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Bl Pruebas de los fundamentos de la oposicion.

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

Documento que acredila la existencia y representacion legal de las partes, cuando sean

personas juridicas.
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Instrucciones para el diligenciamiento del presente formulario, ver reverso de esta pagina.




Derecho de la Competencia, Propiedad

Optimum Industrial y Comercio Exterior

Senora Jefe,
DIVISION DE NUEVAS CREACIONES

Superintendencia de Industria y Comercio

E. S. D.

Referencia : Expediente N° 09 10383 ’/ |

Asunto : Oposicion a la solicitud de patente de Invencion titulada
“USO DE POLIOLES PARA OBTENER FORMAS
POLIMORFAS ESTABLES DE RIFAXIMINA”

Solicitante : ALFA WASSERMANN S.p.A

Opositora : PROCAPS S.A.

Publicada en la Gaceta de la Propiedad Industrial
N° 606 del 31 de julio de 2009 /

Yo, CIELO ANGELA PENA RODRIGUEZ, abogada en ejercicio, identificada como
aparece al pie de su firma, con tarjeta profesional No. 82701 del Consejo Superior de
la Judicatura, en mi condicion 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 concesién del registro /
de la Patente de Invencion titulada “USO DE POLIOLES PARA OBTENER
FORMAS POLIMORFAS ESTABLES DE RIFAXIMINA”, cuyo titular es ALFA
WASSERMANN S.p.A, y pido a Usted declarar fundada esta oposicion y en

consecuencia negar el registro de la patente solicitada.

Carrera 13 Ne 11995, Of 104 Tel. (5712 1312 13- 62050 21 - Fax. (5701219 79
E-mail: negocios@optimum-~co.com - www.optimuimn-co.com
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/

Conforme a lo dispuesto en el articulo 42 de la Decisién 486 de 2000 de la

1. INTERES PARA ACTUAR

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 analizara mas adelante y de ser concedida afectaria directamente la
comercializacion de algupbs productos de mi representada, que contienen, en
particular RIFAXIMINA. Por lo tanto, solicito respetuosamente a ese Despacho se sirva
tener en cuenta la presente oposicion dentro del tramite administrativo que se surte en

esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1.  La solicitud objeto de la presente fue presentada el 4 de febrero de 2009
reivindicando prioridad bajo la solicitud IT2006MI01692 del 2006-09-05; y fue
publicada en Colombia, en Ia Gaceta de la Propiedad Industrial N° 605 del 30 de
junio de 2009, cuya publicacion internacional corresponde a la WO2008029208
del 2008-03-13.

2.2.La solicitud colombiana 09 10383 objeto de la presente oposicién, se refiere al uso
de uno o mis compuestos (definidos en la presente como “polioles”), que
contienen al menos dos grupos hidroxi, para estabilizar las formas polimorfas de
rifaximina; donde dichos polioles se seleccionan del grupo formado por polioles
que contienen de dos a siete dtomos de carbono y de dos a siete grupos hidroxi,

monosacaridos, disacaridos, polisacaridos como almidén, celulosa y derivados de la

Carrera 13 N° 119-95, Of. 104 Tel. (571)2 13 12 13- 62050 21 - Fax. (571) 6 1219 79
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celulosa, dextrina y maltodexrrina, goma xantan, dihidroxiacidos vy
polihidroxidcidos; donde uno o maés polioles tienen la formula I: H|{O-CH(X)-
CH2|n-OH donde X representa hidrogeno o alquilo inferior, y n puede ser de 1 a
20, y donde es con 1,2,3-propanotriol. Adicionalmente la presente solicitud objeto
de oposicion se refiere a formas polimorfas de rifaximina en estado solido, donde
estan estabilizadas por el uso de uno o mas polioles, independientemente del
contenido residual de agua.

. 2.3.9.- En primera instancia, se debe advertir que algunas reivindicaciones también se
refieren a un uso y a un método de tratamiento y no solo a la composicion
farmacologica o a un mértodo de fabricacion mediante la cual se obtenga un
producto tangible y seguin la legislacion, decision 486 de la Comunidad Andina de
Naciones, Articulo 14.- “Los Paises Miembros otorgardn patentes para las invenciones,
sean de producto o de procedimiento (...)", los usos no estdn contemplados como
patentables; y, Articulo 20.- “No serdn patentables (...} d) los mérodos terapéuticos o
quirirgicos para el tratamiento humano o animal, asi como los métodos de diagndstico
aplicados a los seres humanos o a animales”. Solo seran patentables los productos o
procedimientos. Por lo tanto a luz de la norma, dicha materia referente al uso y a
un método de tracamiento no seria patentable.

. 2.4.Ahora bien, con base en el articulo 14 de la Decision 486 de la CAN consagra lo
siguiente: “Los paises miembros otorgardn patentes para las invenciones, sean de producto o -
procedimiento, en todos los campos de la tecnologia, siempre que sean nuevas, tengan nivel
inventivo y sean susceptibles de aplicacién 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 solicicud se encuentran los siguientes documentos que

afecta la patentabilidad de la presente solicitud:
¢ DI1: EP1676847 (A1) publicada el 5 de julio de 2000.

Carrera 13 Ne 11995, Of. 104 Tel. (571)2 1312 13- 6205021 - Fax. 3571)6 12 19 79
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2.5.Adicionalmente, ademas que la presente se refiere a un uso no patentable en
Colombia, 1a mareria tampoco cumple con el requisito de altura o nivel inventivo.
Efectivamente, a partir de lo revelado en Ia e_mterioridad D1, particularmente en la
descripcion revela el uso de excipientes policles en una composicion que
comprende ritaximina alfa, beta o Y segiin ¢l capitulo reivindicatorio de D1. Esta
antetioridad D1, define usuales excipientes de dicha composicion tales como
manitol, lactosa, sorbitos, almidones, celulosa, goma, polienglicol o polierilglicol
seglin los pérrafos 48 y 50. Asi las cosas, cualquier persona versada en la materia
puede llegar a partir de su conocimiento en combinacion con lo revelado en el
documento D1 a derivar una formulacién de rifaximina estabilizada con polioles.
Asi las cosas, como lo evidencia dicho documento D1, la presente solicitud no
comprende altura o nivel inventivo pues lo revelado se deriva de manera evid_ente‘
del estado de la técnica. |

2.6.En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicitud
colombiana 09 10383 no puede pretender un monopolio por patente toda vez que
lo que pretende no cumple con dos de los tres requisitos necesarios para su

proteccion.

I~

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

(S

1.1, CARENCIA DE_ALTURA INVENTIVA. Segin la Decision 4806 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 invencion no hubiese resultado obvia ni se hubiese devivado
de manera evidente del estado de la técnica.”. A la techa de prioridad, 5 de
septiembre de 2005, cualquier persona versada en la materia puede llegar a

partir de su conocimiento en combinacion con lo revelado en el documento
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D1 a derivar una formulacion de rifaximina estabilizada con polioles, sobre el
cual busca proteccién en el capitulo reivindicatorio. Por ello no cumple el

requisito de Altura o Nivel Inventivo.

2.7.2. CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN
consagra en su articulo 14 lo siguiente: “Los paises miembros otorgardn patentes
para las invenciones, sean de producto o procedimiento, en todos los campos de la
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de
aplicacién industrial”. La presente solicitud carece de aplicacion Industrial ya que
como sc demostréd anteriormente, algunas clausulas reclaman el método
terapéutico y estos no son aplicables industrialmente porque primero no se
obtiene un producto o proceso; y segundo no es reproducible o repetible a
escala industrial. Por lo tanto, el objeto de la presente invencion referido a los
usos y métodos terapéuticos, no cumplen con el requisito de la aplicacion

industrial,

2.8.  Dado lo anterior, es posible deducir que la solicitud y lo reivindicado no es
objeto de patentabilidad pues es contrario a lo que dicta la Decision 486 de la
Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn
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
“USO DE POLIOLES PARA OBTENER FORMAS POLIMORFAS ESTABLES
DE RIFAXIMINA”, cuyo rtular es ALFA WASSERMANN S.p.A, solicitud

Carrera 13 Ne 11995, Of. 104 Tel. (571) 21312 13-6205021 - Fax. (571) 6 12 19 79
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Colombiana que aparecio publicada en la Gaceta de la Propiedad [nduscrial N°

606 del 31 de julio de 2009.
3. PRUEBAS

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

como prueba en este asunto los siguientes:

e DI: EP1676847 (Al) publicada el 5 de julio de 2006.

~
H)
4. FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legales siguientes:
- L I ! e
- e Lo
4.1.  Numeral | del articulo-586 del Cédigo de Comercio. ! E 0
4.2. - ‘Articulo-42 de la Decision 486 de la Comision del Acuerdo de Carragena. ;
’ ,f'/ - 5 ) E " ;
s oo I
e .
° .. B
7 4.3, En las demis normas concordantes. i
v P /i
;7 5. ANEXOS o
;)/ K f: /{ ,
f{ E /) //
;” ; . . E ! ey
i ., DPara los efectos correspondientes anexo al presente escrito los siguientes docu11len:o$:/;.»'
/ ‘ : : ! ! T
! //— ,
i 1. Poder para actuar en el presente. e
";\ 2. Documento que acredita al representante legal de PROCAPS S.A.
\.\ R - - -
5 ~ 3. Recibo de caja del respectivo pago de tasa. P
\ 5, . ,.u-"'/‘/ - -
‘\\ ’ e . ./“"/ ’ ,,"’":
N e e . e -
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4. Copias de los documentos:

e DI1: EP1676847 (A1) publicada ¢l 5 de julio de 20006.

