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Referencin : Expediente N® o7 028.605

Asunto : Alcance a la oposicion a la solicitud de patente de
Invencitn titulada “MEMANTINA PARA EL
TRATAMIENTO DE TRASTORNOS DE CONDUCTA EN LA
INFANCIA”

Solicitante : MERZ PHARMA GMEBEH & CO. KGAA.,

Opositora t GYNOPHARM S.A.

Publicada en la Gaceta de la Propiedad Industrial
N° 503 del 27 de junio de 2008

-028605- -00005.0000
Liap. 200 MNULGRL Al

Yo, ELIANA ISAURA MORENO BOHORQUEZ, abogada en gjercicio, identificada como
aparece al pie de mi firma, con tageta profesional No. 83823 del Conzejo Superior de la

Jud)am%cmdicién de apoderada de 1a sociedad GYNOPHARM §.4. doy aleance a
_.lérﬁpusiciﬁn preséntada ante ¢sa Superintendencia dentro de los términos legales, en la tarde
de avervia-fax, Lo anterior con el objeto de allegar toda la documentacion original, para que

sea temida en cuenta dentro del tramite de 1 solicitud de 1a referencia.

Adjunto colilla de recibido a satisfaccion del fax en la que consta la presentacién dentro del

trmine de ley.

Cordial Saludo,

ELIANA ISAURA MORENO BEOHORQUEZ
C.C. 531°975.664 de Bogota
T.P.A.B3R23 del C.5. dela J.

Carrera 13 N® 119-g5, Of. 104 Tel, (571) 2 13 12 13 — 6 20 50 21 - Fax. (571} 612 15 7o
E-mail: negocios @optimum-oo.com - wiww optimum-co.com
Bogoti Colombig
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FORMULARIQ UNICO DE OPOSICION

Patenile de Invencien.

- OPOSICIONA :

'O Marca Colectiva,

Bl Marca da Cartifcacion.

Disefe Indusirial.

nmm;e:

SaLKmuD

Patente de Modelo de Utlidad. -

Numero del expediente: - .
Solicitante: _MERZ PHARMA GMBH&COKGAA

Bl Lema Comerclal.

_Esguema de Trazado para Cituﬂcrs Integradu&
. Marcas ﬂa Prﬂduﬂm o Semclos.

0728605

PUBLICADA

Apaderado:;
Tlluu de la-nueva cmacmn 9 denominacion del ﬁgm “MEMAN‘IH\IA PARA

DILIA MARIA RODRIGUEZ

@ nposmm PRESENTADA POR:
. Nombre; GYN{}PHARM 8.A \
o IDEHﬂFlCACIGH
SOLICITANTE | pireccion: CALLE 80 No. 788 -201
) o - o [x]
Naclunaaniad'u_[}amltfilm: OLOMBIA D oo El
Lugar de Constitucion: _
. - BARRANQUILLA cual
Eﬂ{;ﬂﬂ: {571)3719900 Fax: (571)3730818 Nomero  _802.006.279-4
. IDENTIFICACION
Nomi¥e: o7 7ANA ISAURA MORENO e @ w [
REPRESENTANTE | Direccion: BOHORQUEZ L.
0 APODERADO CARRERA 13 No. 119.95 104 | CE [l ow []
Telélono: (371) 2131213 Fax: (571) 6121979 Cual
E-mail:  negocios@optimum-co.com Namero 1 973.664 - 83823

Causal:

(@ FUNDAMENTOS DE LA OPOSICION:
Art.14, 16, 18, 20 v 30 de la Decisién 486 de Ja CAN-

Signo opositor:
Justlllcamrjn

. revelad

psente solicitud no cum Iecnnlnsr'ms' s dé pate ilid :
a se enconiraba en el estado de la técnma n eu us:hle demnrlu de la misma
tal v comno se demostrard en el capitulo “Fundamento de Hechos”.

No cumple con tos requisitos de patentabilidad.
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® Comprobante de pago No. Fecha
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® ANEXOS

I AnEOE

Comprobante de page de la 1asa,

Poderas, sijuers ol caso,

Pruebas de los lundamentes de la oposicion.

Docuinentos que acrediten ef legilimo interes, i fuere #f caso,

Documento que acredita fa existencia y representacion legal de las panes. cuandn sean
personas juridicas.

NOMEBRE: ELIANA ISATRA MORENO BOHORQUEZ

Lff'\@/(ﬂ L A_QZ/Q C}—A«ﬁ

FIRMA:

C.C. 51.975.664 TP. 83923

Instncciones para el diliqenciamiento del presente formulario, ver reverso de esta pading,
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Sefiora Jefe,
DIVISION DE NUEVAS CREACIONES

Superintendencia de Indusiria v Comercio

E. S, .

Refercncia : Expediente N° 07 028,605

Asunto : Oposicion a la solicitud de patente de Invencion  titulada
"“MEMANTINA PARA EL TRATAMIENTO DE
TRASTORNOS DE CONDUCTA EN LA INFANCIA"

Solicitante : MERZ PHARMA GMBH & CO. KGAA.

Opositora : GYNOPHARM S.A,

Publicada en la Gaceta de la Propiedad Industrial

N® ?ﬂél 27 de junio de 2008

Yo, ELIANA ISALU/RA MORENQ BOHORQUEZ, abugada en ejercicio, identificada
como aparece al pie de su firma, con tarjeta profesional No. 83823 del Consejo
Superior de la Judicgfura, en mi condicion de apoderada de la sociedad
GYNOPHARM 8.4, tonformada hajo las leyes de la Repablica de Colomlbia vy
domiciliazda en la ciudad de Barranquills, Colombia, atentamente manifiesto que
estando denero del términe de ley y por orden expresa de mi representada, presento
oposicion a la concesion del registro de la Patente de Invencion dtulada
“MEMANTINA PARA EL TRATAMIENTCO DE TRASTORNOS DE
CONDUCTA EN LA INFANCIA % cuyo titelar es MERZ PHARMA GMBH & CO.
KGAA, v pido a Usted deckarar fundada esta oposicion y en consecuencia negar el

registro de la patente solicitada.

Cartera 13 N= L1998, 00 104 Tel, (57102 13 1213 - 6205021 - Fax (37816 1219 72
E-maik negocios@opriaim-ce.cown + wan optinmun-co.om
Bopoti Colombaa
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1. INTERES PARA Acmm/

Conforme a lo dispuesto en cl articulo 42 de la Decisiom 486 de 2000 de la
CAN, estando dentro del término estipulado por la ley, manifiesto el legitimo interés
de nucstra representada para oponcrsc al registro de la parente de la referencia,
atendiendo a que la solicitud pretendida no cumple con los requisttos dispuestos ¢n Ia
ley como se analizari més adelante v de ser concedida afectaria directaracnte la
comercialigacion de 4lgunos producros de mi representada, que contienen, en
particular MEMANTINA. Por lo ranto, solicito respetuosamente a ese Despacho se
Sirva tener en cuenta la presente opasicion dentro del ramite administrative que se

surte en esta Superintendencia,

. FUNDAMENTOS DE HECHOS

2.1.La solicitud objeto de la presente fue presentada ol 22 de marze de 2007,
reivindicando prioridad bajo 1 solicitud US20040612600F del 20040023, y fue
publicada en Colombis, en la Gaceta de la Propicdad Industrial Ne 593 del 27 de
junio de 2008, cuya publicacion internacional corresponde a la W(2006034465
del 20060330,

2.2.La solicitud colombiana 07 028.605 objeto de la presente oposicion, s¢ reftere 4 un
mérodo para el tratamicnto de un individuo diagnosticado con trastorno de la
conducea ¢n la infancia que no es el sindrome Rew, gue comprende administoar a

un sujero una cantidad terapéuticamente eficaz de memantina.

Corecra J3 N 11905, OF 104 Tel (5T132 1312 13- 62050 2] - Fax (5710012 19 T9
E-mail: negoclos@opimum-co.con - W 0Pt conm
Bt Colonlia
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2.3.En primera instancia, se debe advertir que las reivindicaciones se refieren al uso y a
un método de tratamicnto ¥y no s6lo a la composicion farmacolégica o a un método
de fabricacion mediante o cual se obtenga un producto tangible y scpun la
legislacion, decision 486 de la Comunidad Andina de Naciones, Articulo 14.- “Los
FPaises Miembros otorgavin patentes para las invenciones, sean de producto o de
procedimiento {17, los usos no estan contemplades como patentables; v, Arviculo
20.- "No serdn patentables (...} d) los métodos terapéuticos o quinirgices para el tratamiento
humane o animal, asi como los métodos de diagnistico aplicados a los seres humanos o a
animailes”. Solo serdn patentables los productos o procedimicntos. For lo tanto a luz
de la norma, dicha tateria referente al uso ¥ 2 un método de tratamiento no seria

patentable.

2.4.Ahora bien, con base en el articulo 14 de la Decisién 486 de Ta CAN consagra lo
siguiente: "Los paises miembros otorgardn patentes para las invenciones, sean de producto o
frecedimiento, en todos los campos de la tecnologia, siempre que sean utevas, tengan nivel
imventive ¥ segn susceptibles de aplicacidn industrial”. Asi las cosas, las invenciones
objcto de patetite deben ser nuevas y tener nivel inventivo, Bien, pues antes de la
fecha de¢ prioridad de esta solicitud se encuentran los siguientes documentos gue

afecta la parentabilidad de la presente salicitud:
o 31 WO03I061656 publicada el 31 de julio de 2003,

2.5 Jgualmente vy aunque el método de tratamiento no es patentable bajo la norma
Colombiana, a partir del documento I se puede considerar que ampoco es
novedoso, dado que dicho documento D1, particularmente ¢n la descripeion revela
métodos de rratamienta para desdrdencs del sistema central nervioso (CNS) por

administracion de un andlogo GADBA tal como gabapentin o pregabalin, un

Carrera 13 M2 11995, O 104 Tel (37172 13 12 13 -6 2050 21 - Tax. (STEN G 12 3% 79
Enail: teepociosf@oprimumieco. rott - #wan o mecn.coim
Topors Colombia
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antagonista de receptor NMDA tal como danctodona. Asi las cosas, csta
anterioridad 121 revela ¢l uso terapéutica de una composicion farmacéutica que
comprende un receptor antagonista NMDA tal come memanting en combinacion
con un andloge GABA para el tratamiento de CNS, ¢l sindrome de Tourerre, cl
sindrome de Asperger, la depresion, la ansiedad, la dislexia v la obesidad
compulsiva, Por lo tanto ademds que la presente solicitud comprende un método
rerapéuticn no patentable a luz de L norma colombiana, también revela que el uso
de la memantina para tratar estos desordenes no es novedoso como lo indica esta
soliciond anterior D1 que tevela con anterioridad tal use. Asi las cosas, coma o
evidencia dicho documento DI, Ia presente solicitud no s novedosa pues o
revelado ya se enconeraba en ¢l estado de la récnica.

2.6.Por lo tanto, esre documento objeto de oposicion a la luz del documento D1 carece
evidentemente de NOVEDALD.

2.7.En consecuencia v de acuerdo a lo descrito anteriormente, s¢ deriva gue la solicitud
colombiang Q7028605 ne puede pretender un monopolio por patente toda vez que
lo que pretende no cumple con los dos de pres requisitos necesarios para su

prorceion.

1B 500 por consipuients, tespecn a ba solicitud pretendida se tiene que:

2.8.1. CARECE DE NOVEDAD: Segun a decision 486 de la Comunidad Andina de
Nuciones, Articulo 16~ “Ling intencién se considerard nueva cuande no estd
comprendidit en el estada de la tdenica. El estado de la técnica comprenderd todo lo que
haya sido decesible of piblico por una  descripcin escrita u oral, utilizacion,
comercializdcion o cualquier otro medio antes de la fecha de presentacion de ta solicitid
de patente o, en su caso, de Lo priovidad reconocida.”. A fecha de prioridad, 23 de

septicmbre de 2004 ya era conocido, pues como se demostro, cra parte del arte

Corrers 13 Ne 81995, OF, 104 Tel (ST11 2131213 -6 2050 20 - Tax. (5T G 12 19 78
E-mail: nepocios@oprinii -G roin - swaed opT i LT Di-Ceeiii
Boma Colombia
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anterior con base en el documento 121, un método para el tratamicnto de un
individua diagnosticado con mastorno de la conducta en la infancia que no cs
el sindrome Rew, que comprende administrar a un sujeto una cantidad
terapéuricamente eficaz de memantina, sobre el cual busca proteccion en ¢l

capitulo reivindicatogio.

CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN

L=
o=
[}

consagra en su articulo 14 lo siguiente: *Los paises miembros otorgardn patentes
. pare las invenciones, sean de producte o procedimicnte, en todos los campos de la
tecnologics, siempre gue sean nuevas, tengan nivel Tneentive ¥ sean susceptibles de
aplicacion industrial”. La presente solicitud carece de aplicacion Industrial ya que
como se demostrd anteriormente, algunas cliusulas reclaman ¢l método
terapéutico y estos no son aplicables industrialmente porque primero no se
obticne un producte o proceso; y segundo no e reproducible o repetible a
escala induserial. Por 1o tanto, ¢l objeto de I presente invencion referido a los
usos y métodos terapéuticos, no cumplen con gl requisito de la aplicacion

indusrrial.

