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Referenda ExpeôienteW 07028.605 

As unto Alcance a Ia oposiclon a la solicitud de patente tie 

Inyencion titulada "MEMANTINA PARA SL 

TRATAMIENTO BE TRASTORNOS BE CONOUCTA EN LA 

INPANC IA 

Solicitante MERZ PHARMA GMBH & CO. KGAA. 

Opositora OThOPHAIIM S.A. 

Publicada on Ia Gaceta de Ia Propiedad Industrial 
N 593 del z7 dejunjo de 2008 

Yo, ELL4NA ISA UBA MORENO ROHORQUEZ, abogada on ejercicio, identificada camo 

aparece all pie de ml firma, con taijeta profonal No. 83823 del Console Superior de In 

Jud ra, i condicion de apoderada de la sociedad GV)VOPHAR.M &4. doy alcance a 

.laoposicion pres tada ante can Superintendencia dentro de los tØrminos legales, en Ia tarde 

deav,zjaa4ax, th anterior con I objeto de allegar teds Is documentacion original, pan que 

sea tenida en cuenta dentro del trªmite de In solicitud de In referenda. 

Adjunto colilla de recibido a satisfaccion del fax on Is que consta Ia presentacion dentro del 

tØrminodeley. 

Cordial Saludo, 

ELIANA ISAURA MORENO BOHORQUEZ 

CC. 51’975.664 de Bogota 

T.P.A. 83823 del C.S. de Ia J. 

Carrera 13 N’119 95,  Of. 104 Tel, (7I) 21312 13-6205021� Fax. (571) 61219 79 
E-mail: negoeios@optimom-co.com - iv.optimu’n-co.coin 

BogotA Colombia 
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Espado resavedo para el adhesive de radicadg4l. 

Indimlria s (oii,ercio 
I)rL NI J r.; 12 L tJ 

FORMULARIOUNICO DE OPOSICION 

.. . . �OPOSICIONA: 

Palente do InverElon. . 0 Marca Coloctiva, 
13.PaIentedeModedeUthh1ad. . . .. . . . .rcadeCottfln. 

O Dlso Industrial, . . . D LeOia Conieiclal. 

o Esqoema de Tramdo Para CituTlos IrIegras. 
.DMarsde Pr0dux3aS.oservlclos  

Nuniero del expmInte: ,Qçflc H 

Solidtaiite: MF1?7 PHARMA GMBH & fl) KGAA 

SOLICIThO . 
PUBLICADA Apodorado: DILIA MARIA RODRIGUEZ 

Tuitlo anuS credocion 0 danominsdoi del gno::"MEMANTiNA MBA 
EL TRATAMIENFO SW TRASTORNOS DE CONDT ICTA EN LA INFANCIA". 

GacetaH5ł3 

' OPOSICIOtI PRESENTADA POP:  

Nombre: GYNOPHARM ss 
. IDENTIFIcACION 

SOUCITANTE DirecSn: CALLE 80 No. .78B -201 
. .. �N[ 

NaciOnalidado Domicillo: 
CE. Oo 1-1 

Lugar de Conitudon: COLOMBIA 
HARRANQUILLA 

cuai______ 
Redmond: (571)3719900 Fax  (571)3730818 

Numero 802.006.279-4 
E-mail: 

om ° N lv IDENTIFICACION 
ELIANAISAURAMORENO 

U NFL 
REPRESENTANTE Direccion: 

BOHORQUEZ CC. 

OAPODERADO CARRERA 13 No. 119-95 104 G.E. fl Otro 

TelØloflO: (57!) 2131213 Fax: (571) 6121979 Cual_________ 
Email: l!epociosropIimum.eo.eoni Nmero 51975.664 

TP83823 

(j) FUNDAMENTOS DE LA OPOSICION: 

CaUsal: Aft14 16,18.20 y 30 do Ia Decision 486th in CAN 
No cumple coil los requisitos do patentabilid.d. 

Signo oposdor: ._. 

Justilicadon:  

La. prnepte solicited no  cumple con Los requisites do najcmkjilcth4 dadia gut in 
revä!ado, ya  st encontraba one! eslado de In t&nicao esposible dorivarlo.de Ia madame 
W y cemo se deaosfrtt* on et capitulo "Feftdsmento tie UteKos". 



CD Coijrobante tie page No.  Focha  

ANEXOS 

E Coinprobi,ito th paso do Ia last 
fl Podoros, Si lucre el caso. 
fl Pru 4,as do los I jrdaroonl Os do la opoIciOii. 
C OOL:mIlor.(os qw acredilon ci 109f0m irflors, si luere 41 caso. 
fl Oocuniorao quo aeredila a oxislencia y ropro.soritackn Iejal do las parlf?s cuando sea,’ 

I)rsons jutidicas. 

0 

NOMBRE: ELIANAISAURA MORErU) IIOHORQIJEZ 

FIRMA:
 

S C.C. 51.975.664 TP. 83823 

C] 

’’sin IX ici es Para el cIiige,K k,,,ieri ro del i Iresel ftc friitilnno, VCF lever ad,, esla paqip 
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DIVISION DE NIJEVAS CREACIONES 

Superintendencia de Industria y Comcrcio 

E. S. ft 

DHrecho do Ia Conipetencia, Propledad 
Industrial y (jorneroto Exterior 

Referencia t Expediente N 07 028.605 

Aauiito Oposicion a la solicitud de patcnte de Inven.ción titulada 

"MflANTINA PARk EL TRATAMWNTO DE 

49 TRASTORNOS DE CONDUCTA EN LA INFANCIA" 

Soijcitantc MERZ PHARMA GMBH & CO. KGAA. 

Opositora GYNOPHARM S.A. 