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 Bogorta.

Senor Superintendente, P U

CIELO'ANGELA PENA RODRIGUEZ
C.C:'51'940.252 de Bogota

'
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“T.P.A. 82701 del CS. de la]. |
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PROCAPS

PODER ESPECIAL

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 el
presente documento actia en calidad de Representante Legal de la sociedad PROC

S.A. sociedad legalmente constituida y domiciliada en la ciudad de Barranquilla
(Colombia), por ealﬁp/ tesente documento otorgo a la doctora CIELO ANGELA PENA
RODRIGUEZ, dbogada 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. 09 010.383, titulada
“USO DE POLIOLES PARA OBTENER FORMAS POLIMORFAS ESTABLES
DE RIFAXIMINA”, cuyo titular es ALFA WASSERMANN S.p.A., publicada en la

gaceta No. 606 del 31 de julio de 2009. e 155 5 W W R RS
L} .mm;mﬂ AW 0L SIRD F k:'-’ﬁr‘" HRLI r‘.h.?
e dal\l;\&!:,:\_:#‘ﬁ Ry ,‘.ﬂ w
Nuesiio apoderado queda facultado, de manera expr esa«para reahzar«todo stipo AETHRSs Bont

T
necesarios para llevar a cabo el tramite de la oposicién vrmc]uyendo SiRY I THCION, e vomns

preparar y presentar solicitudes, hacer declaraciones, pagar tasas, contribuclones € ...
lmpuestos recabar los titulos o certificados. Asifismo quedan autorlzados"‘parg o
impugnar administrativa y judicialmente todo lo querfieretrésiiel t6en’ el expedlent%bﬁk,,, i
que se hace expresa referencia en el presente poder, con todas las facultades generales -

y especificas que fuera requerido para ella. O MR
0 o

De la misma manera, ademas de las facultades que le confiere la naturaleza~de] preSente e

mandato, se encuentran facultados para recibir, desistir, tr ansigir, sustituir, y reasumir

el presente poder, incoar acciones, interponer recursQs y demds facultades conferidas

por la ley. ’ Lo
‘/ . %“‘i -

Dado y'Firmado en Barranquilla (Colombla) alos 16 dlas del ¥ inies de Octubre de 2009.

gg C.C. N°16'251.923
NIT: 890.106.527-5
Representante Legal

—0

Acepto:

CIELO ANGELA PENL RODRIGUEZ
C.C. 51'940.252 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
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2,260 1986/09/10 | Notaria-Ynica | de“Soledad Y7 2a%995  1986Y109/15
éﬁ;(849 1989/q7ﬁ11 INotaria 2aak\de\Barranqu1llé'4733 909 Z1989/07/137,
KJU;444 1990/02/ Q\ngparyafzaﬁw de’ Barranqulrlaﬂ4f36\101 \u1990/03/16
23,090 1991/12/\17\ Notaria.2 aM/de Barranqusﬂlflax | "\43 993 ~|1992/01/28°’
2691 1993/02/01 [|Notaria 2a7 dw/gérf\ 487428 1993/02/16
2,3@2@;1993/07/23\JNotarlg)Qa.%ﬁ‘f‘””“‘mqulll {Lﬁ§50,§82 1993708/10
3,652° 1993/11/09 Notaria 2a. deSBarranqul TE 798  199341/22
’//;,3\,615 1996/12/06 /Notarla 2a de Barrarlqu1lla /?“67 218 /"1996/12/20"'
ﬁﬁ&f 89 199ﬁ/01/15 Notarla 231 )de Barranguilla \w67 704 r1997/01/2y)
N2, 070 1997/07/17 \Notarla z&«- de Barranqullla 70,627 &1997/07/31
2,281 1997/08/04 Notarla 2a. de/Barranqullfla 70,813 1997/[(08/14
7650) 1999/04/22 Notarla 3a. de{Barranqullla\ 80/%628 1999/04/23 .
459~ 2001/02/21 Notaria 2a. deNBarranquiida 91,562  2001%02/23 :
/,12 608 2001/10/05 /Notarla 2a'r\de Barranqullla 795,771 /,2001/11/08 1
,éuﬁ73o 2002707/29 ( quparla 2(})de Barranguilla ({112,999 | 2004/08/26;ﬁ
\ 416 2005/03/03 \Notaria 2“L/de Barranqu111a \\1{1"6, 164 \2005/03/10 2
1,6,1/3P\ 2005/0'1/28 Notaria 2. de,/,Barranqullla 119 /322 2005/08/18
1¥gﬁ 2009/05/05 Notag;a)B a. deiBarranqullla 1501130 2009/06/30
1,054~ 2009/06/25 Notarla 3 a. de.rBarranqu111a 150 \1*30 2009/'06/30
7 Gl % 1w A A 7 Vn
‘ﬁﬂ &L @D cq@wwnggmk K&Q \&ﬂ N@
Que ,de acuerdog\ con 1a(s) escrltura (s) arriba c1tada(s) la sociedad
se rﬂge¥ por 1as 51gu1entes ‘dlSpOSlClones ‘-'(’{D‘, (‘)\ ""’(?D}
DENOMINACION O“RAZON SOCIAL: N -7 W WY
~PROCAPS S/ AL ------- ’ -;,;;;;"-\_ R :;_"_ R L CE LS = “_ Sm s E e s
{Sicra: PRQCAPS. @) ) (o ’\f{;}\, & @
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D1recc1on para notlflca ones Jud1c1ales - i
7CL 80 No-78 B - 201, FAR s
De la 01udad de Barranqu1lla. - 1\5J A . ot
e “\ ,? “

N /C BRI T CALL
: ° : I )

1“: ;
\\‘

.\\‘? N , ) '\;\“ . ’, . ’ l\ ;
DURACION: El “término de duracidén de la soc1edad se £i1j0 hasta el
218 de Agoégp de 2073" o RIS N - S

’\\;"‘ v N L Ko S e N
: CERTTIF I C A - R
OBJETG\ SOCIAL/(:/- ‘objeto f5}15c1§31 deg(l soc1edad sera;" ) La
fabicacion, 1mportac1on Y Lcomer01allzac1on 'de alimentos procesados
' suplementosl/ﬁletarlo§_ b)La fabrlcac1onrrda/rcapsulas\ Yy otros,

:\productos simillares a . partlrfhdetumaterlales tales) como, gelatlnas u’
~otros ‘dé dlstanta//naturalezali que\‘puedanwiserf utilizados como’
envases 0 §§\reC1p1entes de? productos;;y sustanc1as qulmlcas,
farmaceutlcas \allment1c1a§ yJ cosmetlcas),para:uso 'y’ consumo humano
Yy veterinarid. ” ¢) La 1nvestlgaC1on desarrollo Y fabricacion de” toda

sclase de productos Y. sustanc1as qulmlcas, farmaceutlcas,\
allment1c1as Yy COSmetlcaS para uso y consumo humano, _anlmal\fyl

V“vegetal d) La ‘compra y .venta de.-materias, prlmas,r-lnsumos“y'

productos intermedios _.necesarios. . para los- procesos., de fabricacion
de Sustanc1as qu1mlcas,, farmaceutlcas 'allmen ticias y cosmetlcas,
a51‘icomo la :comercializacion 1nterna Yy - . externa ‘“de los productos
/termlnados e) ., -La compra, venta, 1mportac1on exportac1on Y.
dlstrlbuc1on de toaa clase. ide elementos 1nstrumenta1es 'y equipes
\medlcos qulrurglcos, odontologlcos Yy’ hospitalarios para la salud
humana y animal. £) .La_ compra, venta,,6 .exportaciomn, fabrlcaC1on
1mportac1on dlstrlbuc1on de dulces, cqnfltes, galletas y ~todo
tipo' de 901051nas o ‘alimentos™ para el consumo Humano . g) *Actuar
~.como representante. .0 agente de personas naturales vy jurldlcas,\

. nacionales , y extranjeras; en la ,reallzac1on . de operac1ones Lo
transacciones relacionadas con la industria farmaceutica y €n
especial con. cualquiera de las  actividades descritas en: . los
literales a), b) c),: d) y e) antes descritos. "h) Prestar los

servicios de' asesorias y consultoria en® las areas administrativas,
~de mercadeo, analisis c¢linico, asistencia tecnica, investigacion,