. 2.9,  Dado lo anterior, s posible deducir que la solicitud y lo reivindicado no es
objeto de patentabilidad poes es contrario a lo que dicta la Decision 486 de la
Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembros ototgardn
pugentes pove las invenciones, sean de prodiecto o de prUr::L*LfEm:'eﬂm, en todos los campos de la
tecnologia, sicmpre que sean nuevas, wengan nivel inventivo y sean susceptibles de aplicacion
industrial.”. La solicitud pretendida no cumple con dos de los tres requisitos de

patentabilidad.

Carrera 13 N 11995, O 104 Tel (57132 1312 13 - 6 2050 21 ~ Fax {571} 0 1219 79
Email: negocios@optionum-co.con - waww 0pinam-<o.com
Bogord Colmuabin



Derccho de la Competencia, Propiedad ‘

Optlmum Industrial y Comercio Exterior

2.10. Por todo lo antetior, atentamente solicito a vsted que se sina declarar fundada
Ia presente opospfon v negar el registto Patente de invencion  detnominada
“MEMANTINA PARA EL TRATAMIENTO DE TRASTOERNOS DE
CONDUCTA EN LA INFANCIA” cuyo titular es MERZ PHARMA GMBH & \
CO. KGAA, soliciud Colombiana que aparecia puldicada et la Gaceta de la

Propiedad Induserial N® 593 del 27 de junio de 2008.

3. PRUEBAS

De vonformidad con lo dispucsto por las normus vigentes, solicito a usted tener

como pruchs en este asunto lox siguientes:

o D)1 W03061656 publicads el 31 de julio de 2003, £

4, FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legales siguientes:
4.1,  Numeral 1 del articulo 586 del Codigo de Comercio.
‘ 42, Articulo 42 de la Decision 486 de ka Comision del Acuerdo de Cartagena.

4.3. En las demds normas concordantes,

Clrreta T390 11905, OF |04 Tel (T2 [31203- 6205021 - B {37 0Fa L2 10 7Y
E-nail: negrios@oprinmumee, Coth - wesiw o Prina-co.eo i
Bepots Colombiy
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5. ANEX(OS

Para los efectos carrespondientes atiexa al presente escrito los signientes documentos:

1. Poder para actuar en el presente. ﬂ{
Docurmento gue acredita al representante legal de GYNOPHARM S.A.

[ OF]

Recibe de caja del respectivio pago de rasa,

o

Copias de los documentos:

o 131 WOO03061656 publicada ¢l 31 de julio de 2003,

Carrers §3 3~ 11995, OF, 104 Tel (571213 12153 - 6 2050 21 - Fax, (5716 12 19 79
E-mail: tegockosflopt Iunmco. cons - wai Qpsiin oo .catm
Pogertsl Coloomlia
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&, NOTIFICACIONES

Parit ofectos de norificaciones que por dispesicion del ardeulo S8 del Decrero
01 Jde 1984 Jdebe haver su Despacho, informo que mi representada v o suscrirg
reciliremes notificiciones on la Seeretaria de su Despacho o en mis ofivioas sinsadus

et o Cerera 13 N2 11995, Of, 104 de e ciudad de Baogor,

Senor Superintendente,

..|

(_Q’/“/_ x,fu,mé@{ ,A»_Jjjj

ELIANA ISAURA MORENO BOHORQUEZ
C.C. 51'975.664 de Bogota
T.LA, 83823 del C.8. dela ).

Carrer L3 N2 L1949, 00 108 Tel (5712131217 -0 IHDAT T (ATENG I I
Ll pregouios@o pritmimsarcoin - was O
onca Cnlennlhin
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Yo, LUIS PALACIOS ARAGON, mayor de edad vy vecing de la ciudad de
Barranquilla (Colombia), identificado como aparece al pie de mi firma, quien en el
presente documento actiia en calidad de Representante Legal de la sociedad
GYNOPHARM S.A, sociedad legalmente constituida y domieiliada en la ciudad
de Barranquilla {Colombia), por el presente documento ftorgo a la doctora
ELIANA ISAURA MORENO BOHORQUEZ, adopada en ejercicio,
identificada como aparece al pie de su firma, con tarjeta profesional No. 83823
del C.8., de la J., poder especial, amplio y suficiente, para formular
oposiciones u observaciones a la solicitud de patente No. 07 28605, titulada
"MEMANTINA PARA EL TRATAMIENTO DE TRASTORNOS DE
CONDUCTA EN LA INFANCIA®, cuyo titular es MERZ PHARMA GMBH
& CO. KGAA, publicada en la gaceta No. 593 del 27 de junio de 2008.

Nuestro apoderado queda facultado, de manera expresa, para realizar todo tipo
de actos necesarios para llevar a cabo el trimite de Ia opoesicidn, incluyendo, sin
limitacién, preparar y presentar solicitudes, hacer declaraciones, pagar tasas,
contribuciones e impuestos, recabar los titulos o certificados. Asimismo quedan
autorizados para impugnar administrativa y judicialmente todo lo que fuere
resuelto en el expediente a que se hace expresa referencia en el presente poder,
con todas las facultades generales v especificas que fuera requetido para €lla.

De la misma manera, ademads de las facultades que le confiere la naturaleza del
presente mandato, se encuentran facultados para recibir, desistir, transigir,

sustituir, y reasumir el presente poder, incoar acciones, interponer recursos y
demés facultades conferids por la ley.

Dado y Firmag anguilla {Colombia) a los 16 dias del mes de setiembre
de 2008 (( .

GYNOPHAR] /

Cédula de Extignjéyta; No. 319788,

NIT: Boz.006. 19-q,

REPI'EEEI‘I '

Acepto:

ELIANA ISAURA MORENO BOHORQUEZ v

C.C. 51'975.664 de Bogota
T.P.A. 83823 del C.5. dela J.
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SUPERINTENDENC1A ZE INDUSTRIA ¥ [UMERCID

HIT :  80017e08%-3

RECIED OFICIAL DE CAJA : QB - 4,143
FECHA : SEPTIEMBRE 23 IE 2008 — -
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DEPRSITPNTE TIEG PRS0 BANCD CHERTA Y. PRED FELRN FED Yi. TAGD
GYROFPHARM 5.A, CONGEENACION  BAWCO DE BOGOTA (62754387 TREETANL 2070872008 10,000,940
GYNOFHARH S.4. CONSIGMACION  BANCO DE BOEQTA 042734387 BLI2BOTE  E9708/2008 1,054, 00,00
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CI:) CERTTFICADO NACIONAL
_ & & I CAMARA DE COMERCIC DE BARRANQUILLA

s

P : operacion : 020B20917060 PAGINA No.

i
[
[
H

"o D DUMERC) DE KIGTL ': . Fechn : 20080317 Hora Cercificado 15:24:20
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CRERTIFICADD DE EXISTENCIA ¥ REPRESENTACION LEGAL O DE INSCRIPCICH TR
COTUMENTOS .

BL  ZUSCRITO SRCRETARIO TE L CRMARA DE COMERCIO DE BARRANQUILLA, COHN
FUNDAMENTS EN LAS INSCRIPCIQNES DEL REGISTRED: MERCANTIL:

CTERTIFICA

Que por Escritura P?hlica Mo. 3,551
ctorgada en la Notaria 32a, de
Crmara e Comeroio, el 1B de Dicigfe de 1297 bajo el BHo. 72, 265 del
likro respectiveo, fue constituida 14 sociedad----==o-c-co-ro—mmmmom - -
anonima denominada SYNOPHREM S. A,  sccecmmommmm e mmrmmbmrmmmm— e mm o — o

del 17 de Dicfbre de 1557,
Bapranguilla, imscriceolas! en esta

CERTIFTILCA

fue dicha sociedad ha 2ido reformada por las eigqulentes escrituras

v,/ dorumentos privados;

Mumers aaazmmdd Notaria No. Insc o Reg @&aaa/mm/dd
532 1»82/03/25 MNotaria Za. de Barranguilla B0, 373 1999,/ 04/13

CERTIFICA

Gue de acuerdo con la(s) escriturals) arriba citadaflal, la =zociedad
e rige LOY las sigoientes disposiciones:

DENCMINACION O RARZ0OMN SQCIAL:

GYNOPHARM B R, - o - v s mmme e e e e m— - - — - -
LOMTCILIC PEINCIEAL: Barrangquilla,

NIT Mg: A0Z2.008.279-4.

MATEICOLA MBEROANTIL: 245, 470.

CEERETIFILCR
Direccion para notificaciones judicizles:
Ok 43 C MNo &0 - 125 OF 512,
De la ¢iudad dc Barranguilla.
Correc zlegtrinico:

TCEBERTIFICH

DURECION: El  t7rmine de duracin de la sociedad ge fij7 hasta el
16 de Dic/bre de 2047,

CERTIFIOCA
OBEJET0 SOULARL:  a) La fabricacion de capsunlas v otro productos simi-
tareg a partir de materiales tales como gelafinas u otros de distin-
ta naturaleza, gue pusdan ger ubilizados como envases ¢ reciplentes

de preducteos v sustanciaz quimicas, farmaceuticas y cosmeticas, para

*k® COMNTITIIL *%w

CIARASANID 1A L0 .



CERTIFLCADO Wac IONAL

CAMARE DE COMRERUIC DE BARRRNOUILLA

Fechs : 290080317 Hora Certificado 15:24:20
Operacicon @ 020F20917060 PROEINA No. 2
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uEo ¥ consumoe humans ¥ wekbterinarico. k) La investigagion, degarrollco
v Tabricacion e toda clase de productcs v sustancias guimlecas, far-
maceuticazy ¥ cosmeticas para uso ¥ consumo bumano, animal ¥ vegelLal .

¢} La compra ¥ venla de meterias primas , insumcs y productos inter-
medics necezsaricos para los proceascos de fabricaclion de sustancias
gquimicas, farmaceuticas vy cosmeticas, asl come la comercializacion
interna v externa de loa productos terminados. dl La compra, wventa,
importacion, exportacion ¥ diatribucion de teoda clase de elementos
ingtrumentales ¥ eguipos, Medicos, guirurgicos, odontelodgicos v hos-
pitalarigs para la salud huwiana y animal. @] otyar COMS represen-
tante o agente de personas nakurales vy juridicas naclonales y ex-
tranjerasz en la realizacion de gperaciones 0 transacciones relacio-
nadas gorn la  induskria farmaceutica v en esperial con cualezguiera
de las actividades descoritas en los literales al, b), ¢ v 4} antes
trandcrites. [} Prestar los serviclos de asesoria v consultoria en
lay Aregs admninistrativa, de mercadeo, analisis clinico, aslstencia
tecnica, inwvestigacion, coostos Yy produccion exportacliones, importa- i
rlones, wentas, relacionadaszs con iguales © similares actividades a

las dgue constituyen el objeto de CYNOPHRREM 2.4, &gl como los de pu-

bFlicidad v promogion de productes quimicos, cosmetices v farmaceut:i-

¢S para  uso humance, animal o induzcrial. g) adguirir, operar, admi-

nistrar v explocar, & cualguier Litulo,empresas ¢ establecimientos

dedicades a la investigacion, desgarrollo, fabricacion o comerciali-

zacicn de productos guimicos, farmaceuticos, hoapitalarios o cosme- /
ticcs. En desarrolle de su objeto principal, la socledad podra to-

mar intetes socizl come accionista, soclic o fundador de empregas gue
tengan igual © =imilar oblelo; comprar, vender, lmportar ¥y exportar
maguinarias, insumod ¥y repuestos  requeridos para el desarrollo de
gus  actividades; ctomar dinero en prestame, financiar y garantizar las
operacicmes comerclales obe  celebre Con tercercs relativas a su ohb-
jete; celebrar v ejecutay todo tipo de actos y contratos nedegarios
para desarrollar sus operacices; girar, aceptar, oborgar ¥y pretestar
tode tipo de titules walores e instrumentos negociables; comprar,
vender v constitulr gravamenes schre bienes muebles e iomusbles; de-
signar reprosentantes o apoderadoz en el pals ¥ en el extarior v, e=n
general, realizar cualgquier acte © negocio gue Sea necesario o oon-
veniente para &l desarrcllo de su objeto social ¥ para la meior pro-
cecolon  de sSus intereses corporativos o lo de sus socios. -----------

CERTTVYY¥IOCA :

CAPLITAL Hro Acolones Valor Acoitn

Butorizado
Srewkrkawked D00, 000,000 F**rekdrewkrtl (00,000 Frrpukddrrdeitres] 000

Euscrito
$***i*w***w2]5?2lﬁéﬁﬂﬂgﬂ *************2r672,646 *****************l,ﬂﬂg

Pagadao
5**********2,672,545,GDU *************2,572,645 *t#****w:t*****wtlrnﬁu
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‘ CERTIFICA