Pubikada en la Gaceta de la Propiedad Industrial 

W 593 ci 27 de junie de 2008 

Ye, FUANA ISA (IRA MOREIVO BOHORQUEZ, abogada en ejercicio, identificada 

como aparece a’ pie de si’ firma, con ulrjetEl profesional No. 83823 del consejo 

� Superior (IC k Judira, en ni condicion de apoderada de hisociedad 

GIWOPIL4RM S.A. cojiformada hajo las ieyes de la Republica de Colombia 

dom Cii iachj onIrci odad de BarrAnquil1c, Gel a mhia, ate a tam ente ma ii aftestorint 

estanilo (lentro dcl tØrmino de ler y put ordcn expresa Lie jiii repreenuida, iiresciito 

oposiciOn a In concesiOn del registro do Ia Pnteiitc de invencion titulada 

MEMmNA PARA EL TRATAMIENTO DE TRASTORNOS DE 

cONDUCTA EN LA TNFANUA’: cuvo titular Cs MERZPIJ,4RMA GMBH& CO. 

KCAA y pinto a Ijsrcd declarar fundda esta oposicion y en corIsecuelicia negar ci 

rcgiscrn de to patente solicitada. 

c,reta 13W 1I9-9jX. IO4TeI.(57l) 2 1312 13-620O21 -Fax (571)6 121979 
Email; norkiprimL,Lo<ecom 

Bogom col,thia 



POptimum 
Der echo he In Compelencia, Propelled 

Industrial y Coniercin Exterior 

1, INURES PARk AJAY 

Conferee a be dispuesro en ci arriculo 41 Ic Ia DecisiOn 486 de 2000 (Ic la 

CAN, estanilo donna del rØrmillo cstipulado per la icy, inanifieto ci Ieirimo interØs 

de nuestra -epresenrda pica oponerse al regiscro (Ic la pimento de Ia referenda, 

atendiendo a que la snlicirt’d prerendida no curnple can ins requisiros dispuesrns cilia 

Icy come se analmara miSs adds ntc 
y 

(Ic 5cr cnncedidn afectaria direcramente Ia 

comercirion d,Aftinos producros (Ic an represenrada, que contieruen, CII 

Particular MEMANTINA. Per Ia ranro, solicirn respcnlosarnenre a ee Despacho Sc 

Si rva tene r en cii enta Ia Presence arose On dentin del rrorn ire adm i nistra t ivo Line  SC 

Stlrte en esra Superintendencia 

2. FLINDAMENTOS DE HECHOS 

2.1. La solicimd objeto (Ic la presente fee presenrada ci 22 de mane de 2007, 

�reivindicando prioridad hajo Ia solicirud US2004061 ZÔOOP  del 20040923; y 

publicada en colombia, en la Gacera de Ia Propicdad Industrial N 593 del 27 de 

junjo (Ic 2006, cuya priblicacion internacional corresponde a Ia W02006034465 

del 2006.03-30. 

2.2. La soiiciri,d colonubina 07 028.605 cibjeto (Ic Ili presente oposiciOn, an reliere a tin 

morodo para ci traranhiesito de an individtio (I tagnosricado con trastorno (Ic Ia 

conducr.a en Ia infancia que no es ci sindrome Rea, rue comprende administrar a 

Lill sujcrn tma cantidad terapØi’ricamenre eficaz (Ic memantina. 

CcraI5NII9.95,Of.iO+TcL(57i)2 13U I3-605021-1ac57II6I2I9 79 
&mail: IIegecioa\,pti]n,j.,]-ro.codn - ’-optLiili[lli<o.ceIli 

BOgLa C,],, [b]A 
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Derecho do la Cornpetencia, 
Optimum Industrial (Jomercia 

Propiedad 
Exterior 

y 

2.3. En primers instancia, sc dehe adoertir que las reivindicaciones Se reficren al tiso y a 

on metodo de tratamiclito 
y 

nasals ala composiciOn farmacoEOica o a tin motodo 

de fabric a cia ii iii ccli ante Ia Cu a I se a htcnga u n 
p 

radii cr0 ta ilgi hic 
y 

sego xi In 

legisIaciOli, decision 486 de Is Conuinidad Andina do Naciones, Artictilo 14.. ’Los 

PaLiei Miemhros otoxgardn patetius pam Us intsiciones, seam cM prodacro o do 

pmccdimicn to ( .", less ti sos no teats  contemplail (Is ca mu patenmblcs; y, Arrjc iii 

Z0 "No sctdn patenrabks (.4 ci) in nuwdos rcmpØicticos a quiygrgcs Para d cratansetlw 

rnnmno a anffiml, as eonw bxs srwrodos Ic diavv5stico aplicados a let testes hicnmnos o a 

anin ks’. Solo s ru n pate nra bles Ins produ eros o 
p 

roced i n ic n tog. Poe To tan to a I uz 

de Is insists, di din mater a reference ad usa 
y 

a ui ’ii ecodo de tra (a mien to no soon 

pate nra b Ic. 

24Ahora hen, con base an ci arriculo 14 de In Decision 486 de In CAN consagrim In 

siguiente: "Los paises miemi,os oturgatdn patenres porn las invencumnes, Sean cM pro4ueco 

firocedimicnto, en codas los campos cIa Ia reciaIog(a, .siitftte que Scott antcrc, Eengaa nivel 

’MoIt", N scan suocepnbka cM ap icaeMn indtatrial oat [as coast, [as invencutics, 

objero de patente deben set at’ eva s y tenet n lye I I nyc nrivo. Bien, one, a ntes de la 

fecha de prioridad dc cern solicittLd Sc enct,entran lot sigLiientes cloeLtinenros CILIC 

afecra Is parenrahilidad dc la presenre solicinid: 

� 11)1; W003061656 publicada el .3I de julio it 2003. 

