 4, pages 195-246. The dircct compression carriers
can be classified into groups including water soluble poly-
alcehols such as lactose (including spray-dried lactose and
anphydrous laciose), and polysaccharides such as the group
of celluloses (¢.8. Avicel® PH 101, PH 102, and PH 200,
purified weod cellulose), and the group of water-insoluble
starch products according 1o the invention (e.g. Starch 1500,
putalo starch, corn starch, wheat starch, including modified
starches, agglomerated starches, granulated starches).

[64028] Binding agents or adhesives are used as substances
that bind powders together and provide cohesiveness to the
granulates and 1abler formulation. Binders can be added dry
and blended with the diluents and, optionally, the drug. In
this case binders are activated by addition of waler or other
solvents. In other manufacturing procedures, the adhesives
are dissolved or slurried in a liquid and, in this form, added
to the mixed powders. Conventional binders include
gelatine, water soluble modified starch, and sugars as
sucrose, glucose, dextrose, molasses and lactose. Natural
and synhetic gums which have been used include iraga-
canih, magnesium aluminium silicate, acacia, ammonium
calcium alginate, sodium alginaie, carboxymethyleelltlose,
hvdroxypropylcellulose, methylcellulose, hydroxypropylm-
ethyl-cellulose, polyvinylpyrrolidone, polyethylene glycol
and clays like Veegum. '

[0029] Depending on for example the solubility of the
binders in the vartous liquids, the binder can be added to the
powder mix as a solution in water, or a water-solvent
mixiure.

[0036] In addition to (he stabilising effect of the present
mvention, slabilising agents can be added to further reduce
decomposition of tibolone if desired. Examples of such
stabilising agents arc of the group of antioxidants (such as
ascorbyl palmitate and ascorbyl stearate) and the group of
water soluble chelating agents (such as sodium EDTA and
sodium ascorbate).

[0031] Maerials to improve the flow characteristics are
relerred 10 as glidants. As an example, silicon dioxide,
magnesium lauryl sulfate, magnesivm aluminium silicate,
magaesium oxide, talc or clays can be incorporated into the
formulation to reduce interparticulate friction and to elimi-
nate the problems associated with (he flow of materials from
larger to smaller apertures in the tablet presses.

[W032] Disintegrants (commonly used in immediate-re-
lease dosupe forms, and known to the skilled person) can
also be uscd in the dosage forms of the invention.

[0033] Before filling capsules or sachets, or compressing
tablets, lubricants are mostly added to prevent friction and
wear during processing. Some of the lubricants also dem-
onstrate anti-adherent properties that can be relevant in case
of siicking of table( granulations to the faces of the punches
and the die walls. Examples of the group of lubricants are 1he
metallic stearales (magnesium slearate), talcum, stearic acid,
sodium stearyl fumarate, hydrogenated vegetable oil, and
high melling point waxes.
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[0034])  As indicated above, the invention also pertains to a
method of examining whether one tibolone product is bio-
equivalent with another ubolone product. Described more
fully, this is a method of determining by means of an in vivo
bioequivalence siudy whether a drug product comprising
solid tibolone is biocquivalent with another drug product
comprising tibolone which is used as a standard (ibalone
praduct, the method comprising the steps of administering o
a suitable test pancl in a comparative trial the tibolone
product of which the bivequivitlence is to be determined and
the standard tibolone product conducting an in vivo
bioequivalence study, and measuring plasma levels of o
measurable active substance, characterized m that the active
substance is Org A. This method finds utility in the market-
ing approval of copies of existing market products compris-
ing tibolone. In this respect, one can also view this as a
“methad of doing business.” It is known in the pharmaceu-
ticat arts to trv and oblain regulatory approval for a drug
product through the filing of an ANDA (Abbrevised New
Drug Application), referring to an original (standard) drug
product on the basis of the same active substance. Thereby
it is shown try means of a comparative trial that the ANDA
drug product is bio-equivatent with the standard drg, prod-
uct by analysing and comparing plasma levels of an active
compound present in the blood. It 15 known that, if the
compound itself is not suitable for analysis (cither becuse
it cannot be determined per s, or because 1t 1s metabolized),
another compound should be round for analysis (e.g. the
active metablite). The problem with doing this for 1ibolone,
is that the metabolic pattern is too complicated (o simply
select which compound 1o analyse. By virtue of the present
invention, il has now becn [ound that the relevant analvsis
is that of Org A.