ADMINLSTRACION: Zeran funciones de la junta directiva, entre otras:
putcrizar cualgquier acte © eontrato cuya cuanktia gea  supericr al
edquivalente = pepos  Colombianos a cincusnta wil dolaves de los Es-
‘ tados Unideos de america (USSEQ.000.o0c0), liguidados a la tasa de cam-
bic representativa del mercade vigente =1 dia en que =2 surta la
aprobacion ¥ para endjenar o gravar bienes inmuebles ¥y demas activos
fijes de la sociedad, couwalguiera que sea la cuantia de la transac-
. - gleon. Las demas gue le sean propias y Do esten atribuidas a otro or-
gans soclal ¥ las gue le correspondan en virtud de lz ley. la zocie-
‘ dad tendra un Gerente General, Juien ejergera la administracion y
repregentacion  legal de la sociedad y tendra las siguientes atribu-
clones, entre otras; Ejercer la repregentacion legal de la sociedad
en beodos los  acfos ¥ contratos due se requieran para el desarrcllo
deel objeto social, de gonformidad con lo previsto en las leyes ¥ en
los presentes  esCaturos. Aprobar ¥ celebrar en nombre de la socledad
| tedo  acto © confratgo cuya cuantia sea igual o inferior al equivalen-
te  en pezos Colombianos a cincuenca mil dolares de los Estades Uni-
dos de america (US350.000.00), liguidadeos a la tasa de cambio repre-
sentativa del mercade vigente el dia en gque ge suerta la aprobacion o
celebracicon del acto. Para enajenar, a cualgquier citulo, bilenes it~
- muebles Ae  la scciedad o constituilr gravamenes sobre los mismos, de-
| bera cobtener la aprobacion de la junta directiva, cualgquiera que sea
ia rcuantia de la transaccion; o lasd demas funciones gue le corres-
pondan  comc  representante  legal por disposicion de la ley, de es5Cos
estatutog o de la junta direcciva. El Gerente Gensral tendra un su-
plente, designade por la  junta directiva, guien lo reemplazarda con
. lidenticas facultadez en sus faltas temporales, absolutas o meramente
| . " actiedentales, g#in gQue sea necesaric para ello acreditar la ausgencia
del 1 s T 1 P

CERTIFICA

ue  segfn ARocta Mo, 158 del 18 de Febrerc de 204082 correspondiente a
lz hsamblea de Accionigtas en Bogota, de la sociedad:

GVMNCGPHARM L B R e e e m s m s
fuya parte pertinentg &e inscribi? en efta Cfmara de Comercio, el
A4 de Pehrearo de 2008 bajoe 21 Mo, 137,315 del libro respectivo, Dueron
herhos los giguienres nombramientos:

CLASE: JUNTE DIRECTIVA
Principales )
1. Llgket Poal Manuel Co vk wER] 4 70, LDG .
2, Zanatta Reherman Dbeonardo andraes DO wxewRwtxy Fo0 271 i
3. Munoz Marroquin Diego CO.%%¥Ex+%7 G6BH,202 £
a

w4k CONTINUOR +***
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|
i
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4., Montealegre Gonzalez Andres Leonardo QU *¥*E+ 275 qnR0, 262 :
i
!
auplentes 5
1. Agudelo Pelasz Luis  Hernando OO w**kwklg 230,997 :
Z. Arocs Almanza Arleth Ayelina CoL*erEesle 718,415
3. Penaranda Urbina Rdriana Pacla Co, *&*vaxbl 120,673
4, Lovar VasguezZ Ruoth CC_o*=*&kxt5n 115,750

CERTIFICA

Jgue  Ssegtn Acka No, 12 del 20 de Octubre de 2003 correspondiente a
la Junta Directiva en Barranguilla, de la sociedad: GYNOTHAREM S.A.
cuya parte pertinente se  inscribi?  en eszta Cfmara de Comercic, el
06 de Nowv/bre de 2002 bajo el No. 107,733 del libro respectivo,
fueron hechos lo= siguientes nombramientos:

Carga/Hombre Identificaci?p i
Gerente General, :
FPalacios Aragon Luls hlherto CE.**%¥%%*®+x 2315 THH

CERTIFICSA

Que geg?n ARota No.o 45 del 03 de Marze de 2008 correspondiente a la

Junta DLirectiva en Earranguilila, de la sociedsad: O¥NOPHARRM S.A.

cuya parte perbinente se  inscribi?  en esta C¥mara de Comercie, el
11 de Marzo de 2008 baje el Ho. 138,342 del libro reapectivo,
fuergn hechos los figuishtes nombramientos:

Cargo/Nombre Tdentificaci?n
fuplente del Cerente.
Mollajoli Centuricn Andrea Fernando O AwwkrAER 5], D53 i

CERTIFICA

Qus  =eg?n Acta Mo, 1 del 48 de Mayo de 2008 correspondiente a la
asamblea de acciopnistas en EBarranguilla, de la zociedad: GYROFHARM
8., cuva parte partinente se inzcribi? en esta CPmatrs de Comercic, {
=zl 22 de Mayo de 2008 baje €1 No. 140, 053 del likroe respectivo, i
fueron hechcs log sigulentes pnombramientos: .

Cargo/Nombre Identificacirn i
Revigor Fiscal .
Marroguin Sepulveds Rdgar OO fkxkr w7, 147,542

CERTIFICA ,

fue  sedun  Documento  Frivado de fecha 10 de Cotubre del Z.000, ins-
crite en esta Camara de Comercico el 23 de Noviembre del Z.000 bajo i
s} No. 1.B72 del likro repesctive, consta gque e) senor RUBEN MINSKI '
GONTCWVHIE C.C. Mo, 7.463.982, actuahde como Presidesnte v represen-
tante legal de la sociedad GYNOPHARM S5.A., otorga Poder Especial,

*k+ CONTINUA *+%
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Amplio 'y Buficienta a KAREN JENNIFER FIGUEROA GARCIA C.CO. No., 32, -
732.0%0, para gue en nombre y representacion de la sociedad suscri-
ba kcdasz las declaracicnes cambilarias a gque eata obhlligads SYMODHARY
S.a., en el giro normal de sus pegocicos v operaciones sociales.-----

CERTIFICHA

ue  segunl Doopmetto Privadn de fecha 10 de Octubre del 7 000, ina-
crico en esca  Tamara de Comercia 1 12 de junio del 2,002, bajo el
2.264 del libro respective,consta gue =1 sencr JORGE  CASTELLANGS
MARTINEZ, identificade con C.C.No.19.460,08%, actuande  como represen-
tante legal de la sociedad GYNOPHARM 2.3, oCorga Poder Bapecial Am-
plic vy Suficiente 2 HAREM FIGUEROCA SARCIA, identificada con la o
dula de ciudadania Mo, 32,732 .070 de  Barranguilla, mediante docu-
mento  privado de  gertubre 10/2000, inserito en la Camara de Comer-
oio do Barranguilla bajo el Ne.1.872 del libreo zrespectivo, para
que en repregentacion de GYNOFARM 8.2, zuscriba las declaracio-
nes cambiarias a4 los e egta obligads GYROFREM 2., en 21 giro
ordinaric de =us negocios vy operaciongg sociales --===c--o--------ao

CERTIFICA
e en  efta C'mara de Comercioa no aparecen inscripoliones poasteriones
e docunentcas referentes a reforma, discelueitn, liguidaci?n o
nombramientos de representantes legales de la expresada scciedad,
CERTIFICA
Que su Tlhtima Renovaci?n fues 2l1: 22 de aAbril de Zoos.
La infermaci?n sobre embargos de establecimiento se suministra en

CQertificados de Matr?eula, la de contratos sujetos a registro, en
Certificados Cspeclales.

7 reonmmntmeon - Faecha : 20080917 Hora Certificade 15:24:20
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WO D306 056 PCT/TIS3/00794

PHARMACEUTICAL COMPOSITION AND METIHOD FOR TREATING
DISORDERS OF THE CENTRAL NERVOUS SYSTEM

BACEGROUND

This application clajims the benefit under 35 U.S.C. §11%e) of earlier filed and
copendihg U.8. Provisional Application Ne. 60/349,773, filed January 16, 2002, the
contents of which are incorporated herein by reference.

ACKGR: E THE NTION

1. Technical Feld

This invention relates to a pharmaceutical composition for treating disorders of
the central nervous system (CNS)
2. Background of Related Art

CNS disorders are types of neurologicai diserders, CNS disorders can be drug
induced; can be attributed 1o gemetic predispagition, infaction o trawms; of canba af
unknown etiology. CNS disorders comprise newropsychiatric disorders, ﬁeuxﬂlﬂgiﬁal
diseases and menta! illnesses, end inchide neurodegenerative diseases, behavioral
disorders, cognitive disorders and cognitive affective disorders. There are several CNS
disorders whose clinical manifestations have been attributed to CNS dysfunction, i.e.,
dizorders resulting from inappropriate levels of neurotransmitter release, inappropriate
properties of neurotransmitter receptors, and/or inappropriate interaction between

neyrotransmmitters and neurotransmitier receptors. Several CNS disorders can be

1
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attritmted to & cholinergic deficiency, a dopaminergic deficiency, an adrenergic /A,)”J_\,
deficiency andfor a servtomergic deficiency. NS dizordess of relatively common
ocourrence inclyde presenile dementia (early onset Alzheimer's disease), senile dementia
(dementia of the Alzheimer's typg), movement disarders associated with Parkinsonism
including Parkinson's disease, Restless Leg Syndrome (RLS), Lewy Body Disease
{(LED), supranuclear palsy (SNP), Huntington's chorea, tardive dyskinesia, iyperkinesia,
anie, attention deficit disorder, depression, arxdely, obeessive-compmleive disorders,
dyslexia, schizophrenia, headache disorders such as migraine and cluster headaches,
epilepsy and Tourstie's syndrome.

(GABA analogs are known in the art and inclnde those disclosed, eg., in U.S.
Patant Nos. 4,024,175, 4,087,544 and 5,563,175, the contents of each of which are
incarporated by caference herein.

N-meihyl-D-aspartate (NMDA} receptor antagonists are well known in the art and
encompass, for exaniple, dextromethorphan, dextrorphan, memantine, amantidine, d-
methadone and their pharmacentically acceptable salts. NMDXA receptor antagonists are
knotwn to inhibit the development of tolerange to and/or dependence on addictive drugs,
€.g., arcotic analgesics such as morphing, codeine, ete., as disclosed in U.S. Patent Nos.
5,321,012 and 5,556,838, and to weat chronic paim as disclsed in U.S. Paient No.

5 502,058, the contents of each of which arg incorporated by reference herein.

Nontoxic NMDA receptor antagonigts, such as dextromethorphan, are also known
to enhance the effects of some drugs, especially opioid analgesics. See, ¢.g., U.S. Patent
Nos. 5,502,058 and 5,840,731, respectively, the comtents of which are incorporated by

reference herein. In some cages, the nontoxic NMDA receptor antagonist is administered
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in combination with a local anesthetic, Ses U.S. Patent No. 5,352,683, the contents of
which are incorporated by reference herein,

It is an object of the present invention to provide a CNS disorder-treating
composition and method in which the CNS disorder-treating activity of a GABA analog
is poientiated by a nontoxic NMDA receptor antsgonist.

It is another object of the present invention to provide a CNS disorder-treating
single unit dosage form containing = GABA analog, at least ane nontoxic NMDA
receptor anlagonist and, optionally, one or more additional pharmacologicelly active
subgtances, e.g,, another drug which is effectual for treatment of a CNS disorder.
SIIMMARY OF THE INVENTION

By way of meeting the foregoing as well as other objects of the invenition,
method of treating a CNS disorder is provided which comprises administesing 1o 2
mammal in need of treatment for 8 CN$ disorder a pharmaceutical compesition which
comprises (a) at least one GABA. analag and {b) 4t least one nontoxic antagonist, or
‘blocker, far the N-mefhyl-D-aspartate {NMDA) receptor, the combined amount of (2) and
(b) in the composition being a CNS disorder-treating amount and the amount of (b) in the
composition being sufficient to potentiate the CNS disorder-ireating effectiveness of (a).
Optionally, the pharmaceutical composition utilized in the methods of the present
invention may include & third component, (¢}, which is 8 therapeutically effective amount
of at least one other CNS disorder-treating drug or other pharmacologically active
substance.

The expression "NMDA receptor antagonist” shall be understood herein to be
synonymous with, and to include, the expressions rantagonist for the NMDA receptor”

and "blacker for the NMDA receptor”, and shall be understood to include all nontoxic
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substances that block an NMDA receptor binding site.

The term. “nomtoxi” as used herein shall he understood in a relative sense and iz
intended to designate any substauce that has been approved by the United States Food
and Drug Administration ("FDA™) for administration to humans or, in keeping with
established regulaiory criteria and practice, is syscaptible to appﬁvﬂ by the FDA for
administratiott to humans, The term "nontoxic" is also uzed herein to distingwish the
NMDA receptor antagonists that are useful in the practice of the present mvention from
NMDA recepter antagonists such as MK 801 (the compound 5-methyl-10,11-dihydro-
SH-dibenze[a.d] cyclohepten-5,10-imine), CPP (the compound 3-[2-carboxypiperazin-d&
¥1] propyl-1-phosphanic acid) and PCP (the compound 1-(1-phenyloyclohexyl)
piperidine) whose toxicities effectively preclude their therapeutic use.