2.5.’ LI a’ lien to y antique  ci merodo tie trara ni lenro no es patentable beano lo aortas 

Colombians, a partir del doctimento Dr se puede considerar que rampoco Cs 

ii nvcd oso, dad a quo di cho documents D1, parr ct, iarrn en te ci Is descripc iOn revela 

mecodos dc rrarn in i en to p a ra os nrdc tics dcl s isrc ma central nen’ioso (CNS) par 

ad in in isrrac iOn de tin an logo GAI3A cal como gabapen tin n pregaha I in, on 

Cea l3N11995!01 iO4tI(57l)2 ii 1213-6205021 -F,, (5706 121979 
tons il: 

Bogota clo imibi 



Optimum Industrial Camernit Exterior y 

antagonista de receptor NMDA ral coma dmecodona. Am las cosas, esta 

anterioridad 1)1 revela at out terap&’tico de una cornposiciOn farmac&itica clue 

comprcndc iitA receptor antagonista NMDA to’ coma moniantina an combinacion 

con on an logo GABA pan ci rraramienro de CNS, ci sjndrome dc Toirctte, c.I 

sincirome de Aporgcr, la depresion, to arisiedad, to dislexia 
y 

In obesidod 

coinpi I Is iva. Pot 1° tanto ademos q ue In pretence s olicitu d comprende tin mkrocI 

rc ra 
p 

U CO no pa rentable it I uz de Ia norma colornbiaiia, to nil,io’i retain que at usa 

de to mcrnantina para train estos desordenes no of novedaso COmO In indict esta 

oi iciriad antetr Dl que tevda con antetotdad tat use kso (as Cosas, cowl to 

evidenc I a ci Icho d ocu me nto Dl, to presence sol ic irud no cs novecl osa vies In 

revela do ya Se e neon tra ha an e1 esta do Ic la teen ica. 

26.Por In ranro, cAre documonro objero de oposicion a Ia Iuz del decumento Dl carece 

evidenternente de NOVEDAD. 

2 .7.En consecuencia 
y 

de acuerdo a to descrito antcriormente, Sc deriva quo If  solictrud 

colombiana 07028605 no puede pretender no monopoiio nor patience into one can 

to tjtic pretende no ctlmple con los t1os de tics requisitos necesarios pant on 

prorecc Ion. 

2ZQoe pat cnnsigmente, 1espett a in snhnmci inenendoda no I ieiic. que: 

2.8.1. cARECE DE NOVEDAD: Segun In decision 486 de to comunidad Andina de 

Naciones, Articulo 16,- ’U,,a intanciott se couWc,ur4 nteu eiwndo no estª 

conqinndida n �1 esteeM Lie Ia ticniea. El esrado Lie Ia kniai comkreneTd todo In que 

baya fine uccesibk at ft4Mco pent ana descripcion e.scriW it and, utilization, 

conwvc nb zaciOn a cw1lqnier on, medio otires tie Ia frcha Lie frresetitación Lie Ia so iici tad 

cie Ptttettte 0, on Sn cast,, Lie la p,urithad reeonociL. ’ A a fccha de prioridad. 23 dc 

scptiembre. de 2004 ya en, conocido. PUCS como Sc denlostrO, era Pace tie] ante 

I3W11995,Of. IO4 Tot (571)2l3 12 ]3-620502i _1:.(571)612 1979 

EuiI: negocioMopcimi]t,.,:o.nn[I  
Eioa,t C{)](,ntbn 
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do Id Compelenda, Propieclad 
Coptimum 

Depecho 
Industrial yCom&cEerr 

anterior con base en ci dacumento DI, in rnrodo para ci tratarniento de on 

individuo diagnosticaclo curl trastorno de Is conducta en ia infancia clue no cs 

ci sindrorne Rent, can comprende administrar a tin sujeto t’na canceled 

terapüir.icanientc cficaz de niemantina, sabre ci awl busca protecciOn en ci 

cap to a re ivindicator i a. 

2.8.2. cARENCIA DE AVUcACION INDUSTRIAL U DecisiOn 486 de In CAN 

c{)nsa ra cli SU arooll, 14 In sig uie nrc: Los paiscs miensbros a cotgard,t pate atcs 

paw ha invencthan, can de producco a ptocedinscnto, en todos as canspac Je to 

tecnoiogio, notions one Sean nucvas, tcngosL ,sivei in cm )o y Sean snjcePti bks as 

opti eacióa indttsrt;d La presence soI ic ltd carece de api icaciOn Industrial ya qtl C 

coma se de mastro an ten ui-rn cm te, Aganas do usu las redlaina n ci m otodo 

te i-a pØurico y es r.ns no son api Ic a bics intl t’stt a I men te porquc primcto 110 50 

obtiene on producto a praceso; y Segundo no es reproducible a rcperihle a 

escala industrial. Per In now,, ci olsj etc, do ii prescilte invencion referido a Its 

USOS v mtodos terapatticos, no etImplen coil ci requisito (Ic Ia aplicacian 

industrial. n l(i,srria-

2.9.2.9. Dacia In anterior, es posibic dedu air one In sol id tO (I v It, re Vi n (I ica do no cs 

objeto dc patentabilidad pucc es contrnrio a Ia que dicta Ia Decision 486 de a 

Cornun idad Andina do Naciotles, .Articuio I 4. ’in Raises Mictnbros otoTWiYCIn 

puts n tes pont ha invsnci a n&s ,an is pnsducto a Lie pwced imien ca, en rodac 105 catmPos de la 

teclogia] sucinDv qac scan aueeos, cosine ,ivel invent ivn y .on ,,wpt,W, de apcOti 

ndtotrio ". U sal ic ittLd pretend ida no c urn pie coil dos de los ties requisitos (Ic 

in rentahil ida d. 