.costos ¥y producc1on _exportaciones, 1mportac1ongs ventas,
relacionadas con iguales o simildres actividades -a’ las que
constituyen el objeto. de PROCAPS S.A., asi como los de publicidad y
promocion de productos qumlCOS, a1;ment1c1os_ cosmetlcos b4
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~farmaceut1cos para/ uso humano anlmalw\ indaskrial . 1» Adqu1r1ﬁ?§\
Qoperar \\admlnlstrar) Yy exp%ptar, \cualqule %Jtitulo \gempresa i\ ;)

establec1m1entos “dedicados &' a la 1nvest1gac1on desarrollo,

fabggcac1on /’Ro comerc1allzac1on deu“\ productos qulm%pos,

farmaceutlcos“¢ﬁy allment1c1os, hospltalarlos o(\cosmetlcq§[, En

desarrollo de™"su objeto pr1nc1pal la sociedad podra tomar 1nteres
;SOClal cqmo acc1onlsta, SOClO\ 0 fuqdador de/*empresa que tenga =
Algual KLJP51m11arQ|objeto comprar,\&yender 1mportar xyyyexportaro‘
maqulnarlas insumos y repuestos requeridos para el desirrollo de”
Sus,Gact1v1dadESv tomar, ;i dinero ,ef. prestamo, financiar y garantlzar
las\uoperaC1ones” comerciéles que\gelebre con-tercerosﬂyelatlvasga su
objeto, celebrar Yy ~ejecutar “tddo tipoi” actés” y contratos
nnecesarlos \ para / \ esarrollar sus /bperac1onq§\ glrarjl aceptan,
otorgar \y, protestarﬁ todo 'tlpO de \tltulos v@lores e {nstrumentos‘j
\negoc1ables comprar venderf/y constituir gravémenes sobre bienes”
muebles e 1nmuebles, de§1gnar /rep‘resentantes apoderados en elkpals .
Yy enluel exterlor y,\yenvgenerail@reallzar cualqu1epﬂacto o) qggoc1o
que “S§ea necesSitrio o convenienter” para elv desarroblo de su objeto
,§9c1al y/fpara la:;_pjor protecc1on de\sus intereses corporat1v05/9k\
'&a} de sus‘ soc1osaj‘La sociedad podra garantlzaruel cumpllmlento dQu;
“sis obllgac1ones adqulrldas\~por tercéros o porisus SOClOS/ para 16~
cual@apodra 1nc1us1ve constltulrawgravamenesbreales/sobre sus [bienes

{ j i ‘Lciiq_lg%zzchszlyL;)_____LIL% ______ ANy
de \C\:}.l,alquler k\ynatulfa ezg\& ; LI I E\'\. ELI T H_ 0 eil_J-‘ g LD!‘ \;1, \\%_&
~ / ™. ]L__ LJ\III |ji L_Jf\ L_Jl ‘
/ w0\ \ C_EZRIT I_F I.C.A oy T ST
O CHOING M ERGIOMOINGC
“CAPITAL \‘a o/ \ N6, /ZEJccnfz;‘es\j’ Lﬂ LT!J:\;\@ ValoY-hccion N
Autorizado i S V/%J C 7N o
) e M AP N U ) il PN
$**********2 000 000 000f1+**** Kok deklx*x 2 11060 00‘“E****************B‘OOO
S\Sh \ ( o 23U L{l\‘.%{bdb LA \‘,J\/U,J‘_\ UU %‘}V A} \i L"/'
Suscrito N N N ) N\
$**********1 229, 0714000 ****;********162 9,071 *rrEhkhkhrs Exxxx*l, 0001
'Pagado ‘JH) ( i) (ﬁﬂﬁ o (D) KO ({{on
Q$**********i 229, 07r.000 *************f&229 071 WRHA Kk kxR EF A F*R] | 000
t/,nl\ // \\ %ﬂ!\ /’:L //i‘fl\ 4.’7"?\
H i FMN
\\Q (( @) (TR T(I|F} IcC Aw ‘\W} @)
Nk e

/ADMINISTRACION La?ﬂdlrecc1on Y. admlnlstrac1on dg;la soc1edad correqu
spondera [allia Asamblea General)de ACC1onlstas fa”ia Junta{Dlrectlvafq
Val® Presiderte, af\ylcepre51dente y a un”berenté\General \Corresponde//
a laﬂ Junta Dlrectlva /1as s1gu%entes fun01ones Yy atr1buc1ones*entre
otras u Autorlzaf, cualquler acto | Q; contratonguya cuantla Sea superlor
al équlvalentel en peSOS1Colomb1anos a dosctentos cincuénta milydola-
res de Ios Estados‘ UnldOS/de Amer1car%US$250 000) lquldadOS a lal\
ﬁasa detVEamblo repgesentatlva} del mercado v1gente el difilen que S?L'
surta la“¥transacion. Cuandoi~se trate- de operacxones en—élrtud de -~
las /cuales 1a~1soc1edad garantlce obllgac1oqes de terceros o _de los
soc1os se requerlra ‘que\ la operac1on sealaprobada icon el vqto de
por Io~menos 2/3/partes 'de“los 1ntegrantes déila Junta\Dlrectlvam«

7
N

4%@\ sociedad tendra Lun Pre51dente . qulen ejercgrg la /representa;t
&g@pn \giegal \devla soc1edad Y tggdra lasf glgulentesﬂ atrlbufib
“ciones ‘entre Otfas: Ejecutar lass /dec181ones de 1& 7 Asamblea

Genera& de Acc1onlstas/ylde la Junta Dlrectlva Ejercer la Represen-
tac1on . Legal { ’8@ la soc1edad en todos losfactos Y| contratOquue se
N W NSz N N W
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requ1eran' para elJ desarrollo del objeto social,” de conformldad con
lo prev1sto -en las leyes y en los presentes estatutos. Constituir
, apoderados judlclales Y extrajud1c1ales”,Qrec1b1rjihbt1f1ca¢1ones
absolver 1nterrogatorlos de parte, confesar obllgac1ones “de 1la
,ﬂsoc1edad,/ tran51glr,\ dlslstlr Y allanar a la-sociedad en. cualqular
. ~asunto jud1c1a1 Aprobar y celebrar Jen nombre de la. soc1eda todo
“acto o ‘contrato cuya cuantla sea 1gual 0 1nfer10r aI‘equlvalente
en -pesos colombianos doscientos cincueénta mil, dolares ~de los
Estados Unldos‘ de Amerlca (US$250 000),\\11qu1dados a la\tasa de
cambio representatlva “del mercadds v1gente’ el diarén que seé surta
Zla transacion o . Celebracion del acto. Las demas funciones que le
correspondan como . Representante Legal por dlsp051c1on“ de la ley,
"de estos ‘estatutds o de la Junta Directiva. El ‘Presidente tendra un”
suplente, de51gnado por//laf\gunta Dlrectlva, qulen Jreemplazara al
Presidente en’ sus ‘faltas temporalesﬁ)absolutas oameramente acc1den—
tales,” con entidades facultades xlfsln“qué sealnecesario para’ello
,acredltar lal'éuéenc1a del pr1nc1pal La EOC1edad tendra,un Vicepre-.

.sidente . de51gnado por3 ia Junta Dlrectlva;)quled}tamblen ejercera laf

\

'representac1on\\Iegal//de \la\ soc1edadp,pudrendo ejercerla conjunta.o’
separadamente‘& con /el,VPregldente E%, v1cepre31dente tendra_ las
81guentes facultades entre41otras'ﬁEjecutar dentro de.su competenc1a
las ' '.decisiones de 1a™ Asamblea General de Acc1on1stas, de la:Junta
.Directiva,. Y del .Presidente. . Ejercer: ila representac1on legal de la

; sociedad en todos- los actos vy contratos que, se requleran para. el
“'désarrollo-” del objeto social’, de conformidad con lo previsto en las”
leyes. y en los presentes estatutos. Constituir apoderados judiciales
Yy extrajud1c1ales rec1b1r not1f1cac1onesw absolver 1nterrogatorlos
de ‘parte, confesar obllgac1ones de la sociedad, trans1glr desistir

Y. allanar a la SOC1edad en cualquler asunto- ]ud1c1al Aprobar:-y.

celebrar. en nombré ‘de la soc1edad todo acto o. contrat0|cuya cuantlan

\&\.

“'sea igual o inferior al equlvalente ‘en pesos..c¢olombidanos a ciento”
cinciuenta mll, .dolares de los Estados Unidos.de America (US$150. 000),
llqu1dados la tasa., de camblo representatlva del’ mercado. v1gente
el “dia en que ‘se surta la aprobac1on o celebracion del acto, ‘siempre

»que no -se trate de’ enajenar /bienes inmuebles o. cualqu1er -otro activo_

‘fijo de.. la 5001edad inclusive de, 1naturaleza muebles,.acc1ones,

- cuotas © partes “de interes inversiones Yy todo tipo-de derechos’
de la sociedad, o de;constituir gravamenes sobre cualquiera.de l1los
anteriores, facultades que radican exclusiva vy prlvatlvamente en
cabeza del DPresidente:. Las demas funciores que le corresponda COomo
‘Representante legal - por disposicion de la ley,\de estos. estatutos

0 de la Junta Directiva. El Vlcepre81dente tendra (1) ‘suplente, .