The expression "CN§ disorder-treating” shall be understogd herein to be
synonomous with, and to include, the expresgions "CNS disorder-allgviating”, "CNS
disorder-suppressing” and "CNS disorder-inhibiting", as the CNS disorder-treating
metliod of the invention s zpplicable to the allevistion of an existing CNS disorder 25
well as the supptession or inhibition of 2 CNS disorder in a subject known to manifes;
suich a disorder. '

The term “potentiate™, as applied o the phatmacentical composition and CNS
disorder-treating method of the invention, shall mean that the presence of the nontoxic
NMD A, receptor antagonist in the CNS disorder-treating composition does one of the
following: (i) increases CNS disorder-treating effects so that the (NS disorder-ireating
effects from the composition of the present invention is greater than the sum of the CNS
disorder-treating effects atiributable to its GABA analog and nontoxic NMDA receptor

antagonist components when each of these components is administered alons, (ji)

4
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provides the same level of CNS disorder-treating effects using a lower amount of GABA {?51’
anzlog compared to the GABA analog alone, (jif) creates a synergistic effect when
administered with the GARA analog so that CNS disorder-treating effects are obtained
when the CNS disorder-treating cormposition of the present invention is administered, but
would not be obtained if the nontoxic NMDA receptor antagonist and GABA analog
were administered alone and to the exclusion of the other; (iv) suppresses or minimizes -
any adverse effects of the GABA analog.
ESCRIPTION OF THE P D EMBODIMENTS
The present invention is useful for treating many CNS disorders, including those
mentioned above. Some of the CNS disorders treatable by a pharmaceutical composition

int accordance with this invention as classified in the International Classification of

Pisesses of the World Health Organization are as follows:

Dementiz in Alzheimer's digease

01  Vascular dementia

F02  Dementia in other diseases classified elsewhere

F05  Delirium, not induced by alcohol and other psychoactive substances

P06  Qther mental disorders due to brain damage and dysfunction. and to physical
disease

F06.0 Organic hallucinosis
F06.2 Organic delusional [schizephrenia-like] disorder
F06.3 Organic mood [affective] disorder

F0&.4 Qrganic anxiety disorder
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FO6.7
Fo7.1
F07.2
F1l,
Fl2.
Fi3.
Fl4.
Flé.

F17.

Mild cognitive disorder

FPostencephalitic syndrome

Posteoncussional syndrome

Ments! and behavioural disorders due to uge of opioids

Mental and behavionral disorders due to use of cannabinoids

Mental and behavioural disorders due to use of sedatives or hyprotics
Mental and behavioural disorders due to use of vocaine

Mental and behavioural disorders due to use of hallucinogens

Mental and behavigural disorders due to use of tobacco

Schizophrenia

Manic episode

F30.0
F3i.1
F30.2
Fa.8
F30.9
Fil

Fiih
F3l.1
F3l1.2
F31.3

F3il.4

F3l.5

Hypomaniz

Mania without psychotic symptomns

Mania with paychotic symptoms

Oiher manic episodes

Manic episnde, unspecified

Bipolar affective disorder

Bipolar affective dizerder, current episode hypomanic

Bipolar affective disorder, current cpisode manic without psychotic symptoms
Bipolar affective disorder, current episode manic with psychotic symptoms
Bipolar affective disorder, cutrent episade mild or moderate depression

Bipolar affective disardar, current episode severe depression without psychotic
sympioms

Bipolar affective disorder, current eplsade severe depression with psychotie
syTIpioins
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F32
F34
F34.0
F34.1
F41
F4L40
F41.1
F41.2
P413
F41.8
F41.9
P42
F43.1
F43.2
F51
Fs5
F35.0
F55.2
F61

Fa3

Depressive episode

Persisient mood [affective] dinvrders
Cyclothymia

Dystrymia

Qther anxiety disorders

Panic disorder [episodic paroxysmal anxiety]
Generalized anxiety disorder

Mixed anxiety and depressive disorder
Other mixed anxiety disorders

QOther specified amxiety disorders

Amxiety disorder, unspecified
Obsessive-compulsive disorder
Post-traumatic stress disorder

Adjustment disorders

Nonorganic sieep disorders

Abuse of non-dependence-producing substances
Antidepressants

Analgesics

Mixed and other personality disorders

Habit and impulse disorders

Diseases of the nervous system (G00-G29)

Seasonal affective disorder

Additional CNS disorders that ate treatsble in accordance with the invention

include:

PCTIUENYATEE
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ATDS - Neurological Manifestations

Acquired Epileptiform Aphasia

Amyotrophic Lateral Sclerosig

Anexia of Hypoxia

Apraxia

Attention Deficit-Hyperactivity Disorder

Autism

Brain Injury

Cerebral Palsy
Chorea

Dementia with Lewy Bodies

Encephalitis and Meningitis
Encephaloceles
Epilepsy

Head Injury
Hetpes Zoster
Hypoxia

Immune-Mediated Encephalomyelitis
¥omu

Lennox-Gastaut Syndrome
Leukodysirophy

Lewy Body Dementia

Lissencephaly

Locked-In Syndrome

Lou Gehrig's Disease

Lupus - Nenological Sequelae

Lyme Diseas¢ - Neurological Sequelae

Meningitis

Motor Neuron Diseases

Moyamoya Disease

Multiple Sysiem Atrophy with Postoral Hypotension

Narzolepsy

Neurofibromatosis

Nearological Manifestations of AIDS
Neurological Sequelae Of Lupus
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Neurciogical Sequelas Of Lyme Disease
Nigrmann-Pick Disease

Patkinaon's Disesse

Pick's Disease

Post-Folio Syndrome
Postinfectiovs Encephalomyelitis
Progressive Supraniclear Palsy
Psendotumor Cerdon

Restless Legs Syndrome

Schilder's Discase

Sydenham Chorea

Syncope

Systemic Lupus Eryvthematosus

Tardive Dyskinesia
Tremar

Wilson's Disease

In addition to the foregoing CNS disprders, other CNS disorders, or newrological
diseases, that may be usefiglly treated by the pharmnaceutical composition of this invention
include, but are not limited to, Touretie's syndrome, Asperger's syndrome, and similar
genetic and nfectious disenses affecting the hretn endfoy spinad cord.

Useful GABA analogs include those disclosed, e.g,, 1n U.S. Patent Nos.
4,024,175, 4,087,544 and 5,563,175, Apreferred embodiment of the therapeutic
composition herein utilizes a GABA analog of Formula

HaN— CHy— C—CHpOR, 1
Gt
wherein Ry s hydrogen or lower alkyl and p {s an inteper of from 4 to & and the

phannaceutically acceptabile salts thereof.
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A preferred (GABA analog of Formula ] wherein R, is hydrogen and n is 5 is the
compound 1-(aminomethyl}-cyclohexane acetic acid, known generically as gabapentin, df'?
Other preferred GABA analogs of Formula I wherein the cyclic ring is substituted, for
example, with alkyl such as methy! or ethyl, include such compounds as (1-aminomethyi-
3-merhylcyclonexylyacetic acid, {1-aninometnyl-3-mettndeyclopentyl) acetic acid, and
{1-aminomethyl-3,4-dimethylcyclopentyl) acetic acid.

Another preferred embodiment of the therapeutic eomposition herein utilizes a

GABA analog of Fottnula IT

RST
HZNJWCGHZDODH It
By
wherein R, 15 a straight or branched ulkyl of frorm 1 to & carbon ateins, phenyl, or
eycloaklyl of from 3 to § carbon atoms, R; is hydrogen or metiy] and R is hydrogen,
athyl, oF carbouyt, and e pharmecentically acceptable salis, dlastersomers and
coantiomers thercof
Preferred GABA analogs of Formulg 71 are those wherein R, and R, are beth
hydrogen and Ry is ~(CHy)pz-iCaHs a3 an (R), (8), or (R,S) isomer, A preferred
compound of this type is J-eminomethyl-3-methyl-hexanoic acid, and especially (8)-3-
{aminpmethyl)-5-mefhylhexancic acid, known generically as pregabalin, Pregaalin is
also known as "CI-1008" and "S-{(+)-3-IBG." Another preferred compound of Formula IT
is 3-(1-aminoethyl}-5-methylheptanoic acid,
GABA analogs, including those deseribed above, are readily available, either

commercially or by synthetic methodology well-known to those skilled in the art of

10
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organic chemistry. (?? ’

Among the nontoxic substances that block the NMDA receptor and as such are
usefiul for potentiating the CNS disorder-treating activity of the GABA analog in
accordance with this invention are dexfromethorphan ({(+)-3-hydroxy-N-
methylmorphinan), its metabolite dextrorphan ((+)-3-hydroxy-N-methylmoerphinan),
amantadine {1-amino adamanting}, memantine (3,5 dimsthylamincadamantone), d-
methadone (d-form of §-dimethylamino-4, 4-diphenyl-3-heptanone hydrochloride), their
ttixtures and their pharmaceutically acceptable satts,

Qf the foregoing MDA -receptor antagopists, dextromethorphan is preferved due
to its wide nse in over-the-counter medications where it functions as a cough suppressant.

For purposes of this disclosure, "extended release” includes "contrelled release”
and "gastained tehease” and pertaing to the relense of phermactutical agents at adefined
level over an extended period of time.

The expression "dosage form"” is undersiood to include "unit dosage form", The
expression “umit dosage form™ means a physically discrete wed which containg specified
amounis of a GABA analog in combination with the nontoxic NMDA receptor
antagonist, and any other pharmacologically active substance or pharmacentical
excipient, which amounig are selected so that a fixed pumber, e.g. one, of the units is
suifable to achieve & desired therapeutic effect.

In the pharmacentical composition of this invention, the combined amount of
GABA analog and nontoxic NMDA receptor antagonist must be a CNS disorder-ireating
amount, the amount of NMDA, receptor antagonist in the compasition being sufficient to
potentiate the CNS disorder-treating activity of the GABA analog component of the

composition. The GABA analog can be present in the phannacentical composition in an
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amaotint which, if administered by itself would constitute a CNS disorder-treating amount
or it can be present in the composition in less than this amount provided that the amount
of nontoxic NMIDA receptor antagonist present therein is sufficient to provide an
effective CNS disorder-treating dose.

As noted abave, the nontoxic NMDA, receptor antagofiist must be present in the
pharmacentical composition in an amount sufficient to potentiate the CNS disorder-
treating activity of the GABA apalog. It would be recognized by one skifled in the art
that this ameunt will relate to the amount of the GABA analog present and its CNS
disorder-treating capacity, the nature of the nontoxic NMDA receptor antagonist and its
ability to enhance the CNG disorder-treating effect, a8 well as the particuler formoulation
containing the active substances. As those skilled in the art will recognize, many factors
that modify the action of the active substances herein, such as the state and circimstances
of the hosl being treated, will be taken into account by the treating physician and include,
for examples, the age, body weight, sex, diet and condition of the subject, including
mietabolic status, the time of administration, the rate and rowte of adminizivation, and so
forth, Optimal dosages for a given set of conditions can be ascertained by those skilled in
e 21 using conventional dosage determination testa.

A ugeful intravenous combined dosage form cen, ¢.g., contain from about 3 to
ahout 50 mg of the selected GABA analog and a usefiil oral dosape form can contain
from about 10 to about 800 mg of the GABA analog. Given these wide variations in
dosage levels of the GABA analog component, there can similarly be a wide variation in
the dosage level of the nontoxic NMDA receptor antagonist. For the preferred nontoxic

NMD A, reccptor antagonist, dextromethorphan in the form: of its hydrobroimide salt,

12
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dosages can generdlly range from sbout 10 mg o dbout 750 mg per 70 kg body wsight, ?ﬁ
preferably from about 3¢ mg {o about 500 mg per 70 kg hody weight. @
In addition to the GABA gnalog and st least one nontoxic NMDA, receptor
antagonist, the pharmaceutical composition herein can optionally contain at least one
other pharmacologically active substance which is useful for the treatment of CNS
disorders, inciuding any of the specific CNS disorders mentioted above. Illustrative, but
not exclusive, of such other pharmaceutically active substances and the specific CNS
dizorders for which they are indicated to be useful are:
+ Antidepressants, including trazodone,
o Tricyelics, including emitriptyline (Elevil™), desipramine (Norpramin™),
doxepin {Sinequan™ or Adapin™), imipramine (Tofranl™), nortriptyline
{Avend VI o1 Pamelor ™0, clomiprimine {Anafanil™)
o selective serotonin re-uptake inhibitors (SSRIs), including citalopram
(Celexa™), fluoxetine (Prozac™), fluyoxamine (Luvox™), paroxeting
(Paxil™D), sertraline (Zolofi™f), temazepam (Restori ™)
o ‘Norepinephrine S¢rotonin Reuptalke Inhibitors ('NSRIS"}, including
venlafaxine {Bffexor™), mirtazapine (Remeron™t}, nefazodone
{Serzone™), milnscipran, and dulexetine (Cymbealta®))
¢ buspirons (BuSpar®)
¢ bupropion hydrochloride (Welthutrin®)
o Dopaminergic, including levodapa and levedopa in combination with
catbidepa
« Memory-enhancing or Memory-stabilizing

o acetylcholinesterase (ACRE) inhibitors, including tacrine and donezepil;

13
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selegiline ] ':,k;})
+  Anfipsychotic and/or Antischizophrenic, including ¢hlerpromazine (Thorazine™™),
haloperido! (Haldol™), pimozide, fluphenazine
o Anti-addiction drugs
3 o (pioid antagonisis
o Dopaminergic
o Nicotinergic, including nicotine and nicotinic compounds
= Riluzole
» methylphenidate (Ritalin)
10 » Parkinsonian drugs
o Methyldopa
o Anficholinergic
o Dopaminergic, including bromocriptine,
»  Adrenergic aponists, inchiding clonidine
15 +  Anti-anxiety drgs, including benzodizzepines and clonazepam
These and other dregs for treating CNS disorders can be included in the
pharmaceutical composition of this invention at knowm and conventional dosage levels,
It will also be apparent to one skilled in the art that many of the drugs neied above can be
classified in more than one category for more than one use. Thus, for example, clonidine,
20 which was originally marketed for the trestment of hypertension, has found uses in
treating opiate withdrawal, anxiety, and attention deficit disorder.
The phartnaceutical composition of this invention will ordinarily be formulated
with one or more pharmaceutically acceptable ingredients in accordance with known and
established practice. Thus, the pharmaceutical composition can be formulated as a liquid,

14
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powder, elixir, injectable solution, ete. Formulations for oral use can be provided aa qml‘\
tablets or hard capsules wherein the pharmacologically active ingredients are mixed with &
an inert solid diluent such as caleium carbonate, calcium phosphate or kaolin, ot a8 soft
pelatin capsules wherein the active ingredients are mixed with an oleaginous medium,
e.2., liguid paraffin or elive gil. Formulations include those of immediate-release
preparations and thoge providing modified-release or extended release characteristics,
such as those that provide dosing every 6 hours, every 8 hours, every 12 hours, every 24
hours, up t fiose that provide dosing intervals up to a monthly basis.