Carters 13N119-95Cr. IO4Te1 (571)2 17121)_OZ05021-E’ax.MOO ’21979 
E.saait: ,,egociosopti nll aa.(:(}.u),a nncptLlIit’ltt<o.cQ]’$ 

Bagora Cotonibut 
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de la Condletenctia, Propledia 
Opti mum 

oerccho 
Industrial y Correncio Exterior 

2.10. Per rodo In anterior, a tenmmcnte solicito a tested que Sc sina declarar fundada 

b prcscnr.e epjIti iicgar Cl rcgkrro Parents de ixwención detiominada 

’MEMANTINk1’ARA EL TRATAMIENTO DE TRASTORNOS DE 

CONDUCTA EN LA INFANCIA’; cove titular es MERZ.PHAEMA 6MB/I & 

CO. KOAA, solicimd Colomliiana qtre apateeiO puIida en la Gaceta dc Ia 

Propiechici Industrial W 593 del 27 de junio de 2008. 

t PRUEBAS 

Dc coiitorti idad can in, ciispicsrc per as comes vjg,znres, solicjco a uted rcner 

coma pencil an este astt ’Ito los sigu jell 

DI; W003061656 publicada all 31 dc julio Ic 2003, 7 

4. FUNDAMENTO DE DERECHO 

. 

Fund  me can esta ohservciOn en [as norinas kgales siguientes 

4.1 Numeral I dot articulo 586 del Coclign de Cernercie-

42. Articulo 42 de la Decision 486 de Ia Centurion del Acuerdo de Cartagena. 

43. En lag dems normas concordantes. 

C:n 13 sa 119,95  Ot� 104 Td. (Tlj 2 1.5 F2 1 5- 20 50: - F <57 Il 6 12 19 79 

EmaiL: negc-h,@oprLnl ]]?COlfl - 

BDgot6 C:Iat,ibia 



9c 
disrial y coineMo EVeror 

Dereeho de la Compelencia, Plopiedad 

Coptimum5. 

ANEXOS 

Pan Ins ekcrac rrspondienwscxo l preenre asIæto los soliciates JOflJIneniOS: 

I. Pocler pra aQtUar cnpreseI1tc. 

2. Doct’mento qile acreclita ii representante lcgi de GYNOPHAim .A 

3. Reciho do L;.j a dcl respective pago Ctosa. 

4. Cop i s de los docu me ntos: 

ID!: W003061656 1Mihl!cad, ci .3 t do julio de 2003. 

Csrrera I3NI19.95Ot.lO4TeL(57I)2 13 12i3_GZOSOZL- Pal .(57i)6 Ia L9 79 
neg oeopiLIoi,],o.co!o - 

fl<(}iÆ Colo(]thia 



CTOPUMUM Industrial y Comercio Exterior 
Dot Win tie Ia Coilipelencia, Propiedad 

6, NOTIFICAOONES 

ekcto Lie norifil"toncO qtle par di{,iciOn del i,rrictilt’ ’U to  III r, to 

LA 

01 Lite 1084 Ale hace r S LI I)espacb 0, informo (I IC re,  replrse ii tad a V [a uerml 

tcCilJircLII0 Ili5tLicaCLflnes en III Secrcnii-ia Lie SLI I)cspac.IE, Li 

Li ( IrrcrLl 13 I 19’95, Of 104 de ecta citidad tie Iagora. 

It icir Sit1,erintendentc, 

EjIANA ISAIJRA MQREN() BOHORQUEZ 

C.C. 5975.664 de Bogota 

L.P.A. 83823 del C.S. de III  

I I Ne LI9ys!L)i I(4reI.(57I 131: I1_ 20ł2’.  .i;:i. LIT ilii I: 
Let iteptl Ullkll IL I Cill 

IiiLiii�i 
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7IER ESPECIAL 
Yo, mis PALACIOS ARAGON, mayor do edad y vecino de Ia dadad 4e 
Barnnqullla (Colombia), idenfificado como aparece al pie de ml firma, quien en el 
pmsente documento aetta an calidad de Representante Legal de Is soriedad 
GYNOPHARM S.A. sociedad legalmente constituida y do ads on Is ciudad 
do Barranquilla (Colombia), por el presente docwnento,ótorgo a In doctors 
LUANA ISAURA MORENO BORORQUfl aogada an ejerciclo, 
identificada como aparece aI pie de so firma, con tarjeta profesional No. 63823 
del CS de Ia J., poder especial, ampllo y suficiente, para fonnular 
oposiciones u observaciones a Ia solicitud de patents No. 07 28605, titulada 
MEMANTINA pARA EL TRATAJIIENTO BE TRASTORNOS DE 

CONDUCTA EN IA INFANCLk", cuyo tiSar es MERZ PIIARMA OMBIT 
& CO. KGAA, publicada en Ia gaceta No. 593 del 27 de jnnio de 2008 

Nuestro apoderado qoeda facultado, de manera expresa, para realizar todo tipo 
de actos necesarios pan Ilevar a cabo el trundle do la oposicion, incluyendo, sin 
IlmItaclØn, preparar y presenter solicitudes, hacer declaraciones, pager tasas, 
contribnciones e impuestos, recabar los fltulo 0 certificados. Asimismo quedan 
autorizados para impugnar administrativa y judicialmente todo In qua fume 
resuelto an el expediente a qua so hace expresa referenda an el presente poder, 
con todas las facultades generales y e.speclficas qua fnera reuerido We ella. 

Do Is misma manera, ademis do las facultades quo Ic confiere Is naturaleza del 
presente mandato, so encuentran facultados pars recibir, desistir, transigir, 
sustituir, y reasumir el presente poder, incoar acciones, interponer redursos y 
dames facultades conieridas me Is  Ley. 

Dado y H o an Ba quilla (Colombia) a los 16 dim del mes do setiembre 

:lt 
NIT: 802.006. 