" designadc por la  Junra Directiva, quien lo reemplazara conjunta o
separadamente . en sus faltas temporales,, absolutas o meramente
accidentales, con identicas facultades y 31n que sea necesario para
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“”Ilo acredrtar laR/ausenc1aﬂdel pr1nc1pal La soc1edad tendra un (L)\\
‘Gérente ‘General, ‘con’su respectlvo Suplente de31gnados porhla Juntad)
Dlrectlva\“ El Suplente reemplazara al Gerente General en sus faltas
temporales absolutas o*bmeramente~\acc1dentales qulen junto; con el
geregte generallx 11evaran' la representac1on legal\de la soc1edad
con 1dent1cas‘“facu1tades, pudlendolas ejercer conjunta o separada—
mgnte con':.h\el Pres;Ldente y,:Vlcepresudente, con/ldentlcas;facultades
~que el ?Gerente General Y 51n}que sea\necesarlonara ello»acredltafL
“1a ausencia del tltular El” Gerenté- General téndra laS\31gu1entes
facultades entre otras Ejercer la\representa01on legal de la, SOCle—
dadqéﬁen. todosualos actos/y contratos que se%requleripypara el\desa—
rrollo del ob]eto soc1al de conformidad® con lo~previsto ® en las
,;qyes y ,en los presentes estatutos Aprobar Y celebrar en‘nombre deF
1@} soc1edad todo\\gcto (o] contrato cuyalcuantla sea 1gua1uQ/1nferlor '
Nal1 equlvalente en - pesos. Colémbianos ~a~ Clncuenta Mil dolates de léé’
Estados. UnldOS‘\de Amerlca (US$55KDOO) Ulaquldadoséﬂa la tasa de
camblob‘representatlva deL mercadoﬁv1gente ‘el) dia en\gue se surta la
aprobac1on o “Eeélebracion del actof/s1empre\que no se-trate de enaje—
'gar a cualquler titulo blenesklnmuebles\o cualquler otro ;activo fljo,\
dg; la soc1edad kfhclu51ve \dg/naturaleza muebreAJacc1ones,lcuotasﬂpLg
‘partes de™ 1nteres\J inversioneés y todo“tipo de deéfechos déTla socie™
dad /b\ de constitudxr gravamenes~ﬂsobre cualqulera deﬂlas anterlores

facultades que;p§adlban Mexclus1vafLy]{Prlvatlvamente\”en cabegazdel

P

Presidénte. -———-——-~a~—a-——-—----————-—34 ——————————— e P
Kl w \ ey 3 i
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Que /gggun Acta 116| [ l”whvﬂgfﬁg K 997 correspond}ente a
la Aéamblea deQ%cc1on1st &En‘Barranqu;lﬂpg} Q&ya soc1edad gﬁhﬁ
PROCAPS  S.A. _\:f___________________,___,______. —-—-----\J-——"—--—\:_‘f-/——-—
cuya parteL‘pertlnente se 1nscr1blo /en esta Camara de C9merc1o, ﬂ\
-15‘ de Agosto {g1997 bajthel No\‘Q7O 838 fdeb llbro;respectlvo,q
\y* segin “Acta No. 127 delQﬁzz de Marzo de 2000 corres ondlente\aa’
p
la Asamblea dQ/Acc1onlstasLen Barranqullla, dekla 5001edad Pz
g p [EADN L ff (AN ILJ“L__-___;Q__ R 7 T\ R Ay
PROC%\PS/ S, A.(\ 7 \H/)/’ \g\«"j: K - \\\;1) I\\\jll
cuya“parte pertinente \se inscribid en esta Camaravde Comercio), el
29 de Mayo de 2000 bajo el,,j1 87, 250‘de1 11bro1respec§%yo, fueron“\
(Héthos los]31gu1entesanombram1entos ({” an) ?H
\\\J_/ \ Q’D ‘\ /l \K::JL, \:,.,/
ey 1 - Py 1
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la /Asamblea de

. Cargo/Nombre
wPre51dente

,Vlcepre31dente

s

r::Que segun Acta‘

12 de Febrero\

;' Cargo/Nombre
Gerente General
) \-. _,,/

Pt [N
. R
S - -

/Que segln . Acta

09 .de Sep/bre.

Cargo/Nombre

Que  segln Acta
~la Asamblea de
el 04 de Agost

Cargo/Nombre

.

S.A: cuya parte
el 15 de Agosto

~S.A. cuya parte.
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“Que segun Acta No 116 - del 27 de Junlo de 1997 correspondlente a

Accionistas en Barganqullla, de la ,sociedad: .PROCAPS

teo
A k.'.v'
W /

-

\

No

de 2001&“633 pelL\Néﬁ
fueron hechos 1los 51gu1entes nombramlentos

R RN

No-

la Junta Dlrectlva
\cuya parte pertlnente se
de 2004.

fueron hechos los 51gu1ente

Suplente -del Gerente.
Tanaka Tatekawa ‘Walter

No.

o' de

de

<. Minski Gontovnik Ruben
Suplente del Pre51dente AR
‘Minski MlnSkl Abraham

.,7 MlnSklﬂGOntOVle Meyer
~Suplente ‘a1 vicepresidente
’MlnSkl Gontovnlk Jose/

/ ey

e o o / /C;u

~1997

Ve, RN

~ -

pertlnente se 1nscr1bloien esta Camara de Comerc1o,
bajo ‘€l No. 70,838 del ‘Mibro respectlvo,
fueron hechos los 51gu1enteS'nombram1entos o %

s rN

RN : 1%
L Ident1f1cac1on‘

Ccﬁﬁﬁ*****7ré6§,982
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(67)  Crystalline polymorphous forms of the rifaximin
(INN) antibiotic named rifaximin e and rifaximin fi, and a
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covered. These forms are useful in the production of me-
dicinal preparations for oral and topical use and can be
obtained by means of a crystallization process carried
out by hot-dissolving the raw rifaximin in ethyi alcohol

Polymorphous forms of rifaximin as antibiotics

and by causing the crystallization of the product by the
addition of water at a determinate temperature and fora
determinate period of time. The crystallization is followed
by drying carried out under controlled conditions until a
specific water content is reached in the end product.
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Description
Background of the invention

[0001] Rifaximin (INN; see The Merck Index, XIll Ed.,
8304) is an antibiotic pertaining to the rifamycin class,
specifically it is a pyrido-imidazo rifamycin which is de-
scribed and claimed in the Italian Patent IT 1154855.
Eurcpean Patent EP 0161534 describes and claims a
process for its production starting from rifamycin O (The
Merck Index, XIll Ed., 8301).
[0002] Both of these patents describe the purification
of rifaximin in a generic way stating thatthe crystallization
can be carried out in suitable solvents or solvent systems
and summarily showing in some examples that the prod-
uct coming from the reaction can be crystallized from the
7:3 mixture of ethyl alcohol/water and can be dried both
under atmospheric pressure and under vacuum, Neither
of these patents disclose the experimental conditions of
crystallization and drying, nor any distinctive crystallo-
graphic characteristic of the resulting product.
[0003] The presence of different polymorphs was pre-
viously unknown and therefore the experimental condi-
tions described in both patents had been developed to
produce a homogeneous product having a suitable purity
from the chemical point of view, apart from the crystallo-
graphic aspects of the product itself.
[0604] Ithas nowbeenfound, unexpectedly, that some
polymorphous forms exist whose formation, in addition
to the solvent, depends on the conditions of time and
temperature at which both the crystallization and the dry-
-ing are carried out.
[0005] These orderly polymorphous forms are identi-
fied as rifaximin ¢ {figure

1) and rifaximin B (figure 2} on the basis of their re-
spective specific diffractograms, while the poorly
crystalline form with a high content of amorphous
component is be identified as rifaximin y (figure 3) in
the present application.

[0006] The polymorphousforms of rifaximin have been
characterized using powder X-ray diffraction.

[0007] The identification and characterization of these
polymorphous forms and, contemporarily, the definition
of the experimental conditions for obtaining them is very
important for a compound endowed with pharmacologi-
cal activity which, like rifaximin, is marketed as a medic-
inal preparation both for human and veterinary use. Itis
known that the polymorphism of a compound that can be
used as an active principle in a medicinal preparation
can influence the pharmaco-toxicologic properties of the
drug. Different polymorphous forms of an active principle
can have different bicavailability, solubility, stability, col-
our, compreésibility, flowability and workability with con-
sequent medification of the profiles of toxicological safe-
ty, clinical effectiveness and productive efficiency.
[0008] The significance of different polymomhous

5]

10

15

25

35

40

45

50

55

forms is confimed by the fact that the authorities which
regulate the grant of authorization for the marketing of
drugs require that the manufacturing methods of the ac-
tive principles are standardized and contrelled in such a
way that they give hemogeneous and sound resduilts in
terms of polymorphism of the production batches
(CPMP/QWP/986, 2003 - Note for Guidance on Chemistry
of new Active Substance; CPMP/ICH/367/96 - Note for
guidance specifications: test procedures and acceptance
criteria for new drug substances and new drug products:
chemical substances; Date for coming into operation:
May 2000).

[0009] The need for the above-mentioned standardi-
zation has been further strengthened, just in the field of
rifamycin antibictics, by Henwood 8.Q., de Villiers M.M.,
Liebenberg W. and Létter A.P., Drug Development and
Industrial Phammacy, 26 (4), 403-408, (2000), who have
ascertained that different production batches of ri-
fampicin (INN) made by different manufacturers show
different polymorphous characteristics, and as a conse-
quence they show different profiles of dissclution togeth-
er with consequent alteration of the respective phama-
cological properties.