While it is within the seope of the invention to concurrently administer separate
dosage forms of GABA analog and the nontoxic NMDA receptor antagoenist to treat a
CNS disorder, as a matter of convenience these drugs are preferably coadministered as 2
single, or combined, dosage form. All modes of administration are contemplated, e.g.,
orally, rectally, parenterally, intrathecally, intranasally, transdermaliy, and topically. The
term parenteral as used herein includes subeutaneous, intravenous, intramuscular and
intrasternal injections or infugion techniques. In addition fo the treatment of warm-
blocded animals such as mice, rats, horses, cattle, sheep, dogs, cats, stc., the compounds
of the invention arg effective in the treatment of hvmans.

As the pharmaceutical compositions of the present invention contain at least two
components, the phapnaceutical compositions may provide for the immediate release of
the GABA analog and the NMDA receptor antagonist, the extended release of the two
compongnts by inclusion in the same or different sustained relsase carrier{s), or, in some
cases, the immediate release of one component and the extended reiease of the other
component. Similarly, Where at least one other drug for treating a CNS disorder or a

therapentically effective amount of at least one other pharmacologically active substance
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is included in the pharmacentical composition in addition to the GABA analog and the at {@
least one nontoxic NMDA receptor antagonist, the pharmacenticel composition may (?)
provide for the immediate release of the components, the extenided release of the

components by inciusion in the same or different sustained release carrier(s), or the

immediate release of some component(s) &nd the extended release of the other

component(s}.

Sustained release of the pharmaceutical composition may be accomplished in
accordance with formulations/methods of mannfacture known to those skilled in the art
of pharmaceutical formulation, e.g., via the incorporation of the pharmacentical
TOMROSition in oo eended release carvier; of via a controlled release coating of 2 carvier
containing the pharmaceutical composition.

In one embodiment, the pharmaceutical composition comprises 2 GABA analog
in an extended release form in combination with at least one nentoxic NMDA receptor
antagonist in an unmodified state capable of immediate release, In another embodiment,
an extended release carrier contgining the GABA analog is combined with an immediate
release carrier coptaining the nontoxic NMDA receptor antagonist, The nontoxic NMDA
receptor antagonist may also be applied to the gxierior surface of the extended release
carrier and is thus available for immediate release. Alternatively, the GABA analog may
be contzined it & normal releasc carrier having 2 coating that controls the release of the
drug. In such a case, the coating may contain the nontoxic MDA recepior antagonist,
which is available for immediate release. Where at least one other drug for treating a
CNS disorder or ane other therapeutically effective amount of at least one other
pharmacologically active gubstance is included in the analpesic compaosition in addition

to the GABA analog and at least one nontoxic NMDA receptor antagonist, the other drug
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may be incladed in sither the extended releage carrier, the immediate release camier, or :\\
both, depending upon the pharmacologically active substance and jig desired effect(s). {"7

Suitable base materials for controlled release carriers include combinations of
higher aliphatic alcchols and aceylic resins. Base cornpositions prepared from such
higher aliphatic alcohols and acrylic resins provide sustzined release of therapentically
sctive ingredients over a period of time from five hours and for as mnuch as 24 hours after
adminisiration, generally oral adminisiration, in humans 0 animals.

These bases can be prepared from any phanmaceutically aceeptable higher
aliphatic alcohol, the most preferred being fatty alcohels of 10-18 casbon atoms,
particularly stearyl alcohol, cetyl alcobol, cetosteary] alcohol, lauryl aleghol, myristyl
sleohol and mixtures thereof,

Any acrylic pelymer which is pharmacenticatly acceptable can be used for the
purposes of the present invention. The acrvlic polymers may be cationie, anionic or non-
icnic polymers and may be acrylates or methacrylates, formed of methacrylic acid ot
methacrylic ackd esters  These polymers can be synthesized, as indicated shove, to be
cationic, anionic or non-ionic, which then renders the polymers pH dependent and
consequently soluble in, or resistant to, solutfons over a wide range in pH,

In addition, suiteble materials for inclision in a controlled release carrier ing lude:

{2) Hydrophilic polymers, such as gums, celluloss ethers, acrylic resins and
protein derived materials, Of these polymers, the cellulose ethers, especially
hydroxyalkyleelluloses and carboxyalkyleelluloses, are preferred. The analgesic
composition may contain berween 1% and 80% (by weight) of at least one hydrophilie or
hydegphobic polymer.

{b) Digestible, tong chain (Ce-Cap, especially C12-Cap), substituted or
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unsubstituted hydrocarbons, sueh ag fatty acids, fatty alcohols, glyceryl esters of fatty
acids, mineral and vegetable oils, and waxes. Hydrocarbons having a melting point of
between 25° and 90°C are preferred. Of these long chain hydrocarbon materials, fatty
(aliphatic) alcohols are preferred, ‘The oral dosage form may contain up to 60% (by
weight) of at 1cast one digestible, long chain hydrocarbon.

(c) Polyalkylene glycols, The oral dogage form may contain up te 60% (by
weight) of at least one polyalkylenc glyccel.

One particularly suitable carrier comprises at least one water soluble hydroxyalkyl
cellujose, at least one C&C}s, preferably C,,-Cy, aliphatic algehol and, optionally, at
least one polyalkylene glyeol.

The at least one hydroxyalky] celluloge is preferably a hydroxy (C, to Ce) alkyl
cellulose, such as hydroxypropyleellulose, hydroxyprepylmethylceltulose and, sspecially,
hydroxyethyl cellwlose. The amount of the at least one hydroxyalkyl cellulose in the
present pharmacentical composition will be detenmined, inter alia, by the precise rate of
drug release required. Preferably however, the oral dosage form containg between 1%
and 45%, especially between 5% and 25% (by weight) of the at least one hydroxyalicyl
celluiose. .

While the at least one aliphatic alcoho) may be, for exsmple, laury] akcobel,
ryristyl alechol or stearyl alcohol, in particularly preferred embodiments the at least one
aliphatic alcohol is cetyl aleohol or cetostearyl alcohol. The amount of the at lcast one
aliphatic alcohol in the present dosage form will be determined, as above, by the precise
rate of diug velease required, B will alea depend an whether at least one polyalkylene
glycol Is present in or absent from the dosage form, In the absence of at Jeast one

polyalkylene glycol, the dosage form preferably containg between 20% and 50% (by
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weight) of the at jeast one aliphatic alcokol, When at least one polyalkylene glycol is
present in the dosage form, then the combined weight of the at least ane aliphatic alcobal
and the af least one polyalkylene glycol preferably constitutes berween 20% and 50% (by
welght} of the total dosage.

In the present preferred dosage form, the ratio of, e.g., the at least one
hydroxyalicyl eellulose or acrylic resin to the at least one aliphatic aleohol/polyalkylene
glycol determings, to a cansiderable extent, the relcase rate of the drug from the
formulation, A ratic of the at least one hydroxyalkyl cellulose to the at least one aliphatic
aleohol/polyalkylene glyeol of between 1:2 and 1:4 is prefered, with a ratio of batv-féen
1;3 and 1:4 being particularly preferred.

The #t least one polyalkylens giycol may ‘oe, for example, polypropylene ghycol
ar polyethylene glycol, which is preferred, The number average molecular weight of the
at Jeast one polyalkylene glycal is preferred hetween 1000 and 15000, more preferably
between 1500 and 12000,

Another suitable controlled release carrier compriges an alkyleellulose (especially
ethyl cellulose), a C,2 to Cxg aliphatic aleahel and, optionally, a polyalkylene glycol.

In addition to the above ingredients, a conirolled release carrier may also contain
suitable quantities of other materals, .2, diluents, lubricants, binders, granulating aids,
colorants, flavorants and glidants that are cenventional in the phammacentical art,

As an alternative to a controlled release carrier, the pharmaceuatical composition
may be in a normal release carrier having a coating that controls the release of the
compesition. Tn particulaly prefessed smbodiments of this aspect of the invention, the
present dosage form comprises flm coated spheroids containing the pharmaceutical

composition and a non-water soluble spheronising agent. The term spherord is known n
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the pharmaceutical art and means a spherical grapule having a diameter of between 0.5
mmm and 2.5 mm especially between 0.5 mm and 2.0 mm.

The spheronising agent may be any pharmaceutically acceptable material that,
together with the active ingredient, can be spheronised to form spheroids.
Microcrystalline cellulose is preferred. According to a preferred aspect of the present
invention, the film coated sphereids contain between 70% and 59% (by weight),
especially between 80% and 95% by weight), of the spheronising agent, especially
microcrystalline cellulose.

In addition to the active ingredient(s) and spheronising agent, the spheroids may
also contain a binder, Suitable binders, such as low viseosity, water soluble polymers,
are well known to those skilled in the pharmaceutical art. However, water soluble
hydroxy lower alkyl celluloses, such as hydroxy propyl celtulose, are preferred.
Additionally (ot alternatively) the spheroids may contain a water inscluble polymer,
especially an aerylic pelyrmer, an acrylic copolytaer, such as a methacrylic acid-ethyl
agrylate copolymer, or sthyl cellulose.

The spheroids are preferably film coated with a material that permits release of

the pharmaceutical composition at a controlled rate n an aqueous medium. The filn coat

iz chosen so as to achieve, in combination with the ather ingredients, a desirable in vitro

release rate, preferably between about 12,5% and about 42.5% (by weight) release after 1

haour.

The filt coat will generally include a water insoluble material such as: (a} 2 wax,

cither atone or in admixture with a fatty alcohol; (b) shellac or 2ein; (c) a water insoluble

cellulose, especially ethyl celiulose; (d) a polymethacrylate.

Preferably, the film coat comprises a mixture of the water insoluble material and a
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water soluble material. The ratio of water insc;]u'blﬁ to water soluble material is
deteronined by, among other factors, the release rate required and the solubility
characteristics of the materials gelected.

The water soluble material may be, for example, polyvinylpyrrolidone or, more
preferably, a water soluble celluloze, especially hiydroxypropylmethyl ecllulose,

Suitable combinations of water insolubls and water soluble maferials for the film
coat include shellac and polyviny!lpyrrolidone or, more preferably, ethyl ceilulose and
hydroxypropylmetiyl ocellulose. The nontoxic NMDA receptor antagonist may be
applied to the exterior surface of, or included within, the film coat te provide for the
jrimediate reiease of the nontoxic NMDA receptor antagonist while at the same time
providing for the extended release of the GABA analog from the spheroid.

In another embodiment, in order {o obtain e sustained relenie of the
pharmaceutical composition sufficient to provide 8 CNS disorder-treating effect for an
extended duration, the subsirate comprising the pharmaceutical composition may be
coated with a suificient amount of hydrophobic material to obtain & weight gain level
from about 2 to about 30 percent, althouph the overcoat may be greater depending npon
the physical properties of the particular pharmaceutical composition and the desired
release rate, among other things, In such a case, the GABA analog may be comntained in
the substrate and the nontoxic NMDA receptor antagonist may be applied to the exterior
surface of, or included within, the hydrophobic eoating to provide for the immediate
release of the nontoxic NMDA receptor antagonist while at the same time providing for
the extended relegse of the GABA analog,

The solvent which is used for the hydrophobic material may be any

pharmacentically acceptable solvent, jncluding water, methanol, ¢thanol, methylene
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chloride and mixtures thereof. It is preferable however, that the coatings be based upon ;o \”“*
aqueons dispersions of the hydrophobic material.