Acepto: - 

ELIANA ISAURA MORENO BOHORQUF2 
C.C. 51’975.664 do Sogoti 
T.P.A. 33823 del C.S. de la J. 
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SUPIRINTENDENCIA SE !NOUSIRIA ¶ CULRCJU 

NIT 800176099-2 

RECIBO OFICIAL BE CJA GB - 7hi113 
FEW I S[PTIEBRE 25 SE 200 

.. ND Nc.IMIL. :NDUSkIAY COML&IC 

No. 07 028605 OOOD"Uto 
AC iO N 

& :b 12;/T� ’ 
Lv 

37 
A SL AC :ONAL! 

l�oI!o5 7 

"EU CONS’S U N flu 

Tcp  SIEEC %CQ CKMA N" ?Aw fECBA SEA It. VSM 

GYROF HARK 9.. COMCNACIIN BINCO SE BOGOTA 012754311 79589401 20/0812000 10,000.00 
YNUPARM S.A. CONSINNACION BANCO II BUHUTh 062754357 51121015 01/09/1005 1,054,0 H.00 

S 0*’! C I N C E P 1 0 1*11! 

CANT. REMTISIICO 
/ 

CONCERTO 
TUTALr 

I 500054114 PHESENThCCON BE OBSERVACIONES 12 MARCAS V LEMAS CCMERCIALES 2,000.00 
TOTAL 166000.00 

SIN DOSCIENTOS SESENTA 0 SETS NIL PESOS 

RESPONBABLE: 

RECIBI OF CAJA APLICABO IL 6REDIENTE No._______________ 
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C CD .�’ CERBIFICADO NACIONAL 

fey 

CCD . CPflRA DR CONEECIO BE SArZRANOUILLA 

a.. � 

EtKOt& Felt" i 200a0917 Horra Certeicado 15:24:20 

� . Operation 02C220917060 PAGINA NO. 1 

CERTIFICADO BE EXISTENCIA I REPRESENTATION LEGAL 0 DE INSCRIPCION GE 
DOCUMENTOS 
EL SXJSCRflO SECREThRIO DE LA OP ARA OR CONIERCIC) DE BARUillQUILLA CON 
FUNDAXENTO EN LAS INSCRIPCIONES DEL RP.GISTRO MERCANTIL! 

CE FT IF I CA 

Qua par Esoritura P?blica No. 3 551 7del 17 de Dic/bre AT 1997, 
otorgeda cii la Notaria 3a. dc Eaiaiiquilla, inscrico (as) en esta 

� 

C7raara ce COmeZCD, ci 18 de Dic/Ze de 1997 bajo ci NO. 72,965 del 
libro respectvo file constituida 1

 
son

arlonima denominada GYNOPHARM SA -------------

CERT.IFICA 

.no dicha sociedad he Bids reformada per las siguientas escrituras 
yin document" yr 
Numero aaaa/omi/dd Notaria No. 10cc 0 Reg aaaa//dd 

532 1999/03/25 Notaria On. do Barranquilla 80,373 1999/04/13 

CERTIFICA 

Que de acuerdo con la(s) escritura (s) arriba citada (c) � la sociedad 
Sc 119e POE las .gientes disposiciones: 
DENOMINACION 0 RAZOFI SOCIAL: 
GYNOPH;RM SA - 
DOMICILIO PRINCIPAL, Barranquilla. 
NIT No: 802.006279-4. 
MATRICULA MERCARTIL: 245,70 

CER’TTFICA 

Direccion para notj.Ucaciones I udiciales 
CR49 C Na SD - 125 OF 512. 
Dc It ciudad no Barcanquilla. 
Correo elecLr?nico! 

C EXT IF It A 

DURACION: El t?rruino de duraci?n de Is sociedad Be fij? hasta el 
ts rae Dir/bCe dc 2047. 

CERTIFICA 

OE5ET0 SQCThL: a) La tabrcacon de capsulas y otro productos NIL! -

Iles a partir de nateriales tales coma gelatinas u otros de distin- H 
ta naturaleza, que puedan 5cr uLilizados como envases C recipientes 
die productos 7 sustancias quimcas, farmaceuticas y cosoeticas, Para 

*** CONTINUA *** 
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usc y consumo bumano y veterinario. b) to investiqacion, desarrollo 
fabricacion de coda crase de product Os y sustancias qu.i.mioas, far-- 

rnaceuticas y cosmetzcas pall usc y consuma humano, animal V vegeca). - 
0) La compra y ve’Ita de maccries prirnas insusos y productos inter-- 
medics necesarios pall los procesos de tabricaciom de austancias 
quimic:as farmaceuti.cas y cosmeIzicas asi como Is comercializacion 
iliterna 7 externa cc los productos terminados . dl La compra, vejita, 
impartacion, exportacion V distri.bacion de toda clase de el.ementos 
instrumentales y eqiUpos, sedicoa quirurgi000 oonto1ogicos y lios-- 
pitalarios para IN salud hunana y animal. C) Actuar camo represen-- 
tante 0 agente de personae naturales y juridic,, naciniiales 7 cx-- 
tranjeras on la realizacion de Operaciones a transaccione; relacic-- 
nadas con Is industri.a farmaceutica V en especial con cualesquiera 

de las actividades descritas en log literales a) b) C) V d) antes 
rrairscri.tos. t prestar log servicios de asesoria 7 consulcoria Co 
lag az-ass a&ninistrativa, de mercadeo, analisis c].inico, asistencia 
tecnica, investigacion, coetos y producci.on exportaciones, importa--- 
clones, veotas, relacionedas con iguales 0 similares actividades a 
las qua canstituyen at obeto de C1qOPHRM S.A asi Como log de Pt’-- 
blicidad y promotion de productos quimicos, cosmeticos 7 farmaceuti-- 