[08035] Assavs

[0036] From the above, it is clear that several assays arc
used 10 describing the present nventon. These are, in
arbitrary order, the measurement of mean particle-size, the
dissolution ftest referred 1o above, the assessment of bio-
equivalence. These will be described hereinbelow:

[0037] Particle Size Measurement
[0038] Principle:

[0039] The particle size distribution is determined by
Laser Diffraction Spectroscopy.

[0040] Equipment:

[0041] Laser diffraction particle sizer equipped with a
sample dispersion unil.

[0042] Reagents
[0043] 1. Polysorbate 80, analviical grade.

' [0044] 2. Water, purified quality (concentration of par-

tictes >10 ym is <1 per mL).
{0045] 3. Polysorbate solution (1L05%.

[0n46] Dissolve 0.5 gram of polysorbate 80 (1) in L0 liter
of water (2).

[0047]) 4. Suspension liguid.

[0048) Add 50 mg of tibolone sample to 500 ml. of
polysorbate solution (3) and saturate by stirring for at least
60 minutes.

22
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[0049] Filtrate the supernatant liquid and vse the filiered
solution.

{0050] T[nstrument Conditions:

{0051] Particle sizer Malvem Mastersizer S or equivalent
[(0052] Lens type: 300RF (range 0.05 um-900 um)
[0053]  Active beam length: 2.4 mm

[0054] Sample dispersion unit: Malvem MS1 or equiva-
lent

[0655] Sample flow rate: % of maximum flow rate
[056)  Sweeps

{0057] sample nuntber: 10000

[0058] background number: 10000

(059] Presentation: Fraunhofer

[0060] Analysis model: Polydisperse

{0061] Sample Suspension:

[0062] Homogenize the sample in the sample container,

{063] Transfer about 30 mg of the sample into a 10 ml
alass container.

[0064]  Add aboui 2 ml. of suspension liquid (4) and close
the container.

[0065] Suspend the sample in an ultrasonic bath to com-
plete deagglomeration.

[0D66] Measurement:

[0067] Fill the sample dispersion unit with suspension
liquid (4) and measure the blank background.

[0068] Add the required amount of the homogeneous
sample suspension dropwisc into the sample dispersion unit,
and analyse.

[0069] Calcuiation:

[0070] Calculate the mean panicle size in which the
d,q sy=volume-mean diameter of the particles in ym.

(®71] Dissolution Rate of Tibolone.
[0072]  Principle:

(6073} After dissolution, tibolone is determined by
reversed phase liquid chromalography.

[0074]  Equipment:

{8)75] 1. Liguid chromatograph with temperature con-
trolled column compariment and variable wavelength
absorption detector.

[0076] 2. Dissolution apparatus 2 according to USP-DIS.
SOLUTION <711> (paddle).

[#077] Reagents and Reference Standards:

"[#078] 1. Water, HPL.C grade USP/ACS suitable for gra-
dicnt elution analysis or equivalent (e.g. milli-Q).

[®079] 2. Melhanol, analytical reagent.

(0080] 3. Sadium lauryl sulphate solution 99%, Merck or
equivalent.
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[0081] 4. Dissolution medium: Sodium lauryl selphate
solution 0.25%.

[0082] Remove dissolved air from waler (1) by purging
with helium or equivalent before adding sodium lauryl
sulphate (3).

[0083] Weigh 10 g of sodium lauryl sulphate (3) and
dissolve in 2.0 liter of hot water (1).

[0084] Cool to room temperature and dilue to 4.0 liter
with water (1) at room temperature.

[0085] Mix carefully, in order to prevent the tormation of
lather. :

[0086] 5. Tibolone, reference standard.
[0087] 6. Suitable sinkers in the case of capsules
[0088] Refercnee Solution (in Duplicate):

[0089] Accurately weigh about 25 mg of tibolone (5) and
tramsfer into a 50 ml. volumetric fask.

[0090] Dissolve in and dilute to volume with methanol (2).

[0091] Transfer 1.0 mL of this solution into a 100 mL
volumetric flask.

[0092] Dilute to volume with dissolution medium (4).

[0093] Mix carefully, in order 10 prevent the tormation of
lather.

[0094] Sample Preparation:
[0095] Drug substance:

[0096] Accurately weigh aboul 2.5 mg of nbolone and
transfer into a gelatine capsule. Add aboul 20 glass beads,
close the capsule and mix gently.