[0010] By applying the processes of crystallization and
drying generically disclosed in the previous patents [T
1154655 and EP 0161534 it has been found that under
some experimental conditions the poorly crystalline form
of rifaximin is obtained while under other experimental
conditions the other crystalline polymorphous forms of
rifaximin are obtained. Moreover it has been found that
some parameters, which are not disclosed in the above-
mentioned patents (e.g. the conditions of preservation
andthe relative humidity of the ambient) have a surprising
effect on the form of the polymorph.

[0011] The polymomhous forms of rifaximin of the
present patent application were not previously seen or
hypothesized. The general thought at the time was that
a sole homogeneous product would always be obtained
regardless of which method was chosen within the range
of the described conditions, irrespective of the conditions
used for crystallizing, drying and preserving.

[0012] Ithas now been found that the formation of the
a, f and yforms depends on the presence of water within
the crystallization solvent, on the temperature at which
the product is crystallized and on the amount of water
present into the product at the end of the drying phase.
[0013] Theforma, the form B andthe form yof rifaximin
have then been synthesised and they are the chject of
the present invention.

f0014] Moreaver it has been found that the presence
of water in rifaximin in the solid state is reversible, so that
absorption and/or cession of water can take place under
suitable ambient conditions. Gonsequently, rifaximin is
susceptible to transition from one form to another, also
remaining in the solid state, without the need to be dis-
solved and recrystallized. For example, the polymerph
«, by adding water by hydration until a content higher
than 4.5% is reached, turns into the polymorph B, which
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in its turn, loosing water by drying until a content lower
than 4.5% is reached, turns into the polymorph c.
[0015} These results have a remarkable importance
as they determine the conditions of industrial manufac-
turing of some steps which would previously not have
been considered critical for the detemrmination of the pol-
ymorphism of a product, like for instance the washing of
a crystallized product, or the conditions of preservation
of the end product, or the characteristics of the container
in which the product is preserved.

[0016] The above-menticned «, f and yforms can be
advantageously used as pure and homogeneous prod-
ucts in the manufacture of medicinal preparations con-
taining rifaximin.

[0017] As previously indicated, the process for manu-
facturing rifaximin from rifamycin O disclosed and
claimed in EP 0161534 is deficient from the point of view
of the purification and identification of the product ob-
tained. it shows some limits also from the synthetic point
of view as regards, for instance, the very long reaction
times, from 16 to 72 hours, which is unsuitable for indus-
trial use and moreover because it does not provide for
the in situ reduction of the oxidized rifaximin that may be
formed within the reaction mixture.

[0018] Therefore, a further object of the presentinven-
tion is an improved process for the industrial manufac-
turing of the a, Band yforms of rifaximin, herein claimed
as products and usable as defined and homogeneous
active principles in the manufacture of the medicinal
preparations containing such active principle.

Description of the invention

[0019] As stated above, the form ¢, the form  and the
form v of the antibiotic known as rifaximin (INN), proc-
esses for their production and the use thereof in the man-
ufacture of medicinal preparations for oral or topical ad-
ministration, are the object of the present invention.
[0020] One embodiment of the present invention com-
prises reacting one mclar equivalent of rifamycin O with
an excess of 2-amino-4-methylpyridine, preferably from
2.0 to 3.5 molar equivalents, in a solvent mixture made
of water and ethyl alcohol in volumetric ratios between
1:1 and 2:1, for a period of time between 2 and 8 hours
at a temperature between 40°C and 60°C.

[0021] At the end of the reaction the reaction mass is
cooled to room temperature and is added with a solution
of ascorbic acid in a mixture of water, ethyl alcohol and
aqueous concentrated hydrochloric acid, under strong
stirring, in order to reduce the small amount of oxidized
rifaximin that forms during the reaction. Finally the pH is
brought to about 2.0 by means of a further addition of a
concentrated aqueous solution of hydrochloric acid, in
order to better remove the excess of 2-amino-4-methyl-
pyridine used in the reaction. The suspension is filtered
and the obtained solid is washed with the same solvent
mixture water/ethy! alcohol used in the reaction. Such
semifinished product is called "raw rifaximin®.
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[0022] The raw rifaximin can be directly submitted to
the subsequent step of purification. Alternatively, if the
semifinished product is to be preserved for a long time,
the raw rifaximin can be dried under vacuum at a tem-
perature lower than 65°C for a period of time between 6
and 24 hours, such semifinished product is called "dried
raw rifaximin®.

§0023] The so cbtained raw rifaximin and/or dried raw
rifaximin are purified by dissolving them in ethyl alcohol
at a temperature between 45°C and 65°C and by crys-
tallizing them by addition of water, preferably in weight
amounts between 15% and 70% in respect of the amount
by weight of the ethyl alcohol used for the dissoluticn,
andbykeepingthe obtained suspension atatemperature
between 50°C and 0°C under stirring during a period of
time between 4 and 36 hours.

[0024] The suspensionis filtered and the obtained sol-
id is washed with water and dried under vacuum or under
normal pressure, with or without a drying agent, ata tem-
perature between rcom temperature and 105°C for a pe-
riod of time between 2 and 72 hours.

[0625] The achievement of the «, fand y forms de-
pends cn the conditions chesen for the crystallization. In
particular, the compeosition of the solvent mixture from
which the crystallization is carried out, the temperature
at which the reaction mixture is kept after the crystalliza-
tion and the period of time at which that temperature is
kept, have proven to be critical.

[c026] More precisely, the rifaximin yis obtained when
the solution is brought to a temperature between 28°C
and 32°C in order to cause the beginning of precipitation
and the obtained suspension is further cooled to 0°C and
kept at this temperature for a period of time between 6
and 24 hours.

[0027] The suspension is filtered, the solid is washed
with demineralized waterandis dried until a water content
between 1.0% and 2.0% is reached.

[0028] The o and P rifaximins are obtained when the
temperature is first brought to a value between 28°C and
32°Cinordertocausethe beginning of the crystallization,
then the suspension is brought to atemperature between
40°C and 50°C and kept at this value for a pericd of time
between 6 and 24 hours, then the suspension is quickly
cooled to 0°C, in a period of time between 15 minutes
and one hour, is filtered, the solid is washed with water
and then dried.

[0029] The step of drying plays an important part in
obtainingthe o and p polymorphcus forms of the rifaximin
and has to be checked by means of a suitable method
for determining the water content, like for instance the
Karl Fisher method, in order to check the amount of re-
maining water present in the product after drying.
[0030] The production of rifaximin a or of rifaximin p
during drying depends on the amount of water remaining
at the end, higher or lower than 4.5%, and not from the
experimental conditions of pressure and temperature at
which this critical limit of water percentage is achieved.
In fact, the two polymorphous forms, with higher or lower
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water content, can be obtained by drying under vacuum
or at atmospheric pressure, at room temperature or at
high temperatures, in the presence or in the absence of
drying agents, provided that the drying is conducted for
the amount of time necessary so that the water percent
characteristic for each polymorphous form is achieved.
[0031] The polymorphous form [} is obtained when the
drying of the product, crystallized and washed with water,
is stopped at values of water higher than 4.5%, as meas-
ured by means of the Karl Fisher method, preferably be-
tween 5.0% and 6.0%. The polymorphous form « is ob-
tained by continuing the drying until values lower than
4.5%, preferably between 2.0% and 3.0% are reached.
Both the form y and the forms « and f of rifaximin are
hygroscopic, they absorb water in a reversible way in the
presence of suitable conditions of pressure and humidity
in the ambient environment and are susceptible of trans-
formation from one form to another,

[0032] The pelymorphous form o, kept in an ambient
environment with a relative humidity higher than 50% for
a period of time between 12 and 48 hours, turns into the
polymorphous form B, which in turn, by drying until an
amount of water lower than 4.5% is reached, preferably
comprised between 2.0% and 3.0%, turns into the poly-
mormphous form a.

[0033] Anocthertype of transition happens between the
form y and the forms o and 8. It takes place dependent
upon the temperatures kept during the precipitation of
rifaximin.

[0034] [n particular the form yturns into the forms ¢ or
B by keeping a suspension of the form v of the rifaximin
in a solvent mixture of ethyl alccholVwater 7:3 (V/V) ata
temperature between 38°C and 50°C with strong stirring
for a prolonged period of time, preferably between 6 and
36 hours.

[0035] Filtration and washing with demineralized wa-
ter, then drying until a content of water higher than 4.5%
. is reached, preferably between 5.0% and 6.0%, results
in the polymorphous form B, while carrying on the drying
until a content of water lower than 4,5% is reached, pref-
erably between 2.0% and 3.0%, gives the form a.
[0036] The rifaximins o and f can turn into rifaximin y
by dissolving them in ethyl alcohol and then treating the
resulting solution as previously described for the prepa-
ration of the form v.

[0037] These transitions from one form to another are
very important in the ambit of the present invention, be-
cause they can be an alternative manufacturing method
for obtaining the form desired for the preduction of the
medicinal preparations. Therefore, the process that al-
lows the conversion of rifaximin y into rifaximin o or p in
avalid industrialmanner, the process that allows the con-
version of rifaximin ¢ or § into rifaximin yin a valid indus-
trial manner, the process that allows the conversion of
rifaximin o into rifaximin § in a valid industrial manner or
rifaximin B into rifaximin o, are important parts of the
present invention.