005 par, uso humano, animal o indt’strial. g) Adquirir, operar, admi-- 
nistrar y explotar, a cualquier Litt,lo,empresas 0 establecimientos 
dedicados a is investigaciali, ciesarrollo, Eabricacion 0 comerciali-- 

zaclon on productos quimicas, Larmaceuticos, hospitalarios 0 cosme-- 

ticcs En desarrollo de su objeto principal la sociedad podra to -

mar interes social como accjonista, 60010 0 fundador de enipresas qua 

tension igual o similar objeto; comprar, vender, importer y exportar 

niaquinarias, insumos 7 repuestos requeridos pare el desarrollo de 

sus actividades; tomar dinern en prestamo,iinanciar y garantizar las 

operaciolies comerciales clue celebre on terceros relativas a su oh-- 

jeto; celebrar V ejecurar todo tipo de actos 7 contracos neoesarios 

Sara desarrallar sue operacicee; qirar, aceptar, otorqor 7 protesrar 

� codo tipo de titul.oe valarea e instrumentos neqociablea; camprac, 

vender y constitui.r gravamenee sobre bienes muebl.es e inmuebles; de-- 
signer representantes 0 apoderados en el pais y eli el exterior 7, en 

general, realisar cualguier acto 0 negocia quc sea necesarin 0 cnn-- 

veniente par, Cl desarrol.lo as su objeto social. 7 paz-a la mejor pro-- 

teccion an sue intereses corpnrnt].vus 0 Ia de aug Stairs, 

C E R T T C I C A 

cAp1TAL Nrc Accianes Valor Acci?n 
Autori7.ada 
$**********4 ,000,000,000 ************+4 000,000 ****************l 000 
Suscrito 
$**********2, 672,646,000 +************2 ,672,646  
pagado 

**’ CONTINUA *n 
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CERTIFICA 

ADMINISTRACION; Saran tIllciones de in junta directive, entry atras: 
Putorizar- cualc1l] icr late a contrite duya cuantia sea superior at 
aquivalente or pesos Colomliiaixos a cincuexxte ni1 dolares de Con Es-Lad,,

 Unidas de Aerica (US$50.000.oa) liguidados a la tasa de cam-
but repreee’ltativa dcl mercado vigente ci din an qua se surta is 
aprobacian y Para enajenar a graver bienes inmuebles y demas activos 
rijas de is saciedaci, cualquiera qua sea In cuajitia de IN transac-- 
ciOrI Las damns qua to seen propias y no esten atribuidas a otro Or-cold,
 social v las loses Is correspondan an virtud de Ill icy. Is abase-- 

dod tendra Un Gerente General) quierl ci arcera Is ac]isi-nistracion 
ranresentacian legal de in sociedad y tendra las siquientes atribu-- 
ciones, entra auras: Ejerear, Is representation legal de Is sociedad 

en todos las actas y contratos que Se requieran para a] desarralla 
dcl abjeta socj.al, de comfarmidad con lc, previsto en las leyes yell 
Cur presentee estatutos. Aprobar y celebrar CII nombre de la sociedaà 
toda acta 0 contrato cuya cuantia sea igual a inferior al equivalen-
ce Cr’ pesos Calambianos a cincuenta mil dolares de Los Estadas Uni-- 
dos de America (US$50.000.ao) liquidados a to tasa de cambia repre-- 
sa:itativa del mercada vigente ci dia em qua cc siarta in aprabacion a 
celebracion del nato. Para erlajenar, a c-ualguier titulo, bienes iii-- 

ninebles da Is soetedad 0 constituir gravamenes sabre Los mismas, de-- 
barn obtenar is aprobacian de Is junta directiva, cualquiera qua sea 
Ia cuantia de Is transaccion a las demas funcianes qua Is corres-- 
pandan cana reoi-esentante legal par disposicion de Is ley, do estas 
estatutaa a de La junta directive. El Gerente General tendra uil so-- 
plants, desi.gnada per Is junta directjva, or... to reemplazara can 
identicas facultadas en sus fatter, temporales, absolutes a merasuente 
acciedentales, sin que sea nececaria par ella acreditar In ausencia 
do] principal - 

CERTIFICA 

One seg?n Acta No, 15 del 18 de Fabrera de 2008 carrespandiente a 
is Asamblea de Accianistas In Bogota, de is sociedad: 
GVNOPFIARM SA --------------------
cuya parts pertinents Se inscribir on esta C?mara de Comercicl. Cl 

29 An Febrero de 2008 baja el Na. 137,919 del libra respeotiva, fueran 
hachos las siguienoes liambmanuientos: 

CLASE: JIJIrA LIIRECTIVA 

Prizicipales 
1. Llabet poal Manuel CC,******l4,670, l9 
2. Zanatta Rehemmali Leonardo Anidres CC*******2,760,271 

3, Munoz Marroguin Diego CC,*******7,688,292 

*** CONTINUA ** 
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**** * fl* *fl* *** **** ****** ****** *********** *** *** ****** ******* **** * *** *** * ***** * 

4. Moittealegre Gonzalez Andres Leonardo Cc.******79,950,262 

Supleotes 
1. Agudelo Pelaer Lois Nernaiido CC .******14,238,997 

2. Aroca a,man2a Arieth Ayelriia  

3. Penarande Ui–ina Adriana Paola  

4. tOvar vasquez Ruth CC.***+52,l75,756 

CERTIFICA 

One seg?n Act. ZJO. 18 del 30 d Octubre de 2003 correspandierite 

is Junta Di.rectiva en Barranquilla, de It sociedad: QYNO?hRM S.A. 
cayc parce pertinente se insc:rihi1 IN esta c2mara da Comercio, at 
05 de Nov/bre de 2003 Ajo ci No. 107,793 del libro respectivo, 

flacon riechos los siguientes oombramientos: 
Cargo/ombre Ideritiiicaci?n 

Gerente General. 
Palacios Aragon Luis Alberto  

CERTIFICA 

Que seg?n Acta No. 49 del 03 de MarzO de 2008 correspondiente a is 
Junta Direct iva on Earranquill a, de la sociedad GYNDPMARM S A. 