[0097] Bring the capsule into the dissolution medium
using a pair of tweezers and open the capsule 1o siart
dissclution.

[0098] For a pharmaceutical dosage torm tested. the tinal
amount of tibolone added to the dissolution medivm must be
2.5 mg. If the dosage contains less than 2.5 mg tibolone per
dosage unit extra dosage units should he added to the
medium.

[0099] Tablet:

[0100] Add a tablet to the dissolution mediom 1w stant
dissolution.

[0101] Capsule:

[0102] Place the capsule in a suitable sinker and add the
sinker with capsule 10 the dissolution medium to stan
dissolution.

[0103] Test Selution:

[0104] Prepare the test solution according o USP-Disso-
lution <711>.

[0108] Withdraw about 10 ml of the test solution using a

glass syringe equipped with stataless sieel cannula (or

equivalent glass device).

[0108] Immediately centrifuge the solution and use the
clear supernalant.

05‘
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[0107) Dissolution Conditions;

[0108] Apparatus: USP-Dissolution apparatus 2
(0109}  Dissolution medium: see reagenis no. 4
[0110] Volume of Dissotution medium: 500 ml
{0111] Temperawre: 37 0.5° C.

{0112] Speed: 0.83 Hz (50 rp.m.)

[0113] Sampling time: S, 10, 15, 30, and 45 minutes after
strl,

[0Li4] Chromatographic Conditions:
[0115] Column: Hypersit ODS, 5 um, 100x4.6 mm or

equivalent

[0116) Column temperature: 40° C.

[0117] Mobile phase: methanol+water {77+23 v/v)
[0118] Flow rate: 0.5 ml/min

[0L19] Detector: variable wavelength absorption detector,
205 nm, abs. range about 0.1 AUFS

[0120]  Tnjection volume: 200 gl

[0121] Number of injections: reference solutions: 3
(0122]  test solutions: 2

[0123}  dissolution medium: |

[®124] System Suitability Test:

[0125] [ndicating retention time for tibolane is 5.0 min-
utes.

[0126] Alter the water concentration of the mobile phase
if any impurity coelutes with tibolone.

[0127] Criterta:

[0128] L. Relative standard deviation of injections of the
reference solutions: RSD 3%.

[0t29] 2. Ratio of the mean response factors of the 2
reference selutions: 0.97 Q 1.03.

[0130] 3. Response of any peak in the chromatogram of
the dissolution medium at the position of tibolone: <3% with
respect to the response of the tibolone peak in the chromalto-
gram of the reference solution.

[0131]  Caleulation:

[0132] Caleulate the amoun of tibolone dissolved in 1he
sample.

[0133] Bioequivalence
[0134]  Assay for Org A

[0135] For the determination of Org A, deuteraled Org A
can be used as internal standard. Plasma samples can be
extracted with solid-phase extraction, thereafter silylated
and quantified with capillary gas chromatography with mass
spectrometric detection 1n the Cl-mode. The lower limit of
quantification was 0.1 ng/ml.

[0136] In Vivo Swdy

[0137] 'fo assess the biocquivalence between a tibolone
product (indicated as test reatment) and a reference treat-
ment (such as Livial™ or Xyvion™) a single<lose (2.5 mg)
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2-way crossover study should be perlormed. The wash-out
period between the two treatments should be at least seven
days. The total pumber of subjects should be at least 22, 1c.
1 subjects per sequence. Subjects should be postmenopausal
women, aged 35-65, and physically and mentally healthy.
Following single-dose administration, blood samples should
be taken at 0 (pre-dose}, 0.5, 1, 1.5,2, 3,4, 0,8, 12,16, 20
and 24 hours post-dosing. The Org A cancentrations should
be determined in plasma according to the method deseribed
earlier. Based on the Org A plasma concentrations the peak
concentrations (C,,_.} and the area under the plasma-con-
cenlration-versus-time curve from zero to the ume point of
the last measurable concentration (AUC, ...} as well as the
area under the plasma-concentration-versus-time curve from
zero extrapolated to infinity (AUC,,....) should he calculated.
Bioequivalence should be assessed based on C,, AUC,.
tast and AUC, ., using 90% confidence intervals for the satio
of the test and reference treatment derived from an Analvsis
of Variance on log -transformed parameter values. The
formulations are considered 1o be bivequivalent i the 90
confidence intervals for the above mentioned ratios of ¢,
AUC 1. and AUC, . are fully contained within the accep-
tance range 0.80-1.25.