[0038] The process concerning the transformation of
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rifaximin v into rifaximin « or rifaximin B comprises sus-
pending rifaximin y in & solvent mixture made of ethyl
alcohol/waterin the volumetric ratio 7:3, waming the sus-
pension until a temperature between 38°C and 50°C is
reached and keeping it at this temperature under strong
stirring for a period of time between 6 and 36 hours. The
suspension is then filtered, the solid is washed with water
and dried resulting in the poelymorphous form Bwhen the
drying is carried on until a water percent between 5.0%
and 6.0% as measured with the Karl Fisher method is
reached, and the polymomhous form a when the drying
is continued until a water percent between 2.0% and
3.0% is reached.

{0039] The process for getting the form y starting from
rifaximin . or B comprises dissolving the o or 3 form in
ethyl alcohol with stirring, at a temperature between 50°C
and 60°C, adding demineralized water until an ethyl al-
cohol/water volumetric ratio of 7:3is reached, cooling the
solution under strong stirfingto 30°C, cooling the plentiful
precipitate to 0°C and keeping the suspension under stir-
ring at 0°C for a period of time between 6 and 24 hours.
The suspension is then filtered, the solid is washed with
water and dried until a water percent lower than 2.0% is
reached, thereby obtaining rifaximin .

[0040] The process concerning the transformation of
the form ceinto the form P consists of keeping the rifaximin
@, in the powder form, in an ambient environment having
a rate of relative humidity higher than 50% for a period
of time necessary, generally between 12 and 48 hours,
in order to get a water content in the powder higher than
4.5%.

[0041] The process conceming the transformation of
the form f into the form o consists of submitting the pow-
der of rifaximin P to a process of drying under vacuum or
under conditions of nomal pressure, with or without a
drying agent, at a temperature between room tempera-
ture and 105°C, for a period of time between 2 and 72
hours, in order to get the water content in the powder
lower than 4.5%, preferably between 2.0% and 3.0%.
[0042] Fromthe above discussion, itis clearthatduring
the phase of preservation of the product particular care
has to be taken se that the ambient conditions do not
change the water content of the product. This can be
achieved by preserving the product in ambients having
controlled humidity or in closed containers that do not
aliow a significant exchange of water with the exterior
ambient environment.

[0043] The polymorph called rifaximin « is character-
ised by a water content lower than 4.5%, preierably be-
tween 2.0% and 3.0% and from a powder X-ray diffrac-
togram (reported in figure 1) which shows peaks at the
values of the diffraction angles 20 of 6.6°, 7.4, 7.9°, 8.8°%
10.5% 11.1 °; 11.8°% 12.9° 17.6°; 18.5°; 19.7° 21.0%
21.4°, 22.1°. The polymorph called rifaximin f is charac-
terized by a water content higher than 4.5%, preferably
between 5.0% and 6.0%, and from a powder X-ray dif-
fractogram (reported in figure 2) which shows peaks at
the values of the diffraction angles 29 of 5.4°; 6.4°; 7.0°;
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7.8°9.0% 10.4% 13.1%; 14.4°, 17.1°; 17.9°; 18.3°; 20.9°.
[0044] The polymorph called rifaximin v is character-
ized by a much poorer powder X-ray diffractogram be-
cause of the poor crystallinity; the significant peaks are
at the values of the diffraction angles 26 of 5.0°; 7.1°;
8.4° as reported in figure 3.

[0045] The diffractograms have been carried out by
means of the Philips X'Pert instrument endowed with
Bragg-Brentano geometry and under the following work-
ing conditions:

X-ray tube: Copper

Radiation used: K («1), K (¢2)

Tension and current of the generator: KV 40, mA 40
Monocromator: Graphite

Step size: 0.02

Time per step: 1.25 seconds

Starting and final angutar 26 value: 3.0°+30.0°

[0046] The evaluation of the content of water present
in the analyzed samples has always been carried out by
means of the Karl Fisher method.

[0047] The forms «, B and y can be advantageously
used in the production of medicinal preparations having
antibiotic activity, containing rifaximin, for both oral and
topical use. The dosage is generally between 10 mg to
10g, preferably 20 mgto 5 gperday peradult. If rifaximing
a, B or yare combined with other known antibiotics such
as erythromycin, fluoroguinolones, vancomycin, tetracy-
clines, trimetoprim, fusidic acid, isoniazid, fosfomyein,
clofazmin, dapsone, or aminoside, the dosage of rifax-
imin can be suitably adjusted.

[0048]) The medicinal preparations for oral use contain
ritaximin cz or B or ytogether with the usual excipients as
diluting agents like mannitol, lactose and sorbitol; binding
agents like starchs, gelatines, sugars, celiulose deriva-
tives, natural gums and potyvinylpyrrolidone; lubricating
agents like talc, stearates, hydrogenated vegetable oils,
polyethylenglycol and celloidal silicon dioxide; disinte-
grating agents like starchs, celluloses, alginates, gums
and reticulated polymers; coloring, flavoring and sweet-
ening agents.

[0049] All the sclid preparations administrable by oral
route can be used in the ambit of the present invention,
forinstance coated and uncoatedtablets, capsules made
of softand hard gelatin, sugar-coated pills, lozenges, wa-
fer sheets, pellets and powders in sealed packets.
[0050] The medicinal preparations for topical use con-
tain rifaximin o or f or ytogether with the usual excipients
like white petrolatum, white wax, lanolin and derivatives
thereof, stearylic alcohol, propylenglycol, sodium laury!
sulfate, ethers of the fatty polyoxyethylene alcohols, es-
ters of the fatty polyoxyethylene acids, sorbitan monos-
tearate, glyceryl monostearate, propylene glycol mono-
stearate, polyethylene glycols, methyicellulose, hy-
droxymethylpropylceitulose, sodium carboxymethylcel-
lulose, colloidal aluminium and magnesium silicate, so-
dium alginate.
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[0051] All the topical preparations can be used in the
ambit of the presentinvention, for instance the ointments,
the pomades, the creams, the gels and the lotions,
[0052] The invention is hereinbelow illustrated by
some examples which are not intended to limit the inven-
tion. The results show that the forms o,  and y can be
obtained by manipulating the above mentioned condi-
tions of crystallization and drying.

Example 1

Preparation of raw rifaximin and of dried raw rifax-
imin

[0053] Inathree-neckedflask equipped with mechanic
stirrer, thermometer and reflux condenser, 120 ml of
demineralized water, 96 ml of ethyl alcohol, 63.5 g of
rifamycin O and 27.2 g of 2-amino-4-methylpyridine are
loaded in succession at roomtemperature. After the load-
ing, the mass is heated at47 + 3°C, is kept under stirfing
at this temperature for 5 hours, then is cooled to 20 +
3°C and, during 30 minutes, is added with a mixture, pre-
pared separately, made of 9 m! of demineralized water,
12.6 mt of ethyl alcohol, 1.68 g of ascorbic acid and 9.28
g of aqueous concentrated hydrochleric acid. At the end
of the addition, the mass is kept under stirring for 30 min-
utes at an interior temperature of 20 + 3°C and then, at
the same temperature, 7.72 g of concentrated hydrochlo-
ric acid are dripped until a pH equal to 2.0.

{0054] Atthe endofthe addition, the massis keptunder
stirring, always at an interior temperature equal to 20°C,
for 30 minutes, then the precipitate is filtered and washed
by means of a mixture made of 32 ml of demineralized
water and of 25 ml of ethyl alcohol. The so obtained "raw
rifaximin® (89.2 g) is dried under vacuum at room tem-
perature for 12 hours obtaining 64.4 g of “dried raw rifax-
imin" which shows a water content equal to 5.6% and a
diffractogram corresponding to the polymorphous form
B. The preduct by further drying under vacuum until con-
stant weight gives 62.2 g of dried raw rifaximin having a
water content equal to 2.2%, whose diffractogram corre-
sponds to the polymorphous form c.

[0055] The product is hygroscopic and the obtained
polymorphous formis reversible: the polymorphous form
o absorbs water from the atmospheric humidity until to
reach, dependent upon the retative humidity and the time
of exposure, a water content higher than 4.5% and to
turn into the polymorphous form Bwhich in its turn, by
drying loses part of the water turning into the polymor-
phous form ¢ with a water content between 2.0% and
3.0%.

Example 2

Preparation of rifaximin y

[0056] 163 ml of ethyl alcohol and 62.2 g of dried raw
rifaximin are loaded at room temperature into a three-
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necked flask equipped with mechanic stirrer, thermom-
eter and reflux condenser. The suspension is heated at
57 = 3°C under stirring until complete dissolution of the
solid and atthistemperature 70 ml of demineralized water
are added in 30 minutes. After the end of the addition the
temperature is brought to 30°C in 40 minutes and is kept
at this value until plentiful crystallization, then the tem-
perature is further lowered to 0°C during 2 hours and kept
at this value for 6 hours. The suspension is then filtered
and the solid is washed with 180 g of demineralized wa-
ter.

[0057] After drying undervacuum at roomtemperature
until constant weight, 52.7 g of pure rifaximin y are ob-
tained showing a water cantent equal to 1.5%.