cuya parts pertinente Se inscribid en esto C?mara de Coaercio, ci 
11 do Marco de 2008 baja ci No  138,342 del libro respective, 

fueroji hechos led Siguientes liombramientost 

Cargo/Nombre Identificaci?n 

supleote del Cerente. 
Moilajoli Centurion Andres Fernando CL+******35i,283 

cERT.tFIcA 

One seg?rL Arta No, 16 del OS do Mayo de 2008 correspondi etite a la 

Asamblea de Acciooistas en Bar tanquilla, de is sociedad: G?NOPUAMM 

A. cuya Porte perti.nente Se i’iscribi? en esta C?mara do Comerclo, 

el 22 do Mayo On 2008 bajo cI No, n0.053 dcl libro respectivo, 

fuerori hechos los Siguientee nombromientoet 
cargo/Nombre Ideotificaci?n 

Revisor Fiscal 
xorroquin Sepulveda Edgar CC.******17,147,5fl 

CERTI FIcA 

Fee segun Documento privado de fecha 10 de octubre del. 2.000, ins-- 
crito en 5505 camara de Comercio ci 23 da Noviembre del 2.000 bajo 
53 No. 3.822 dcl ii.brn repectivo, consta due el. senor ROSEN NINSKI 
GCWCOWIIK c.c. No. 7,463.982, octuando como Presidente V represen-- 
tante legal de la sociedad GYN0PRN S.A. otorge Poder Especial! 

CONTINUA 
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Amalie y Btrfitenra a KAREN JENNIFER FIGLJEROA GARCIA C,(-. No 32.-
722.070, Para clue an nombre y representacion de La sociedad suscri-- 
Ija nodas las declaraciones cambiarras a due esta obliqada GYNOPgRM 
S.A., an ci giro normal de sue negocios V operacionec sociales - 

CRTIFICA 

One segurl Uoci;merLto privado de �e.ctha to de 0ctthre del 2.. 000, ma-- 
criro an said Camara de Cnmerria ci 12 de junio del 2.002, baja ci 

� 2.164 del ltbro respectivo,consta  qua ci senor JORGE C$TELL?JqOS 
MARTINEZ,identificaao con C.CN0.l9.460089,actuando coma represen-- 
rante legal on l.a saciedad GYNOPHAGM S.A. 000rga Coder Especial Nfl-- 
Pilo y Suficiente a KAREN FIGUERO& GP,RCIA, tdertttficada can le cc-- 
dula dc ci.udadania No.32.732.070 de Barranquilla, mediante docu-
ment, privada as octubre 10/2000, inscrito an la Camara de Corner-- 
cia do Barranquilla bale ci No.1.872 del libro respectivo, pars 
que en representacion de GYNOFARM S.A. suscriba las declaracia-- 
nec cambiarias a las qile esta obliyada GynsiVvRK P.R. cix el flTO 

ordinario de sus negocios y operadiones social es - -----

CE FT IF .IcA 

QIJe en esta C?rnara de Comercia no apareceti inscriptiotlee poateflores 
tie docmnentos references a reforma, disol.uci?n, liguidaci7ri 
nombramientos de represeritantes legales de is expresada sociedad. 

C E R T I FT CA 

Que su ?ltirna Renovac!?n tue el: 23 de Abril tie 2008. 

La inforrnaci?n sabre embargos de establecimiento Se suministra an 
Certificados de MaLr?cula, la tie contratos sujetos a reTistro, an 
Certificados Especiales 
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NARM&CEUTICP.L CO}4POSflO JQW) METHOI) FOR TREATING 
DISORDERS OF THE CENTRAL NERVOUS SYSTEM 

Thisapplicatiorobams the benefit under 35 U.S.C. § 119(e) of earlier filed and 

copcnditigu.S. hosionaI Arplinalion No. 60/349.773, filed January 16, 2002, the 

S contents ofwhich are incorporated herein by reference, 

t. TechncptrwM 

This invention relates to a pharmaceutical composition for treating disorders of 

tho entraI nervous system (CNS), 

10 2. Background ofkelated Art 

CNS disorders are typos of neurological disorders, (ThIS disorders can be drug 

hiduced; canbe atuibuted to genetic prediepusidun. infectim’ or tramrsa; ot coots ec 

unknown etiology. CNS disorders compose neuropsychiatric disorder; neurological 

diseases and mental illnesses, and include neurodegeneraæve diseases, behavioral 

IS disorders, cognitive disorders and cognitive affcrthe disorders. There art several CNS 

disorders whose clinical manifestations save been attdbuted to CNS dysfirnction, i.e., 

disorders resulting from inappropriate levels of neurotratismitter release, inappropriate 

properties ofneurofransmitter receptors, and/or inappropriate Interaction between 

neurotTansmtters and neurotnnssnittcr receptot. Sievert eNS disorders can be 



WO 031061i156 "1 PCTflJSO3/00704 

atteibuted to a cholinergic deficiency, a dopasninc’ic deficiency, an adrenergic 

deficiency anor a oriergic 6eæceriey. eNS fiieordtts of ie&nthe\y vrrton 

occurrence include preaenile dementia (early onset Alalseimere disease), senile dementia 

(dementia of the Alahefiners type), movement disorders associated with Parkinsonism 

5 including Pa*insoos disease, Rtless Leg Syndrome (RLS), Lewy Body Disease 

(LBD), suprai’uoler palsy (SM’), H’mtington’s chorea, tardive dyekinia, hperkinesia, 

nSa, attenioa dect &ot4e, depreesion, arcrety, cbsesaive-cempslswe disorders, 

dyslexia, schizophrenia, headache disorders such as migraine and cluster headanhes, 

epilcsy and Toaretts syndrome. 