[0138] The invention will be ilustrated hereinafter with
reference 1o the following Examples and the Figures.

EXAMPLE 1

[0139] Solid dosage forms ol tibalone are made by a
process similar to that described in US. Par. No. 5.037.817.

[0140] Composition of the Tabluts:

Ingredien: Quantity
Tibolon R
Potato starch 13 mg
Ascorbyl palmitate 0.2 mg
Magnesium stearate 0.5 mg
Lactose 6.8 mg
Tablet mass 100 mg

[0141] A basic granulate is preparcd by granulation of a
mixture of lactose (diluent), potato starch (90% of the total
amount; disintegrant) and potato starch mucilage (10% of
the total amount; binder) (n a fluid bed granulator. After
granulation, the basic granulate is passed through a sicve.
Part of the granulate (approx. 10% wiw of the final baich
size) 1s mixed with tibolone and ascorbyl palmilate using a
suitable blender and then passed through a premix sieve. The
tibolone premix and the remainder ol the basic granulate are
mixed in a suitable blender. Magnesium stearate s added
and mixed. The mixture is compressed into 100 mg tablets.

[0142] Thus four batches have been prepared, the only
material difference between them being analysed as the
particle size of tibolone. See the table helow.

EXAMPLE 2

[0143] Asolution of tibolone is made as follows. Tiholane
is dissolved into Ethanol 96%. The final concentration of
tibolone in solution is 1 mg/ml. The solution is mixed and
filled in 5 ml vials; 2.5 mlvial. Dilute instruciion: The
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content of the vial must be diluted with 2.5 ml of solvent
(water for injection) up to a total volume of 5 ml before use.

Table of Tibolone Drug Product Batches
[0144]

Initial particle size  Premix  Mean particle size of tibolone in
Batch  tibolone Dy, 5y (um)  sieve (pm) dosage form (um)

A 14 250 44 pm
B 45 125 19,3 ym
C 102 125 228 ym
D 02 25 482 pm

Solution according lo Fxample 2

EXAMPLE 3

[0145] The tibolone batches of Examples 1 and 2 are
tested for the relative bioavailability of Org A. This test is
conducied in the form of the single-dose (2.5 my) 2-way
cross-over study as described hereinbefore, exactly comply-
ing with the requirements thereof. The results are depicted in
the Figures.

[0146] FIG. | provides the comelation between tibolone
particles size and tablel-dissolution described hercinbefore.

[0147] In FIG. 2 the relative bioavailability of Org A is
shown. On the Y-axis is depicted the relative Area Under the
plasma-concentration versus time curve (AUC), with the
solunion (batch S) being the reference al 100%. From the
pieture it is clear that baiches A, B and C show an unex-
peeted binavailability of Org A at least equal to that of the
solution batch S.

[0148] In FIG. 3 the AUC of Org A and Org B is shown
for batches A and S, as follows:

[0149] (1) is a bar indicating the AUC for Org A after
the adminisiration of batch A;
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{0150] (2) is a bar indicating the AUC for Org A afler
the administration of batch §;

[0151] (3) is a bar indicating the AUC for Org B alter
the administration of batch A,

[0152] (4} is a bar indicating the AUC for Org B after
the administration of batch S.

[0153] From the relative height of the bars. one can sce
that the effect of enhanced bivavailability of Org A resulting
from the administration of solid tibolone having the appro-
priate particle size, 15 not observed for Org B.

1-12. (Cancelled, without prejudice ar disclaimer)

13. A method of treatment ur prevention of menopausal
complaints, comprising administering (0 a patient in need
thereof an effective amount of a phiarmaceutical formulation
in the form of an immediate-release peroral dosage unit,
comprising tibolone, wherein the pharmacemtical formula-
tion has a bioavailability, in vivo, of 3“-O1l iibolone at a
level above that provided by a solution of tibolone, wherein
the amount of tibolone in the immediate-release peroral
dosage unit and in the tibolone solution are substantially the
same.

14. The method of claim 13, wherein the tibolone in the
immediate-release peroral dosage unit has a mean pariicle
size below about 22.8 ym.

15. The method of claim 14, wherein the (iboloue in the
immediate-release peroral dosage uait has a mean particle
size below about 20 um.