In certain preferred embodiments of the present invention, the hydrophobic
polymer comprising the gystained-release casting is a pharmaceutically acceptable
acrylic polymer, including but not limited to acrylic acid and methacrylic acid
copolymers, methacrylic acid copolymers, methyl methacrylate copolymers, ethoxyethyl
methacrylates, cynaoethyl methacrylate, arminocaltkyl methacryiate copolyvinet, polyacrylic
acid, polymethacrylic acid, methacrvlic acid alkylamide copolymer, poly{methyl
methacrylate), methyl methacrylate, polymethacrylate, poly(methyl methacrylate)
copolymer, polyacrylamide, poly(methacrylic acid anhydride), and glycidyl methacrylate
copalymers.

In other preferred embodiments, the hydrophobic polymer which may be used for
coating the substrates of the present invention is a hydrophobic coliulosic material such
8s ethylcellulose. Those skilled in the art will appreciate that other cellulosic polymers,
including other alkyl cellulosic polymers, inay be substituted for pari or ali of the
efhyleellulose included in the hydrophobic polymer coatings of the present invention.

In embodiments of the present invention whete the coating comprises an aqueous
dispersion of a hydrophobic polymer, the inclusion of an effective amount of & plasticizer
in the aquecus dispersion of hydrophabis potymer will further improve the physical
properties of the film. For example, because ethyloellulose bas a relatively high glass
tramsition temperature and doas not form flexible films under normat coating conditions,
it is necessary to plasticize the ethylcellulose before using the same as a coating material.
Generally, the amount of plasticizer included in a coating solution is basad on the

concentration of the film-former, e.g., most often from about 1 fo about 50 percent by

22



10

15

20

W0 031061656 PCT/USI300T04

weight of the film-former. Concentration of the plasticizer, however, can only be }}Pf\
properly determined after careful experimentation with the particular coating solution and .
method of application.

Examples of switable plasticizers for gthylcetlulose include water insoluble
plasticizers such as dibutyl sebacats, disthyl phthalate, triethyl citrate, tributyl citrate, and
triacetin, although it is passible that other water-insoluble plasticizers (such as acetylated
monoglycerides, phthalate esters, castor oil, eto.) may be used. Triethyl citrate is
especially preferred.

Examples of sujtable plasticizers for the acrylic polymers of the present invention
include citric acid esters such as triethyl citrate NF XVI, tributyl citrate, dibutyl phthatate,
and possibly 1,2-propylene glycaol, polyethylens glycols, propylens glycol, diethyl
phihalats, and triaceting although it is possible that other water-insolrbls plasticizers
(such as acetylated monoglycerides, phthalate esters, castor oil, etc.) may be used.
Triethy! cifrate is especially preferred.

Sustained-release sphercids or beads, coated with a thexapeutically active agent,
i.e., pharmaceutical compaosition, are prepared, e.g., by dissolving the pharmaceutical
composition in water and then spraying the soiution onte a substrate using a Wurster
insert. Optionally, additiona] ingredients are also added prior to coating the beads in
order to assist the pharmaceutical composition bipding to the substrates, and/or te color
the solution, ste. For examptls, & product which includes hydroxypropyl methykelulose,
with or without colorant, may be added o the solution and the solution mixed (e.g., for
about 1 hour) prior to application of the same onto the beads. The resultant coated
substrate, in this example beads, may then be optionally overcoated with a barrier agent,

to separafs the pharmaceutical composition from the hydrophobic sustained-release
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coating, An example of a suitable barrier agent i3 one which comprises hydroxypropyl
methylcellulose. However, any film-former known in the art may be used. It is preferred
that the barrier agent does not affect the dissolution rate of the final product.

The plasticized agueous dispersion of hydrophobic polymer may be applied onto
the subsirate comprising the pharmaceuticat composition by spraying using any suitble
spray equipment known in the art. In a preferved method, a Wurster fluidized-bed system
is used in which an air jet, injected from undemeath, ffuidizes the core material and
effects drying while the scrylic polymet coating is sprayed therson, A sufficient amount
of the aquequs dispersion of hydrophobic polymer to oblain 2 pmdmml._ined sustaine-
release of said pharmaceutical composition when said coated substrate is exposed to
aqueous solutions, €.g. gastric fluid, is preferably applied, taking info account the
physical characteristics of the pharmaceutical composition, the manner of incorporation
of the plasticizer, etc. After coating with the hydrophobic polymer, a further overcoat of
a film-former is opifonally applied to the beads, This overcoat is provided, if at all, in
order to substantially reduce agglomeration of the beads.

Mext, the coated beads are cured in order to obfain a stabilized release rate of the
pharmacentical compeosition.

The sustained-release profile of the formulations of the invention can be altered,
for example, by varying the thickness of the hydrophobic coating, changing the particular
hydrophobic material used, or altering the relative amounts of, e.g., different acrylic resin
lacquers, altering the manner in which the plasticizer is added {e.g., when the sustained-
relezss coating is derived fiom an aquecns dispersion of hpdrephabic polymen, by
varying the amount of plasticizer relative to hydrophobic potymer, by the inclusion of

additional ingredients or excipients, by altering the method of manufacture, etc. As noted
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above, the nontoxic NMDA receptor antagonist may be applied to the exterior of, or
contained within, any coating of 2 carrier containing a GABA analog to provide for the
immediate release of the nontoxic NMDA receptor antagornist while at the same time
providing for the extended releage of the GABA enelog.

The coating soiutions of the present invention may contain, in addition to the
film-former, plasticizer, and solvent system {i.e., Water}, a colorant to provide ¢legance
and product distinction. Color may be added to the solution of the pharmaceutical
composition instead, or in addition o the aqueous dispersion of hydrophobic polymer.

In another embodiment, the pharmaceutical composition of the present invention
is in an aquecus suspension. Aqueous suspensicns can include pharmaceutically
gcoeptable cxcipients such as suspending apents, €.g., sodium carboxymethy! cellulose,
methylsellulase, hydroxypropylmethyleellulose, sodium alginate, polyvinylpyreolidone,
gum tragacanth and gum acacia; dispersing or wetting agents such as naturally occurring
phosphatides, e.g., lecithin, or candensation products of an alkylene oxide with fatty
acids, e.g., polyoxyethylene stearate, or condensation products of ethylene axide with
long chain aliphatic alcohols, e.g., heptadecaethylene-oxycetanol, or condensation
products of ethylene oxide with partial esters derived from faity acids and a hexitol, e.g.,
polyoxyethylene sorbito] monooleate or condensation products of ethylene oxide with
partial esters derived from fatty acids and hexitol anhydrides, e.g., polyoxyethylene
sorbitan monooleate. The aqueous suspensions can also contain 01 OF OIS
preservatives, e.g., ethyl- or n-propyl-p-hydroxy benzoate, one or more celoring agents,
one or more flavoring agents and one or more sweatening agents, such a5 encrose,

sagchatin or sodim or caiciam cyclamate.
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The pharmaceutical composition herein can be formulated as a solid, liquid,
powder, elixir, injectable solution, etc. When formulated for oral delivery, the
combination of drigs herein may be in the form of tablets, liquids, troches, lozenges,
quick dissolve tablets, aqueous or oily susj: ensions, muliiparticulate formulations
including dispersible powders, granules, cartier spheroids or coated inert beads,
emulsions, hard ot soft capsules, syrups or elixirs, microparticles (e.g., microcapsules,
microspheres and the like}, bucoal tablets, elc. The pharmaceutical preparations can be
sterilized and if desired mixed wilh auxiliary agents, e.g., lubricants, preservatives,
stabilizers, emulsifiers, salts for influencing osmotic pressure buffers, coloring, flavoring
and/or aromatic substances and the like, They can also be combined where desired with
other active agents, ©.g., other anaigesic agents. For oral adminigiration, particularly
suitable are tablets, dragees, liquids, drops, suppositeries, capsules, caplets and geleaps,
The compositions intended for oral use may be prepared according to army method kmown
in the art. When prepared as tablets, the tablets may be uncoated or they may be coated
by known techniques for elegance or to further delay releasc of the active ingredients.
Fonmulations for oral use may also be presented as hard gelatin capsules wherein the
agtive ingredient is mixed with an inert dilnent.

The following examples are illustrative of pharmaceutical compositions for the

treatment of CNS disorders in, agoordsnes with the invention:

Drug Components
Example | Dosage GABA Analog, | Nontoxic NMDA Qther Drug
Fom mg Eeceptor Antagonist, mg | Component, mg
1 oral gabapentin, dextromethorplan HEr, -
50-51H) 10-750 .
2 oral gabapentin, d-methadone HC, - _/
S0-800 50-300
3 oral pregabalin, dextromethorphan HEr, -
10600 10500
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T ] | Dirug Components
Example | Dosage GABA Analog, | Nontoxic NMDA Other Drug
s Form g i Recepior Antagoniat, mg_ | Component, mg
4 oral pregabalin, d-rnethedone HCI, -
1600 10-300
5 oral gabapentin, dextromethorphan HBr, | nicotine or nicotinic
50-800 10-500 cormpound, 5-200
[ oral I gahapentin, dextromethorphan HE:, tacrine HACL,
. S0-200 13-500 3-50
7 oral gabapentin, dextromethorphan HBr, donezepil HCL,
N S-5040 10-3034 5-50
3 oral gabapentin, dextromethorphan HBr, | carbidopa, 10-100,
50-840 10-500 v levodops, 25-
250
9 oral prepabalin, dextrometherphan HBr, -
10-600 10-500
1% aral pregebalin, d-methadone HCI, -
-G 19-500
11 injectable gabapentin, dextromethorphan HPr, -
10-6079 10-304
12 injectable pregahalir, dextramethorphan HBr, -
B 10-600 10-500

Tt wiil be understood that varions modifications may be made to the embodiments
disciused herein. Therefore, the above deseription should not be construed as [imiting,
but merely as exemplifications of preferred ermnbodimenis. For example, NMDA receptor
aniagonists other than dextromethorphan can be utilized in the CNS disorder-treating

pharmaceutical composition described herein. Those skilled in the art will envision other

medifications within the scope and spirit of the claims appended hereto.
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WHAT] IWED

1. A method of treating a CNS diserder which comprises administering to a
mammal! in need of treatment for a CNS disorder 2 CNS disorder-treating amouont of a
phammaceutical composition comprising;

{a) at least one GABA snalog and

{b) at least ane nontoxic antagontst for the NMDA recepfor,

the combined amount of (2} and (b) in the composition being & CNS disorder-
treating amount and the amount of (b) in the composition being sufficient to potentiate

the CNS disarder-treating effectivensss of (a).

2. The method of Claim 1 whersin the GABA, analog postessas the stracturs
HaMN— CHz_’C_CHECDER]

"

(CHzm

whersin Ry is hydrogen ¢r lower alkyl and 1 is an integer of from 4 to 6, and the

pharmaceutically acceptable salts thereof.
3. The mathad of Claim 1 wherein the GABA, analog is gabhapentin,

4, The methed of Claim 1 wherein the GABA analog possesses the structure
Bk

HENCWDCHICGDH

By
wherein R, is a straight ot twanched alkyl of from 1 ta & carhon aioms, phenyl, or
eycloaklyl of from 3 to 6 carthon atoms, Ry Is hydrogen or methyl and R; is hydrogen,
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methyl, or carboxy}, and the pharmacentically acceptable salts, diastereomers and

enantiomers thereof,

5. The method of Claim 1 wherein the GABA analog is pregabalin,

6. The method of Claim 1 wherein the nontoxic NMDA receptor antagonist
is at least one member selected from the group consisting of dextromethorphan,
dextrorphan, amantadine, memantine, d-methadone and pharmaceutically acceptable salts

thereof.

7. The method of Claim 2 wherein the nontoxic NMDA receptor antagonist
is at least one member selected from the group consisting of dexiromethorphan,
dextrorphan, amantadine, memantine, d-methadone and pharmaceutically acceptable salts

thereof.

8. The methad of Claim 3 wherein the nontexic NMDA rgceptor antagonist
is at least one member selected from the group consisting of dextromethorphan,
dextrorphan, amantadine, memantine, d-methadone and pharmaceutically acceptable salts

thereof.

9. The method of Claim 4 wherein the nontoxic NMDA receptor antagonist
is at least one member sslected from the group consisting of dextromethorphan,
dextrorphan, amantadine, memantine, d-methadone and pharmaceutically aceeptable salts

theraof.
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10.  The method of Claim § wherein the nonfoxic NMDA receptor antagonist
is at least one member selected from the gronp consisting of dextromethorphan,
dextrorphan, amantading, memantine, d-methadone and phaymaceatically acceptable salts

thereof,

11, The methed of Claim 1 wherein (2} and {b) of the phermaceutical

composition is present in a combined sustained release carrier.

12, Tie method of Claim 1 wherein (2) and (b} of the pharmaceutical

composition are present in separate sustained release carriers.