[0058] The form ¥y is characterized from a powder X-
ray diffractogram showing significant peaks at diffraction
angles 20 01 5.0%, 7.1 °; 8.4°.

Example 3

Preparation of rifaximin o

[0059] 62.2 Grams of dried raw rifaximin and 163 m!
of ethyl alcohol are loaded at room temperature into a
three-necked fiask equipped with mechanic stirrer, ther-
mometer and reflux condenser. The suspension is heat-
ed at 57 * 3°C until complete dissolution of the solid and
then 70 ml of demineralized water are added at this tem-
perature during 30 minutes. After the end of the addition
the temperature is brought to 30°C during 40 minutes
and is kept at this value until plentiful crystallization. The
temperature of the suspension is then brought to about
40°C and kept at this value during 20 hours under stirring;
then the temperature is brought at 0°C during 30 minutes
and the suspension is immediately filtered. The solid is
washed with 180 ml of demineralized water and dried
under vacuum at room temperature until constant weight
obtaining 51.9 g of rifaximin form o with a water content
equalto 2.5% and a powder X-ray diffractogram showing
peaks at values of angles 26 of 6.6% 7.4° 7.9° 8.8°
10.5% 11.1°% 11.8% 12.9° 17.6° 18.5° 19.7°; 21.0°%
21.4°; 22.1°,

Example 4

Preparation of rifaximin a

[0060] 89.2 Grams of raw rifaximin and 170 ml of ethyl
alcohol are loaded at room temperature into a three-
necked flask equipped with mechanic stirrer, thermom-
eter and reflux condenser, thenthe suspension is heated
at 57 + 3°C until complete dissolution of the solid. The
ternperature is brought to 50°C and then 51.7 ml of dem-
ineralized water are added at this temperature during 30
minutes. After the end of the addition the temperature is
brought to 30°C in one hour and the suspension is kept
for 30 minutes at this temperature obtaining a plentiful
crystallization. The temperature of the suspension is
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brought to 46°C and kept at this value during 20 hours
under stirring and then further lowered te 0°C during 30
minutes after which the suspension is immediately fil-
tered. The solid is washed with 240 m| of demineralized
water and dried under vacuum at 65°C until constant
weight obtaining 48.7 g of rifaximin ¢ with a water content
equal to 2.5%.

Example 5

Preparation of rifaximin o

[0061] Example 3 is repeated by increasing at 50°C
the temperature at which the suspension is kept and low-
ering to 7 hours the fime in which the suspension is kept
at this temperature. The product obtained is equal to that
of example 3.

Example 6

Preparation of rifaximin f

[0062] The crystallization of the dried raw rifaximin is
carried outaccording te the method describedinexample
3. The drying under vacuum at room temperature is
checked by means of the Karl Fisher method and is
stopped when the water content reaches 5.0%: 52.6 g
of rifaximin [ are obtained characterized from a powder
X-ray diffractogram showing peaks at values of angles
200f5.4°,6.4°,7.0% 7.8° 9.0°,10.4° 13.1°,14.4°,17.1°,
17.9° 18.3%; 20.9°.

Example 7

Preparation of rifaximin o starting from rifaximin y

[0063] 5 Grams of rifaximin y are suspended in a mix-
ture made of 13 ml of ethyl alcohol and 5.6 mi of water
and the suspension is heated at 40°C during 24 hours
under stirring in a 50 ml flask equipped with condenser,
thermometer and mechanic stirrer. The suspension is
then filtered and the solid is washed with water and then
dried under vacuum at reom temperature until constant
weight. 4 Grams of rifaximin are obtained showing a pow-
der X-ray diffractogram corresponding to that of the pol-
ymorphous form « and a water content equal to 2.6%.

Example 8

Preparation of rifaximin y starting from rifaximin «

[0064] 15 Grams of rifaximin form ¢« and 52.4 ml of
ethyl alcohol are loaded into a 250 m three-necked flask
equipped with reflux condenser, thermometer and me-
chanical stirrer; the suspension is heated under stirring
at the temperature of 50°C until complete dissolution of
the solid.

[0065] The limpid sclution is added with 22.5 ml of wa-
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ter during 30 minutes under stirring, cooled to 30°C and
kept at this temperature during 30 minutes. The formed
suspension is cooled to 0°C under strong stirring and
kept at this temperature during 6 hours. A part of the
suspension is taken after this period of time, filtered,
washed with demineralized water and dried under vac-
uum at 36°C until constant weight.

[0066] The sc obtainedproduct, 3.7 g, shows a diffrac-
togram consistent with that of the form y and a water
content equal to 1.7%.

[0067] The remaining part of the suspension is kept at
0°C for further 18 hours under strong stirring and then is
filtered, washed with demineralized water and dried at
30°C under vacuum unfil constant weight. 9 Grams of
product showing a diffractogram consistent with that of
theformyandawatercontent equalto 1.6% are obtained.

Example 9

Preparation of rifaximin « starting from rifaximin p

[0068] 5 Grams of rifaximin  having a water content
equal to 5.0% are dried under vacuum at +30°C during
8 hours obtaining 4.85 g of rifaximin & having a water
content equal to 2.3%.

Example 1C

Preparation of rifaximin B starting from rifaximin «

[0069] 5 Grams of rifaximin « having a water content
equaito 2.5% are kept during 40 hours in an atmosphere
containing a relative humidity equal to 56% made by
means of a saturated aqueous solution of calcium nitrate
tetrahydrate. 5.17 Grams of rifaximin  with a water con-
tent equal to 5.9% are obtained after this time.

Claims

1. A purified rifaximin p, a polymorph of the antibictic
rifaximin wherein said rifaximin B has a watercontent
higher than 4.5% and produces a powder X-ray dif-
fractogram showing peaks at values of the diffraction
angles 20 of 5.4°; 6.4°, 7.0°, 7.8°; 9.0°; 10.4°; 13.1°,
14.4°%,17.1°; 17.9° 18.3° 20.9°.

2. The rifaximin B according to claim 1, wherein said
water content is between 5.0% and 6.0%.

3. Anprocess forthe production of rifaximin §, compris-
ing:

reacting a molar equivalent of rifamycin O with
an excess of 2-amino-4-methylpyridine in a sol-
vent mixture of water and ethyl aicohol in a vol-
umetric ratio between 1:1 and 2:1, for a period
of time between 2 and 8 hours, at atemperature
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between 40°C and 60°C,

treating the reaction mass at room temperature
with a solution of ascorbic acid in a mixture of
water, ethyl alcohol and concentrated aqueous
hydrochloric acid,

adjusting the pH of the reaction mass to pH 2.0
with a concentraied aqueous solution of hydro-
chleric acid,

filttering the suspension,

washing any resulting sclid with the water/ethyl
alcechol selvent mixture to obtain raw rifaximin,
purityingthe raw rifaximin by dissolvingitin ethyl
alcohol at a temperature between 45°C and
65°C,

precipitating the raw rifaximin by adding water
and by lowering the temperature of the suspen-
sion to between 0°C to 50°C under stirring for a
period of time between 4 and 36 hours,
filtering the suspensicn,

washing the resulting solid with water, and
drying it under vacuum or under conditions of
nommal pressure, with or without a drying agent,
at a temperature between room temperature
and 105°C, for a period of time between 2 and
72 hours.

The process according to claim 3, wherein said 2-
amino-4-methylpyridine is from 2.0 to 3.5 molar
equivailents.

The process accordingto claim 3, whergin said water
added to precipitate the raw rifaximin is in a weight
amount between 15% and 70% with respect to the
weight amount of ethyl alcohol used for the dissolu-
tion.

The process according to ctaim 3 for the production
of rifaximin 8,

wherein after the addition of water to the raw rifax-
imin, the temperature is lowered to a value between
28°C and 32°C in order to cause the beginning of
the crystailization,

stirring the resuiting suspension ata temperature be-
tween 40°C and 50°C for a period of time between
B and 24 hours,

cooling the suspension to 0°C for a period of time
between 15 minutes and one hour,

filtering the suspension, washing the resulting solid
with water, and

drying the washed solid until a water content higher
than 4.5% is reached.

The process accordingtoclaim 6, wherein said water
content is between 5.0% and 6.0%.

A process for the production of rifaximin 3, compris-
ing:
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suspending rifaximin y in a solvent mixture of
ethyl alcohol/water in 8 volumetric ratfp of 7:3,
heating the suspension at a temperaiure be-
tween 38°C and 50°C, under stirring, for aperiod
of time between 6 and 36 hours,

filteting the suspension,

washing the resulting solid with water, and
drying the washed solid until a water content
higher than 4.5% is reached.

The process according to claim 8, wherein said water
content is between 5.0% and 6.0%.

A process for the production of rifaximin B, compris-
ing keeping rifaximin ¢ in an ambient environment
having a relative humidity higher than 50% for a pe-
riod of time between 12 and 48 hours until said ri-
faximin 2 is converted into rifaximin B.

A composition comprising a predetermined amount
of rifaximin B in combination with excipients suitable
for oral administration.

The composition according to claim 11, wherein said
excipients are suitable for the production of coated
and uncoated tablets, hard and soft gelatin capsules,
sugar-coated pills, lozenges, wafer sheets, pellets
and/or powders.