16. The method of ciaim 13, wherein the rate of dissolu-
tion of tibolone from (he pharmaceutical lormulation is such
thal when the pharmaccutical formulation is subjected 10 a
dissolution-test, whercin a sample of said pharmaceutical
formulation containing 2.5 mg of nbolone is exposed 1o a
0.25% sodium lauryl sulfate solution and the dissolution rate
is measured, a 155% value about 23.) minules is obtained.

17. The method of claim 16, wherein the tibolone in the
immediate-relcase peroral dosage unit has a mean particle
size below about 22.8 um.
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PHARMACEUTICAL COMPOSITIONS CONTAINING VITAMIN D AND
CALCIUM, THEIR PREPARATION AND THERAPEUTIC USE

Scope of the invention

The present invention refers to pharmaceutical compasitions containing Vitamin D
and a calcium salt, the process for their preparation, and their use in the treatment
of pathological forms involving loss of bone tissue in the elderly, such as
osteoporosis, as well as in the prevention of illnesses linked to calcium
metabolism in the elderly, such as those leading to fractures of the proximal femur
or other non-vertebral fractures.

State of the art

The use of Vitamin D and calcium salts, either separately or in association, for
various illnesses, among which those concerning calcium metabolism in the
elderly, is already well documented in the state of the art. For example, in FR
2724844, the existence of a therapeutic association is claimed between Vitamin D
and calcium salts in combating osteoporosis.

However, the Vitamin D and calcium-based pharmaceutical formulations available
today still present a number of problems which render them not altogether
acceptable.

The problems that had to be faced for the pharmaceutical compositions that are
the subject of the present invention were in particular:

a) the homogeneity of distribution of Vitamin D3 in the final mixture;

b) the properties of flow of the powder of the calcium salt used; and, when
present,

¢) the rate of reconstitution of the suspension to be prepared as and when
required.

In fact, for the preparation of these formulations, normally Vitamin D is used in the
so-called "coated" form, since it presents greater stability than the pure crystalline
form.

The "coated" form, however, presents the disadvantage of consisting of small
granules that are highly dense and smodth, which renders their distribution inside
the final mixture even more problematic, this distribution in itself already being

complex on account of the small amount of the vitamin involved in comparison
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2

with the other constituents of the pharmaceutical compositions that are the subject
of the present patent,

In addition, the calcium salt used for this type of preparations normally undergoes
a granulation process (either damp or dry) to overcome the problems due to the
poor characteristics of flow that it presents in its most widely used form, i.e., in the

form of fine powder, which makes it unsuitable for processing using ordinary high

output rate machines. However, the granules (including those ocbtained with‘

specific excipients for favouring disgregation) present a poor disgregation rate,
which is instead highly desirable for the pharmaceutical preparation in bags, both
in order to guarantee a good level of bio-availability and to obtain a suspension to
be prepared as and when required, in which the sait may be finely divided in order
to reduce the rate of sedimentation of the suspension and eliminate the "sand"
effect which is noted when granular suspensions of this type are taken.

There is therefore an evident need to have available new pharmaceutical
formulations containing a Vitamin D-caicium association which may enabte a high
dosage of calcium mixed in a homogenous way with very low doses of Vitamin D
(for example 1-2 g of calcium for 500 - 1000 1.U. of Vitamin D), may present a
good stability, may have a high level of bioc-availability, may be suited to being

processed using high-speed production machines, and may be pleasant to take
for the patient.

Detailed description of the invention

The pharmaceutical composition according to the invention makes it possible to
overcome the aforesaid problems owing to a "granulation” of the calcium salt, at
the rate of 1 - 2 g of caicium for 500 - 1000 1.U. of vitamin D, in the presence of
propylene glycol or a polyethyiene glycol presenting a molecuiar weight comprised
between 300 and 1500 (for formulations that involve subsequent disgregation in
water) or (in the case of pharmaceutical formulations that do not envisage
subsequent disgregation) with liquid paraffin or silicone oil.

Surprisingly, the addition of the caicium salt to the above said glycols makes it
possible to obtain, a triple advantageous effect::

a) The even and diffused distribution of the glycol over the calcium granules, as
well as over the other components of the formulation, plays a "binding” effect on

j‘\
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the smali granules of coated Vitamin D3. In this way, there is an anchoring of the
particles of the vitamin to the system, thus enabling its even distribution ;

b) The atypical granulation of the calcium salt, taking place with this agent,
modifies the properties of flow just. enough to obtain a mixture having
characteristics of smoothness such as to enable its processing with high output
machines;

¢) The aforesaid modification of the properties of flow of the calcium salt however
is not an obstacle to its complete re-dispersion, where this is required, once the
aqueous suspénsion has been reconstituted.