13.  The method of Claim 1 wherein the pharmaceutical composition containg
a therapentically effective amount of at least one other pharmacelogically active

snbsiamee (o),

14, The method of Claim | whersin the pharmaceutical composition contains
& therapentically effective amount of at least one other pharmacologically active

substance (o) which is a drug for treating a CNS disorder,

15, Themethod of Claim 1 wherein the pharmacentical composition contains
a therapeutically effective amount of at least one other pharmaceutically active substance
(c) whick is a drug or drug combination for the treatment of a CNS disorder selected from

the group consisting of nicotine, nicotinic compounds, tacrine, donezepil, carbidopa in

30



WO 03451656 PCT/USAZ Mo /UJ(

combination with levadona, selegiline, bromocriptine, haloperidol, clonidine, pimozide, / 7
L)
2"

%

fluphenazine, benzodiazepines, clonazepam, clorpromazing, finoxetine, ciomipramine,
amitriptyline, nortriptyline, imipramine, buspirone, bupropion hydrochloride,
venlafaxine, milnacipran, duloxetine, mirtazapine, nefazodone, paroxetine, seriraline,

riluzols, trazodone, doxepin and methylphenidate.

16. The methed of Claim 1 wherein the CNS dizorder is claseified in the

Internationsl Claszsification of Diseases of the World Health Organizatian.

17.  The methed of Claim | wherein the CNS disorder is presenile dementia,
senile dementia, movement disorder, hyperkinesiag, mania, attention deficit disorder,
depression, anxiety, ohsessive-compulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Tourette’s syndrome or Asperger's syndrome.

18, The method of Clgim 2 wherein the CNS disorder is presenile dementia,
senile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder,
depressian, anxisty, abzessive-corapulsive disorder, dyslexia, schizopheenia, headache

disorder, epilepsy, Tourette’s syndrome or Asperger's syndrome.

19.  The method of Cigim 3 wherein the CNS disorder is presenile dementia,
seniile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder,
depression, anxiety, obsessive-compulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Tourstte’s syndrome or Asperger's syndrome,
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20.  Themesthod of Claim 4 wherein the CNS disorder is presenile dementia,
senile dementia, movement disorder, hypearkinesiag, mania, attention deficit disorder,
depression, anxiety, obsessive-compulsive disorder, dyslexia, schizophrania, headache

disorder, epilepsy, Touretts’s syndrome or Asperger’s syndrome.

21.  The method of Claim 5 wherein the CINS disorder is presenile dementia,
senile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder,
depression, anxisty, obsessive-compulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Toureife’s gyndrome or Agperger’s syndroas.

22.  The method of Claim & wherein the UNS disorder is presenile dementia,
£2nile dementia, tnovement disovder, yperkinesias, mania, attention defick disorder,
depression, anxiety, chsessive-compulsive disorder, dvslexia, schizophrenia, headache

disorder, epilepsy, Tourette's gyndrome or Azperger's syndroine.

23.  The method of Claim 7 wherein the CNS disorder is presenile dementia,
senile dementia, movement disgrder, hyperkinesias, mania, sttention deficit disorder,
depression, anxiety, Obsessive-compulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Touretts’s syndrome or Asperger's syndrome.

24.  Themethod of Claim & wherein the CNS disorder is presenile demenfia,
senile dementis, movement disorder, hyperkinegias, mania, attention deficit disorder,
depression, anxiety, obsessive-compulsive disorder, dyslexia, schizaphrenia, headache

disorder, epilepsy, Tourette’s syndrome or Asperger's syndronie.
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25.  The method of Claim 9 wherain the CNS disorder {s presenile dementia,
senile dementia, movement disordsr, omerkinesiag, eania, attention deficlt disordes,
depression, anxiety, obsessive-compulsive disorder, dyslexia, schizopiwsnia, headache

disordes, epilepsy, Towistie's syndrome or Asperger's syndrome,

26, The method of Claim 10 wherein the C'MS disorder is presenile dementia,
zenile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder,
depression, anxiety, obsessive-compulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Tourette’s syndrome or Asperger's syndrome.

27.  The method of Claim 11 wherein the CNS disorder is preseniie dementia,
senile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder,
depression, anxiety, ohsessive-compulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Tourette’s syndrome or Asperger's syndrame.

28.  The method of Claim 12 wherein the CNS disorder is presenile dementia,
s¢nile dementia, movement disorder, iyperkincsias, mania, attention deficit disorder,
depression, anxiety, cbeessive-compulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Tourette’s syndrotne or Agperger's syndrome.

29, The methad of Claim 13 wharein the CMS disorder is presenils demeantia,
seitle dementia, movement disorder, hyperkinesias, mania, attention deficit disorder,

depression, sukiety, obssseive-compulsive disorder, dyslexia, schizophvenia, headache
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disorder, epilepsy, Tourette’s syndrome or Asperger's syndrome, (f'a'“
30.  The method of Claim 14 wherein the CNS disorder is presemile dementia,

genile dementia, movement digorder, hypeddnegias, maniz, attention deficit disorder,

depression, anxiety, obsessive-compulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Touretie’s syndrome or Asperger's syndrome.

31.  The method of Claim 15 wherein the CNS disorder is presenile dementia,
serile dementin, movement disorder, hyperkinesias, mania, attention deficit disorder,
depresgion, amxiety, obsessive-compulsive disorder, dvslexia, schizophrenia, headache

disorder, cpilepsy, Tourette’s syndrome or Asperger's syndrome.

32. A method of treating a CNS disorder which comprises administering to a
mammal in need of treatment for a CNS disorder 2 CNS disorder-treating amount of a
pharmaceutical composition comprising. fa) at laast one GABA apalog in an sxtended
releage form in combination with (b) at least ope nontoxic antagonist for the NMDA
receptor in an immediafe release form, the combined amount of () &nd {b) in the
composition being a2 NS disorder-treating amount and the amount of {b) in the

composition being sufficient to potentiate the CNS disorder-treating effectivencss of (a).

33.  The method of Claim 32 wherein the GABA analog possesses the

siruciurs
Had— CH— O CHaCOsR,y
(CHam
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wherein Ry is hydrogen or lower alkkyl and n is an integer of from 4 to 6, and the ; 1}(-‘}\

pharmacentically acceptable salts thereof
34.  The method of Claim 32 whereiti the GABA analog is gabapentin.

35,  The method of Claim 32 wherein the GABA analog possesses the
structure
I
HyNCHCCH,CO0H
P
wherein R, is a straight or branched alkyl of from 1 te 6 carbon atoms, phenyl, or
cveloaiclyl of from 3 to 6 carbon atoms, Ry is hydrogen or methyl and Ra i hydrogen,

methy], or carboxyl, and the pharmaceutically acceptable salts, diastereomers and

enantiomers thereof,
36,  The method of Claim 32 whersin the GABA analog is pregabalin.

37.  The method of Claim 32 wherein the nontoxic NMDA receptor antagonist
is at least one member selected from the group consisting of dextromethorphan,
dextrorphan, amantadine, memantine, d-methadone and pharmacenticaily acoeptable salts

thereof.

38.  The method of Claim 33 wherein the nontoxic NMDA receptor antagonist

is 5t least one member selected from the group tomisting of dextromethorphan,

as
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dextrorphan, amantadine, memantine, d-methadone and pharmacentically acceptabie salts /7_')

thereof,

39.  The method of Claim 34 wherein the nontoxic NMDA receptor antagonist
iz at least one member selected from the proup consisting of dextromethorphan,
dextrorphan, smantadine, memanting, d-methadone and pharmaceatically acceptable zalts

theraof,

40, The method of Ciaim 35 wherein the nomtoxic WMDA receptot antagonist
ig at least one metber selected from the group consisting of dextromethorphan,
dextrorphan, amantadine, memantine, d-methadone and pharmacewtically acosptable salts

thereof.

#4i.  The method of Claim 36 wherein the nontoxic NMDA receptor antagoiist
is &t least one member selected from the group consisting of dextrornethorphan,
dextrorphan, amantading, rematitine, d-methadone and pharmaceuticaliy acceptable salts

thereof,

42, The methed of Claim 32 wherein the at least one nontoxic NMDA

receptor antagonist 15 present in an immediate release carviet,

43.  The method of Claim 32 wherein the extended release form is an extended

release carrier comprising & base material selected from the group consisting of a
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hydrophilic polymer, a hydrophobic polyiner, a long chain hydrocarbon, a polyalkyiene

glycol, higher aliphatic aleohols, acrylic resing, and mixtures thereof.

44.  The method of Claim 43 wherein the at least one nontexic NMDA

receptor antagonist is applied to the extended release carriet's exterior surface.

45.  The method of Claim 32 wherein the extended release form comprises a

hase materizl having 3 coating that conttols the releass of the GABA wnalop.

46,  The method of Claim 45 wherein the coating includes the at least one

nontoxic NMDA receptor antagonist.

47, The method of Claim 32 wherein the pharmaceutical composition coptains
a therapeutically effective amount of (c) at least one other pharmacalogically active

substance.

48.  The method of Claim 47 wherein the pharmacologically active substance

{c) is included in the extended release form,

49.  The method of Claim 47 whersin the pharmacologically active substance

() is included in the immediate release form.

50.  The method of Claim 47 wherein the pharmacologically active substance

{v} is inc/uded in both the extended release form and the immediate release form.
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51.  Themethod of Claim 32 wherein the pharmaceutical composition contains
a therapentically effective amount of at least one other pharmacologically active

substance (¢) which is a drug for treating a CNS disorder.

52,  Thetmethod of Claim 32 wherein the pharmaceutical composition contains
a therapeutically effective amount of at least one other pharmaceuticaily active substance
{c) which is & dmg or drup combination for the treatment of 8 CNS disorder selected from
the groop consisting of nicotine, nicotinic compounds, taciine, donezepil, carbidopa in
combination with levodopa, selegiline, bromocriptine, haloperidol, clonidine, pimozide,
fluphenazine, benzodiazepines, clonazeparn, clorpromazine, fluoxetine, clomipramine,
mnimiptyline, torliptyline, rmiprarine, Yuspirons, bupropion hydrochloride,
venlafaxine, milnacipran, duloxetine, mirtazapineg, nefazodone, parexetine, sertraling,

rilnzole, trazodene, doxepin and methylphenidate.

53, The method of Claim 32 wherein the CNS disorder is classified in the

Internationa] Clagsification of Diseases of the World Health Organization.

54, The method of Claim 32 wherein the CNS disorder is presenile dementia,
senile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder,
depression, anxiety, cbsessive-corapulsive disorder, dyslexia, schizophrenia, headache

disorder, epilepsy, Tourette’s syndrome or Asperget's syndrome,
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Sefiora Jefe,
DIVISION DE NUEVAS CREACIONES

Superintendencia de Industria v Comercia

E. 8. D.

Referencia : Expediente N° 07 028.605

Asunto : Oposicion 2 la solicitud de patente de Invencién titulada
“MEMANTINA PARA EL  TRATAMIENTO DE
TRASTORNOS DE CONDUCTA EN LA INFANCIA”

Solicitante : MERZ PHARMA GMBH & CO. KGAA.

Opositora : GYNOPHARM S A,

Publicada en la Gaceta de la Propiedad Industrial
N° 503 del 27 de junjo de 2008

Yo, ELIANA ISAURA MORENO BOHOR(N/EZ, abopada en ejercicio, identiftcada
como aparece al pie de su firma, con tarjera profesional Nao. 83823 del Consgjo
Superior de la Judicatura, en mi condicion  de apoderada de Ta sociedad
GYNOPHARM 5.A, conformada bajo las feves de la Republica de Colombia v
domiciliada ¢n la ciudad de Barranguilla, Colombia, atentamente manifiesto que
estando dentro del rérmino de ley y por orden expresa de mi representada, presento
oposiciont w la concesion  del wmgistre de 1o Patente de Mvencidon  voulada
“‘MEMANTINA PARA EL TRATAMIENTO DE TRASTORNOS DE
CONDUCTA EN LA INFANCIA*, cuyo tituiar e MERZ PHARMA GMBH & CO.
RGAA, v pido a Usted declarar fundada esta oposicion y en consecuencia negar ¢l

registro de la patente solicitada,

Coarrora L3N 11995 OF 104 Tel (57102 1312015 -6 2050 2] - Fax {5710 612 19 7O
Eemail: nuegoc ios@@op i e-oo o « ww opriha meeo Lot
Boxord Colombie



1. INTERES PARA ACTUAR

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

AN, estando dentro del términe estipulada por la ley, manifiesto el legitimo interés

de nuestra representada para oponcrse al registro de la patente de la referencia,

atendiendo a que la solicitud pretendida no cumple con los requisitos dispuestos en la

. ley como se analizard mas adelante v de ser concedida afectatia directamente la
comercializacion de algunos productos de mi representada, que contienen, en

particular MEMANTINA. Por lo tanto, solicito respetuosamente 4 cse Despacho se

sirva tener en cuenta la presentc oposicidn dentro del tramite administrativa que se

surte en esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1.La solicitud objeto de la presente fue presentada el 22 de marzo de 2007,
reivindicando priotidad bajo la solicitud US20040612600T del 20040923; v fue
. publicada en Colombia, en la Gacera de la Propicdad Industrial Ne 593 del 27 de
junio de 2008, cuya publicacion internacional corresponde a la WOZ006034465
del 2006-03-30.
2.2.La solicitud colombiana 07 028.605 objeto dc la presente oposicion, se refiere a un
método para ¢l tratamiento de un individuo diagnosticado con trastorne de la
conducta ¢n la infancia que no ¢s of sindrome Retr, que comprende administrar @

un sujeto una cantidad terapéuticamente cficaz de memantina.