A composition comprising a predetermined amount
of rifaximin [ in combination with excipients suitable
for topical administration.

The composition according te ¢claim 13, wherein said
excipients are suitable for the production of oint-
ments, pomades, creams, gels and lotions.

A composition comprising the rifaximin B according
to claim 1 in combination with pharmaceutically ac-
ceptable excipients.
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Superintendencia de Industria y Comercio T
E. S. D.
Referencia : Expediente N° 09 10383
Asunto : Oposicion a la solicitud de patente de Invenciéon titulada
“USO DE POLIOLES PARA OBTENER FORMAS
POLIMORFAS ESTABLES DE RIFAXIMINA”
Solicitante : ALFA WASSERMANN S.p.A
Opositora : PROCAPS S.A.

Publicada en la Gaceta de la Propiedad Industrial
N° 606 del 31 de julio de 2009

Yo, CIELO ANGELA PENA RODRIGUEZ, abogada en ejercicio, identificada como
aparece al pie de su firma, con tarjeta profesional No. 82701 del Consejo Superior de
la Judicatura, en mi condicion 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 t¢rmino de ley
y por orden expresa de mi representada, presento oposicién a la concesion del registro
de la Patente de Invencion titulada “USO DE POLIOLES PARA OBTENER
FORMAS POLIMORFAS ESTABLES DE RIFAXIMINA”, cuyo titular es ALFA
WASSERMANN S.p.A, y pido a Usted declarar fundada esta oposicion y en

consecuencia negar el registro de la patente solicitada.

Catrera 13 Ne 11995, Of. 104 Tel. (571)2 13 12 13-6205021 - Fax. (571)6 12 19 79
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1. INTERES PARA ACTUAR

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

esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1.  La solicitud objeto de la presente fue presentada el 4 de febrero de 2009
reivindicando prioridad bajo la solicitud IT2006MI101692 del 2006-09.05; y fue
publicada en Colombia, en la Gaceta de la Propiedad Industrial N° 605 del 30 de
junio de 2009, cuya publicacion internacional corresponde a la W(O2008029208
del 2008-03-13.

2.2 La solicitud colombiana 09 10383 objeto de la presente oposicién, se refiere al uso
de uno o mids compuestos (definidos en la presente como “polioles”, que
contienen al menos dos grupos hidroxi, para estabilizar las formas polimorfas de
rifaximina; donde dichos polioles se seleccionan del grupo formado por polioles
que contienen de dos a siete dtomos de carbono y de dos a siete grupos hidroxi,

monosaciridos, disaciridos, polisacaridos como almidon, celulosa y derivados de la

Carrera 13 N2 119-95, Of. 104 Tel. (571)2 1312 13-6205021 - Fax. (571) 6 12 19 79
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celulosa, dextrina vy malrodextrina, goma xantin, dihidroxiacidos vy
polihidroxiicidos; donde uno o mas polioles tienen la farmula 1@ H|O-CH(X)-
CH2|n-OH donde X representa hidrogeno o alquilo inferior, y n puede ser de | a
20, y donde es con 1,2,3-propanotriol. Adicionalmente la presente solicitud objeto
bi prop p ]
de oposicion se refiere a formas polimorfas de rifaximina en estado solido, donde
estan estabilizadas por el uso de uno o mas polioles, independientemente del

contenido residual de agua.

2.3.9.- En primera instancia, se debe advertir que algunas reivindicaciones también se

refieren a un uso y a un método de tratamiento y no solo a la composicion
farmacolégica 0 a un método de fabricacion mediante la cual se obtenga un
producto tangible y seguin la legislacion, decision 486 de la Comunidad Andina de
Naciones, Articulo 14.- “Los Paises Miembros otorgarcinl patentes para las invenciones,
sean de producto o de procedimiento {...)", los usos no estin contemplados como
patentables; y, Articulo 20.- “No serdn patentables (...) d) los métodos terapéuticos o
quinirgicos para el tratamiento humano o animal, asi como los métodos de diagnéstico
aplicados a los seres humanos o a animales”. Solo seran patentables los productos o

procedimientos. Por lo tanto a luz de la norma, dicha materia referente al uso y a

un método de tratamiento ne seria patentable.

2.4 Ahora bien, con base en el articulo 14 de la Decision 486 de la CAN consagra lo

siguiente: “Los paises miembros otorgardn patentes para las invenciones, sean de preducto o
procedimiento, en todos los campos de la tecnologia, siempre que sean nuevas, tengan nivel
inventivo y sean susceptibles de aplicacién 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 DI: EP1676847 {Al) publicada el 5 de julio de 2006.
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2.5.Adicionalimente, ademas que la presente se refiere a un uso no patentable en
Colombia, la materia tampoce cumple con el requisito de altura o nivel inventivo.
Efectivamente, a partir de lo revelado en la anterioridad D1, particularmente en la
descripcion revela el uso de excipientes policles en una composicion que
comprende rifaximina alfa, beta o Y segtin el capirulo reivindicarorio de D1. Esta
anterioridad D1, define usuales excipientes de dicha composicion rales como
manitol, lactosa, sorbitos, almidones, celulosa, goma, polienglicol o polietilglicol
. segun los parrafos 48 y 50. Asi las cosas, cualquier persona versada en la materia
puede llegar a partir de su conocimiento en combinacion con lo revelado en el
documento DI a derivar una formulacion de rifaximina estabilizada con polioles.
Asi las cosas, como lo evidencia dicho documento DI, la presente solicitud no
comprende altura o nivel inventivo pues lo revelado se deriva de manera evidente
del estado de la éenica.
2.6.En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicicud
colombiana 09 10383 no puede pretender un monopolio por patente toda vez que
lo que pretende no cumple con dos de los tres requisitos necesarios para su

proteccion.

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

2.7.1. CARENCIA DE ALTURA INVENTIVA. Segin 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, e¢sa invencion no hubiese resultado obvia ni se hubiese derivado
de manera evidente del estado de la técnica.”. A la fecha de prioridad, 5 de
septicmbre de 2005, cualquier persona versada en la materia puede llegar a

partir de su conocimiento en combinacién con lo revelado en el documento
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2.8.

D1 a derivar una formulacion de rifaximina estabilizada con polioles, sobre el
cual busca proteccién en el capitulo reivindicatorio. Por ello no cumple el

requisito de Altura o Nivel Inventivo.

CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN

consagra en su articulo 14 lo siguiente: “Los paises miembros otorgardn patentes
para las invenciones, sean de producto o procedimiento, en todos los campos de la
tecnologia, siempre que sean nuevas, tengan nivel inventivo y sean susceptibles de
aplicacién industrial”. La presente solicitud carece de aplicacion Industrial ya que
como se demostrd anteriormente, algunas clausulas reclaman el método
terapéurico y estos no son aplicables industrialmente porque primero no se
obtiene un producto o proceso; y segundo no es reproducible o repetible a
escala industrial. Por lo tanto, el objeto de la presente invencion referido a los
usos y métodos terapéuticos, no cumplen con el requisito de la aplicacion

industrial.

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

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

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

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

“USO DE POLIOLES PARA OBTENER FORMAS POLIMORFAS ESTABLES
DE RIFAXIMINA”, cuyo drular es ALFA WASSERMANN S.p.A, solicitud

Carrera 3 N° £19:95, Of. 104 Tel. (571321312 13 -6205021 - Fax. (571)6 12 19 79
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Colombiana que aparecid publicada en la Gaceta de la Propiedad Industrial N°

606 del 31 de julio de 2009.

J. PRUEBAS

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

como prueba en este asunto los siguientes:

o DI: EP1676847 (A1) publicada el 5 de julio de 2006.

4. FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legales siguientes:
4.1.  Numeral t del arciculo 586 del Cadigo de Comercio.
4.2, Articulo 42 de la Decisién 486 de la Comision del Acuerdo de Cartagena.
‘ 4.3.  En las demds normas concordantes.
5. ANEXOS

Para los etectos correspandientes anexo al presente escrito los siguientes documentos:

. Poder para actuar en el presente.

(]

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:

o DD1: EP1676847 (A1) pubticada el 5 de julio de 2006.

6. NOTTFICACIONES

4., Para efectos de notificaciones que por disposicion del articulo 50 del Decreto
0l de 1984 debe hacer su Despacho, informo que mi representada y la suscrita
recibiremos notificaciones en la Secretaria de su Despacho o en mis oficinas situadas

en la Carrera 13 Ne 11995, Of. 104 de esta ciudad de Bogota.

Sefor Superintendente,

CIELO ANGELA PENA RODRIGUEZ
C.C. 51°940.252 de¢ Bogota
;4’ T.P.A. 82701 del C.S. de la].
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Industria y Comercio
SUPERINTENDENCIA

2020
Bogota, D.C,
Doctora: : Oficio N°;;, | ¢
Dilia Maria Rodriguez D'Aleman =t 22580
Apoderada
ASUNTO: Radicacion PCT N°  09-10383

Tramite 011

Evento 379

Actuacion 440

Folios 008

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 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 presentacién.

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 ), del
capitulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
Directogd de Nuevas Creaciones (C).

25 FEB. 201

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

202021
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