Moreover the moistening effect exerted by the propylene glycol on the calcium
phosphate must be considered. This effect renders the operation of reconstitution
of a dispersion faster than the one obtainable without its use.

According to the invention particularly preferred is propylene giycol. In this
connection it is important to note that the well-known sour taste of propylene
glycol or somewhat bitter one of low-moiecular-weight polyethylene glycols may
be easily covered by the common excipients and sweeteners, without affecting the
pleasantness of the resultant pharmaceutical composition.

As binding agents for pharmaceutical forms that do not have to be dispersed in
water, the substances that have proved extremely useful, and hence constitute a
subject of the present invention, are liquid paraffin and silicone oil. These
components in fact make it possible to obtain the same aggregating effect as the
previous excipients and an equivalent distribution of the active principles.

Among the various forms of Vitamin D used for the formulations according to the
invention, Vitamin D3, Vitamin D2 and their mixtures are preferred.

The calcium salt used for the present invention is, for example, chosen in the
group consisting of. phosphate, glycerophosphate, carbonate, bicarbonate,
lactate, citrate, tartrate, gluconate, and chloride.

Particularly preferred is calcium phosphate and, more particularly, tribasic
phosphate.

Normally the quantity of calcium phosphate is comprised between 30 - 80% by
weight calculated on the total composition.
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The pharmaceutical compositions that form the subject of the present patent
moreover comprise ‘the usual moistening agents (e.g., sucrose palmitate);
fluidifying agents (such as, colloidal silica); suspending agents (such as cellulose,
carboxymethyl cellulose, sodium carboxymethyt cellulose); organoleptic correctors
(such as, flavouring substances, citric acid), sweeteners (such as mannitol,
sorbitol, saccharin salts, aspartame, etc.); and colouring agents (such as E110).

it must be noted that the pharmaceutical compositions according to the present
invention are not suitable for dermatology applications (for example in the form of
creams).

According to a preferred formulation (bags) the pharmaceutical composition of the
present application contains the propylene or the poiyethylene glycol in a quantity
comprised between 5 - 15% by weight calculated on the total weight of the
formulation.

Non-limiting examples of the present invention are the following:

Example 1

Lot for 6000 bags

The sucrose palmitate, citric acid and sodium saccharin are sifted using a sieve
with 0.5-mm mesh.

The propylene glycol is distributed over the calcium phosphate in a high speed
granulator by setting the following process parameters:

2 minutes with impeller at 80 r.p.m. and chopper turned off, followed by 2 minutes
with impeller at 160 r.p.m. and chopper at 1500 r.p.m.

The colloidal silica, 25% of the mannite required, the citric acid, and the sodium
saccharin are added to the mixture.

The above is mixed for 6 minutes with impeller at 80 r.p.m. and chopper at 1500
r.p.m. until a homogeneous composition is obtained.

Prepared separately, in a cube mixer at a rate of 25 r.p.m. for 15 minutes, is a
premix consisting of sucrose palmitate, microcrystalline cellulose and
carboxymethyi cellulose, lemon flavouring, E110, the remaining part of the
mannite, and the Vitamin D3.

The mixture thus aobtained is transferred into the granulator and mixed with the
rest of the preparation, according to the following parameters:
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1 minute with impeller at 140 r.p.m. and chopper at 1500 r.p.m., foliowed by 30
seconds with impeller at 140 r.p.m. and chopper turned off.
The granulate thus obtained is distributed in the bags,

preparation having the following composition:
Tribasic calcium phosphate
(corresponding to 1200 mg of Ca*™)
Cholecalciferol (Vit. Dg) 100 000 (U/g
(corresponding to 800 {U)

Propylene glycol

E110

Colloidal silica

Lemon flavouring

Microcrystalline cellulose - MCC
Sodium saccharin

Anhydrous citric acid

Sucrose monopalmitate

Mannitol g.s.to

in a similar way, but using polyethylene glycol instead of propylene glycal, bags

3.100

0.008

0.800
0.002
0.120
0.100
0.200
0.015
0.165
0.120
7.000

which thus contain a

0 o O O a o o o

g

may be prepared containing a preparation having the following composition:

Tribasic calcium phosphate
(corresponding to 1200 mg of Ca*t)
Cholecalciferol (Vit. D3) 100 000 |U/g
(corresponding to 800 1U)
Polyethylene glycol 400

E110

Colloidal silica

Lemon flavouring

Microcrystailine celluiose - MCC
Sodium saccharin

Anhydrous citric acid

Sucrose monopalmitate

Mannitol g.s. to

3.100

0.008

0.800
0.002
0.120
0.100
0.200
0.015
0.165
0.120
7.000

g9
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Example 2 (tablets)
Preparation for 20,000 tablets

The liquid paraffin is distributed over the calcium phosphate in a high speed

granulator, setting the following process parameters:

2 minutes with impeller at 80 r.p.m. and chopper turned off, followed by 2 minutes
with impeller at 160 r.p.m. and chopper at 1500 r.p.m.

The colloidal silica, the carboicymethyl cellulose, the sodium saccharin and the
orange flavouring are sifted using a sieve with 2 0.5-mm mesh.

Vitamin D3 is added to the above-mentioned components and the product is
mixed using a cube mixer at a rate of 25 r.p.m. for 5 minutes.

The sorbitol is then added, and-everything is mixed in the cube mixer for 10
minutes at 25 r.p.m.

This premix is transferred into the granulator and is mixed with the rest of the
preparation, by setting the following process parameters:

1 minute with impeller at 140 r.p.m. and chopper at 1500 r.p.m., foliowed by 30
seconds with impeller at 140 r.p.m. and chopper tumed off.

The granulate is compressed to the required weight to obtain tablets having the
following composition:

Tribasic calcium phosphate 3.100 ¢
(corresponding to 1200 mg of Ca**) .
Cholecalciferol (Vit. D3} 100 000 IU/g 0.008 g
‘(corresponding to 800 1U)

Liquid paraffin | 0.500 g
Sodium carboxymethyl celiulose 0.050 g
Sodium saccharin - 0.015 g
Orange flavouring 0.100 g
Sorbitol  g.s. to 4400 g

In the same way, using silicone oil instead of liquid paraffin, it is possible to obtain
tablets having the following composition:

Tribasic caicium phosphate 3.100 g
{corresponding to 1200 mg of Ca**)
Cholecalciferol (Vit. D3) 100 000 {U/g 0.008 ¢

3.')
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{corresponding to 800 1U)

Silicone oil 0.500 g
Sodium carboxymethyi cellulose 0050 g
Sodium saccharin 0.015 g
Orange flavouring 0.100 g
Sorbitol q.s. to 4400 g

The pharmaceutical compositions that form the subject of the present invention
were made for the purpose of being used in the treatment of nutritional deficiency
of calcium and Vitamin D in the elderly, to reduce the loss of bone tissue linked to
age and to prevent proximal femur fractures and other non-vertebréi fractures.
These pharmaceutical compositions may be used also to prevent osteoporosis
induced by chronic treatment with corticosteroids. -

{.U. as used in the present application means International Units and corresponds
to the amount having the activity of 0.0025 y of Vitamin D3.
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CLAIMS

1. Pharmaceutical composition containing as active principles Vitamin D
associated to a calcium salt characterized in that it comprises a binding agent
chosen in the group consisting of: propylene giycol, a polyethylene glycol
presenting a molecular weight comprised between 300 and 1500, liquid paraffin or
silicone oil and that the Vitamin D is present at the rate of 1 - 2 g of calcium for
500 1000 1.U. of Vitamin D.

2. Pharmaceutical composition according to Claim 1, in which the calcium used
is in the form of a sait chosen in the group consisting of:

phosphate, glycerophosphate, carbonate, bicarbonate, lactate, citrate, tartrate,
gluconate, and chloride.

3. Pharmaceutical composition according to Claims 1 and 2, in which the calcium
salt is calcium phosphate.

4. Pharmaceutical composition according to Claim 3 wherein the caicium
phosphate is 30 - 80% by weight calculated on the total composition.

5. Pharmaceutical composition according to Claim 1, in which the Vitamin D
used is Vitamin D2 (or ergocalciferol), Vitamin D3 (or cholecaiciferol), or one of
their mixtures.

6. Pharmaceutical composition according to Claim 5, in which the vitamin used is
Vitamin D3.

7. Pharmaceutical composition (bag) according to Claim 1, containing the
propylene glycol or polyethylene glycol in a quantity comprised between 5-15%
by weight calculated on the total composition.