Cpreera, L3 E L1945, O, 104 Tal, (5701217 02 13- a 2090 20 - Faw (RTUA 1T 10 79
Euril: negocios@optimintco.con - www.optinliinco com
Bogti Colomkbrin




2.3.En primera instancia, se debe advertir que las reivindicaciones se refieren al uso y a
un mérada de eratamiento v no sélo a la composician farmacologica o 2 un método
de fabricacidn mediante la cual se obrenga un producta angible v scpio la
legislacion, decision 486 de la Comunidad Andina de Naciones, Articulo 14.- “Les
Paises Miembros otorgardn  patentes para las invenciones, sean de producto o de
procedimiente {...}7%, los usos no estin contemplados como patentables: ¥, Arriculo
20.- “No serdn patentables (...} d) los métodos terapéuticos ¢ guindngcos pare el tratamiento
humane o animal, asi como los métudos de diggmastico aplicedos a los seres humanos o o
animales”. Solo seran patentables los productos o procedimientos. Por lo taneo a luz
de la norma, dicha materia reterente al uso v a un método de tratamicnto no setia

patentable.

2.4.Ahara hicn, con base en el articulo 14 de la Decision 486 de la CAN consagr lo
sisuiente: "Los pafses miembras otorgardn patentes pare las invenciones, sean de producro o
frocedimiento, en todos los campos de [ recnologia, siempre que sean nuevds, lengun nivel
invertive v sean susceptibles de aplicacion induserial”. Asi las cosas, las invenciones
objeta de patente deben ser nuevas y tener nivel inventivo, Bicn, pues antes de la
fecha de prioridad de esta solicitud se encuentran los siguientes documentos que

afecta la patentabilidad de la presente solicitud:
o [ WO03061656 publicada el 31 de julio de 2003.

2.5 )guatmente v aungue ¢f método de tratamiento no es patentable bajo la norma
Colombiana, a partit del documento 1M1 se puede considerar que tampoco es
navedaso, dadn que dicho documento TrHL, pactionlarmente on la deseripeian revels
métados de tratamiento para desordenes del sistema central nervioso (CNS) por

adininistracién de un andloga GABA tal come pabapentin o pregabalin, un

Coarrers 13 Me 11905, OF 104 Tel (STRI2 1312 13- 6205021 - Fax (371 O 1219 74
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antagonista de receptor NMDA @l como dmetodona, Asi las cosas, osta
anterioridad D1 revela ¢l vso terapéutico de una composicion farmacéutica que
comprende un receptor antagonista NMDA el comoe memantina en combinacién
con un andlopo GABA para el tratamiento de UNS, el sindrome de Towrete, ¢l
sindrome  de Asperger, la depresion, la ansiedad, la dislexia v la obesidad
compulsiva, Por lo tanto ademds que la presence solicitud comprende wo mésodo
terapéutico no patentable a luz de la norma colombiana, también revela que €l uso
de la memantina para teatar estos desordenes no és novedoso como lo indica esta
solicitud anterior D1 que revela con anterioridad tal use. Asi las cosas, como lo
evidencia dicho documento 121, la presente solicitud ne es novedosa pues lo
revelado ya se encontraba en el estado de la eéenica.

2.6.For o tanto, este documento ohjeto de oposicion a la luz del documento 121 carece
evidentemoente de NOVEDAI.

2.7.En consecuencia y de acuerde a lo descrito anteriormente, se deriva que Ta solicitud
colombiana 07028605 no pucde pretender un monopolio por patente toda vez gue
lo que pretende no cumple con lns dos de tres requisitos necesarios para s

peatscoion,

2.8.{Jue por consipuicnte, respecto a la solicitud precendida se tiene que:

2,8.1. CARECE DE NOVEDAD: Seeun la decision 486 de la Comunidad Andina de

Naciones, Articulo 16 “Una inencion se considerdgsd nueva cuando no estd
comprendida en ef estado de lu técnica. El estado de La téonica comprenderd tode to que
haye sido gecesible al piblico por une descripoidn eseritd w otal, utilizacion,
comercializacidn o cualguier otro medio antes de la fecha de presentacion de la solicitud
de patente o, en su caso, de la priovidad reconocida,”. A la fecha de pricridad, 23 de

septiembre de 2004 ya era conocido, pues como se demostrd, era paree del aree

Careera 13 W [ER5, 00 104 Tel 5710213 12 13-4 205021 - Fae. (3T G 12 19 70
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2.9,

anterior con base ¢n el documento T, un mérodo para el tratamiento de un
individuo diagnoesticado con trastorno de la conducra en la infancia que no s
¢l sindrome Rett, que comprende administrar a un sujeto una cantidad
terapéuticamente oficas de memantina, sobre el caal busca proteccion en el

capitulo reivindicatorio,

CARENCIA DE &PLIQACIGN INDUSTRIAL La Decisian 486 de la CAN

consagra cn su arriculo 14 lo siguiente: “Los pafses micmbros otrgardn patentes
para las invenciones, sean de producto o procedimiento, en todos los campos de la
tecnologia, siempre dque sean nucvas, tengan nivel inventive ¥ sedn suscepribles de
aplicacién industrial™. La presente sobicitud carece de aplicacion Industerial ya que
coma s¢ Jdemostrd anteriormente, algunas clausulas reclaman el mérodo
rerapéutico ¥ estos no son aplicables industrialmente porgue primera no se
obticne un producto o proceso; v segunde no es reproducibie o repertible a
escala industrial. Por lo ranta, ¢l objeto de I presente invencion referido a los
usos ¥ métodos terapéuticos, no cumplen con el requisito de la aplicacion

indusrrial.

IMado lo anterior, &5 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 Jde Naciones, Amiculo 14~ “Los Paises Miembros ororpandn

patentes para las invenciones, sean de praducto o de procedimients, en todos los campos de [o

recnologia, siempre due séan nuevds, tengan nivel inventivo y séan susceptibles de aplicacion

industrial.”. La sohicind prowndida ne comple con dos de log tres requisitos de

patentabilidad.

Carrers 13 Ne 110005 OF 104 Tel {ST12 13 1213 -6 2050 21 - P (ST1D G 12 19 79
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2.10. Tor ado lo anterior, atentaments solicito a usted que se sieva declacar fundada

la presente oposicién vy negar el registro Patente de iovencidn denominada
"‘MEMANTINA PARA EL TRATAMIENTO DE TRASTORNQS DE
CONDUCTA EN LA INFANCIA % cuyo titular es MERZ PHARMA GMBH &
CO. KGAA, solicitud Colombiana gue aparecic publicada en la Gaceta de la
Propiedad Industrial N® 593 del 27 de junio de 2008,

3. PRUEBAS

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

como prucha on este asunto los sipuientes:

& D3] WAO03061656 publicada ¢l 31 de julio de 2003.

4, FUNDAMENTO DE DERECHO

Fundamenteo esta observacion en ias normas lepales siguientes:

4.1.

4.3

Numeral 1 del articulo 586 del Codigo de Comercio.

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

En lis demas normas concordantes,

Carrera 13 N= 11695 06 104 Tel (STN2 1312 13 -6 206021 - Fax, {571 & (219 70
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6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del articulo 30 del Decreto
01 de 1984 debe hacer su Despacho, informo que mi representada y L suscrica

recibiremos notificaciones ent la Secretaria de su Despacho o en mis oficinas situadas

er la Carrera 13 Ne 11895, Of. 104 de esta ciudad de Bogota.

Senor Superintendente,

ELIANA 1SAURA MORENDO BOHORQUEZ
C.C. 51'975.664 de Bogota
T.P.A 83823 del C.S. dela].

Carrera 13 Ne 11995, Of, 104 Tel (5713213 1213 -6 2050 21 - Fax (371} 6 12 1% 79
Eanadl: negociosopripmumoo.oont - Bnwopiinn. com
Dogork Coloukia



.

7%
(%"?

Industria y Comercio

SUPERINTENDERNCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No.07-028605

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 583 DE
»~f FECHA 27 DE JUNIC DE 2008 EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 24 DE SEPTIEMBRE DEL 2008

NOTA: Deniro del plazo de los seis (6) meses siguientss a partir de la fecha de publicacion
en la gaceta de Fropiedad Industrial, deberd solicitar ¥y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandong, de acuerde con lo
establecido en | Articulo 44 de |a Decisién 486/2000.

> SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
st X NO X

oAty i A
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103 AVISO DE NoTIFicacion 1ndustria y Cumercm 2

CORREO GERTIFICADD U PERINTENDENCIA

Rad|cac|én :  T-25605- -B-0 Fecha: 200%-02-02 05:45:54
Tramile ; 11 PATENTEIYI|

Evonto : ATH FASENACIONALI

Actuaclén: 432 COMUNICACTOADM

Destinataric - DILIA MARIA RODRIGLIEZ Foligg 1

Sefior {a) (es) I\ '
DILIA MARIA RODRIGUEZ

CARRERA 11 NO. 86-53 PISO B

BOGOTAD.C.

Refarancia RESQUIGION 4107

Fecha : 30/01/2009

Expedienta : 7-28605

Tramite : 11 PCT-PATENTE DE INVENCION CAF’ITULIDS 1Y Il
Evento ; 378 FASE NACIOMAL INCLUIDD CARPITULO I
Actuacion : 432 COMUNICACION ACTO ADMINISTRATIVO

Comedidamente |e solicito presentarse a este Despacho ubicado en |a Carrera 13 No. 27 -
00 Piso Quinto (5), de la ciudad de Bogotd D.C., dentro del térming de cinco (5) dias habiles
contados a partir del envio de [a presente citacion, en horario de 800 am. a 4:30 g.m.
jornada continua, con &l fin de notificarle persenalmente el contenido de la rasolucion ds la
referencia proferida dentro del expediente tramitado con al namero de radicacion citado en
el asunto.

De no hacerse presente en el tdrming indicade anteriermente, la providencia en mencion se
notificara por edicto, el cual se fijara por el términc de diez (10) dias en el Centro de
Documentacion e Informacion.

Fara su comodidad el texto completo de la resolucidn se encontrara disponible en la pagina
web de la Entidad desde el dia habil siguiente al de su notificacion, la cual podra ser
consultada desde un computador con acceso a Internet, en la pagina www.sic.gov.co, con gl
nimero- de resolucién a través de la opcién servicios en linea bases de datos - otros
$ErVICios - consulta actos administrativos,

Secretaria General
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

Sade Contro: Carrora 13 Mo, 270 Pieas 2, 5,7 ¢ 10
Al contestar favar indigue ¢l ngmerg de Sede CAM: Cra 50 Mo, 26-55 Int 2 PBX: 3820840
radicacion consignada en ¢l steckor Fex: 3 B2 25 95 3 80 52 20, Linea Q1300 Q910165
Wab: wwe sic.goy.ca e-4mail; infedsie.pov.co
Bopotd 0.C, - Colombla



o3 avISo DE NoTIEIcacion Industria y Comercio

CORRED CERTIFIcang SUPERINTENDENCIA

PN

Radlcacidn :  7-28605- -70 Facha: 2009-02-02 09:49:54
Tramita : 11 PATENTENN

Ewanta : 373 FASENACIOMALI

Actuacion ;432 COMUNICACSTOADM

Destinatario : ELIANA ISAURA MOREND BOHORQUEZ Foling 1

Sefior {a) (es)

ELIANA ISAURA MORENO BOHORQUEZ
CARRERA 13 NO_118-85 OFC. 104
BOGOTA D.C.

Referencia RESOLUCION - 4107

Fecha . 30/01/20009

Expediente : 7-28605

Tramite : 11 PCT-PATENTE DE INVENCION CARITULOS I Y I
Evento : 378 FASE NACIONAL INCLUIDG CAPITULO |
Actuacion : 432 COMUNICACION ACTO ADMINISTRATIVO

Comedidamente e solicito presentarse a este Despacho ubicado en la Carrera 13 No. 27 -
(0 Piso Quinte (5}, de |a ciudad de Bogota D.C., dentrp del términe de cinco {3} dlas habiles
contados a partir del envio de la presente citacion, en horaric de 8:00 a.m. a 4:30 p.m.
jornada continua, con el fin de notificarle personalmente el contenido de la resolucion de la
referencia proferida dentro del expediente tramitado con el namere de radicacion citado en
el asunto.

De no hacerse presente en el término indicado anteriormente, la providencia en mencion se
notificara por edicto, &l cual se fijard por el término de diez (10) dlas en el Centro de
Documentacion e Informacidn,

Para su comodidad el texto completo de |a resolucion se encontrara disponible en la pagina
web de la Entidad desde el dia habil siguiente al de su nofificacion, la cual podrd ser
cansultada desde un computador con accesg a Internet, en la pagina www sic.Qov oo, con 2l
nimerc de resolucién a través de la opcion servicios en linea bases de datos - otros
servicios - consulta actos administrativos.

Secretaria General
SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO

gede Centro: Carrerd 13 o, 27-00 Pises 2, 5. 7 v 10
Al cantestar faver indique el admere do Sede CAN: Cra 50 Mo, 26-55 Int 2 FBX: 3520840
radicacian cangignada en ¢l sticker Fax: 3 A2 26 95 3 50 52 20+ Linca ME0060 910165
Web: www.sic.gov.co e-mail infogsic gov_co
Bopola O.C. - Caolombia