8. Pharmaceutical composition (tablet) according to Claim 1, containing liquid
paraffin or silicone oil.

9. Pharmaceutical composition according to Claim 7, characterized as follows:

Tribasic calcium phosphate 3.100 g
(corresponding t0 1200 mg of Ca**)

Cholecalciferol (Vit. D3) 100 000 1U/g 0.008 g
(corresponding to 800 IU)

Propylene glycol 0.800 g

E110 0.002 g
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Colloidal silica 0.120 g
Lemon ﬂavouring' 0.100 g
Microcrystalline cellulose - MCC 0.200 g
Sodium saccharin 0.015 g
Anhydrous citric acid 0.165 g
Sucrose monopalmitate 0.120 g
Mannitol g.s. to 7.000 g
10. Pharmaceutical composition according to Claim 7, characterized as follows:
Tribasic calcium phosphate 3.100 g
(corresponding to 1200 mg of Ca**)

Cholecalciferol (Vit. D3) 100 000 1U/g ' 0.008 g
(corresponding to 800 1U)

Polyethylene glycol 400 0.800 g
E110 0.002 g
Colloidal silica 0120 g
Lemon flavouring 0.100 g
Microcrystalline cellulose - MCC 0.200 g
Sodium saccharin 0.015 g
Anhydrous citric acid 0.165 g
Sucrose monopalmitate 0.120 g
Mannitol q.s. to 7.000 g

11. Pharmaceutical composition according to Claim 8, characterized as follows:

Tribasic calcium phosphate 3.100 g
(corresponding to 1200 mg of Ca**)

Chotlecaiciferol (Vit. D3) 100 000 1U/g 0.008 ¢
(corresponding to 800 I1U)

Liquid paraffin 0.500 g
Sodium carboxymethyl cellulose 0.050 g
Sodium saccharin 0015 g
Orange flavouring 0.100 g
Sorbitol  q.s. to 4400 g

12. Pharmaceutical composition according to Claim 8, characterized as follows:
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Tribasic calcium phosphate 3.100 g
{corresponding to 1200 mg of Ca*+)

Cholecalciferol (Vit. D3) 100 000 IU/g 0.008 g
(corresponding to 800 iU)

Silicone oil 0.500 ¢
Sodium carboxymethyl cellulose 0.050 ¢
Sodium saccharin 0.015 g
Orange flavouring 0.100 g
Sorbitol qg.s. to 4400 g

13. Process for the preparation of a pharmaceutical composition according to
Claims 1 and 7, characterized by the following steps:

a} In a granulator turning at high speed, distribute the binding agent, consisting
of propylene glycol or low-molecular-weight polyethylene glycols over the calcium
salt.

b) Add the colloidal silica, approximately 25% of the mannite, the citric acid, and
the sodium saccharin, and mix for the time required and at the appropriate speed.
c) Add the mixture, prepared separately, consisting of sucrose palmitate, a
suspending agent, flavouring, colouring agent, the remaining part of the mannite,
and the Vitamin D3, and mix together with the rest of the preparation.

d) Distribute the granulate thus obtained into bags.

14. Process for the preparation of a phamrmaceutical composition according to
Claims 1 and 8, characterized by the following steps:

a') In a granulator turning at high speed, distribute the binding agent, consisting of
liquid paraffin or silicone oil, over the calcium salt.

b) Add in order, to a mixture of colloidal silica, carboxymethyl cellulose and
sodium saccharin previously sifted, the Vitamin D3 and the sorbitol, mixing
thoroughly every time before a new ingredient is added. Pour the mixture into the
rotating granulator and mix for the required time and at the appropriate speed.

c) Compress the granulate to the required weight to obtain the desired tablets.
15. Composition according to Claim 1, for use in the treatment of nutritional
deficiency of calcium and Vitamin D in the elderly, to reduce the loss of bone

2N
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tissue linked to age and to prevent femoral fractures and other non-vertebral
fractures.

16. Composition according ta Claim 1, for use in the prevention of osteoporosis
induced by treatment with corticosteroids.

17. Method for the treatment of nutritional deficiency of calcium and Vitamin D in
the elderly, to reduce the loss of bone tissue linked 1o age and to prevent femoral
fractures and other non-vertebral fractures, in which therapeutically effective
quantities of a composition according to Claim 1 are administered to the patient.

18. Method according to Ciaim 16 for the prevention of osteoporosis induced by
treatment with corticosteroids.
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