10 GABA analogs are known in the art and include those disclosed, e4, in U.S 

Patent Non 4,024.175. 4,087544 and 5,53,175, the contents death of which are 

iacnrporatedby reference hereii 

N-methyl-D-aspartate (NMDA) receptor antagonists are well Inman in the art and 

encompass, for example, dexfromethoqhsn dextrorphan, meinantine, amantidine, d-

IS metha(k,ne and fitirphnnaceutjIIy acceptable salt& taADA recep4or ant4on eta are 

known to inhibit the development of tolerance to arl&Or dependence on addictive dnsgs, 

e. g., narcotic analgesics such as morphine, codeine, etc, as disclosed in U.S. Patent Nos. 

5,321.012 and 5,556,83* and to beat abrasion pain as &cloeedin U.S Patent W. 

5,502,058. –e contents of earth of which are incorporated by reference herein 

20 Nontoxic MYIDA receptor antagonists, such as dextonwthorphan. are also known 

to enhance the effects of some thugs, Menially opioid analgesics. See, e.g., U.S. Patent 

Nos, 5,502,055 and 5,840,731, respectively, the contents Of which are incorporatedhy 

reference herein. In some cases, the nontoxic NMDA receptor antagonist is administered 

2 
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in combination with a local aneathetic, See U.S. Patent No. 5,352583, the contents of 

which are incorporated by retbrenoe herein, 
) - 

It is an object of the present invention to provide a CMS disorder boosting

composition and method in which the CNS disorder-treating aotMty of a GABA analog 

5 is potentiajed by a nontoxic NMDA receptor antagonist. 

It 
is another object of See present invention to provide a MS disorder-treating 

single unit dosage form containing a GABA analog, at least one noutoxio NMDA 

receptor antagorfist and, optionally, one or more additional pharmacologically active 

suhstmiees ag, another drug which is effŁotoat for treatment Of  C’S disorder. 

10 SUMMAJtY OF THE II{VENTIQ2 

Byway of meeting the foregoing as wall as other objects of the invention, a 

nemsd of heaMa5 a (INS djsotr is pTogded vbU comiejacs adminis%e–xg to 

mammal in need oftreatrnent for a eNS disorder a phannaceuticsi composition which 

compdses (a) at least one GABA analog and (b) at least one nontoxic antagonist, Or 

15 blocker, for fha4-methyl-D-asraztate OThAOA) receptor, the oombrneô amount of (a) and 

(,) in the composition being a cNS disorder-treating amount and the amount of (b) in the 

composition being sufficient to potentiato the (INS disorder-treating effectiveness Of (1)  

Optionally, the phannaceutical composition utilized in the methods of the present 

invention now include a third component, (C), winch is a therapeutically effective amount 

20 of in least one other (ThIS disorder-treating drug or other pharmacologically active 

substance. 

The expression ’NMDA receptor antagorist’ shall be understood herein to be 

synonymous Mth, and to include, the expressions antagonist for the NMDA receptor 

and ’blocker for the NMDA receptor", and shall be uodertood to include all nontoxic 



WO 031061656 PCT/USO3/110794 

substances that block an NMDA receptor binding site. 
(2*’ 

The tern’ "flontoxic" asu edhereffi shall be understood narelatave sense and is 

intended to designate any snbstas’ce that has been approved by the United States Food 

and Drug Adn]inisfration (FDK) for adminisfrgjon to humans or, in keeping with 

5 established rea’latory odtSa and practice, is susceptible to approval by the FDA for 

admitsntion to humans. The term nontOxic! is also used herein to distinguish the 

NMDA receptor antagonists that are useflul in the practice of the present invention from 

NMDA receptor antagonists such as MK 801 (the compound 5-methyl-1Ol1-dihydxo-

SH-dibenze[a,d] cyclohepten-5,lO-imine) CN) (the compound 3_[2.arboxwiperann4_ 

10 yl] propyl_l-phosphonic acid) and PCI’ (the compound l-(l-phenylcyclohexyl) 

piperidine) whose toxicities effectively preclude their therapeutic use. 

The expression tNS disorder treating" shall be understood herein to be 

seonomous with, and to include the expressions MS disorder-alleviating’, CNS 

disorder-suppressing" and "eNS disordorinhibiting, "a ONS disorder-treating 

IS method oIlS’ tt,’tien is apcablt 10 dw bUrviralm of mexhobaral CNS disorder as 

Well as the suppression or inhibition of, ClfS disorder in a subject known to tuasifest 

such a disorder, 

The term "potentiate", as applied to the phtmuacendcal composition and eNS 

disorder-freating method of the invention, shall moan that the presence of the nontoxic 

20 NMDA receptor antagonist in the CNS disorder-treating composition does one cfthe 

following: (i) increases Cr48 disorder-treating effects an that the eNS disorder-tieating 

effects from the composition ofte present invention is greater than die sum of the CNS 

disorder-freating effects atfributable to its GABA nociog and nontoxic NMDA receptor 

antagoiiist components when each ofds2compotsts is administered aIon (ii) 

4 
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provides the same level of CNS disordfleating effects using a lower amount of GABA P7 

analog compared to the GABA salog alone (iii) creates a synergistic effect when 

administered with the GAJ3A analog so that CNS disorcler-treating effects are obtained 

when the CTNS disorder-treating composition of the present invention is administered, but 

5 would not be obtained if the nontoxic NMDA receptor antagonist and GABA analog 

were administered alone and to the exclusion of tan other; (iv) suppresses or minimizes 

any adverse effots of the GABA analog 

OESCRWTION OF ThE PREflPSBD EBOD1MENS 

I 
The present invention is useful for freating many CNS disorders, including those 

10 mentioned above. Some of the CNS disorders freatable by aphasmaceutiosi composition 

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

I Mseeses oft WofiHea%thOigtmzat1on areas fo1owst 

Dementia in Alzheimer disease 

Sol Vasculardementia 

15 P02 Dementia in other diseases classified elsewhere 

P05 Delirium not induced by alcohol and outer psychoactive substances 

P06 Other mental dinordem due to brathdtiage and dysfimction and to physical 

disease 

TWO Organic hallucinosis 

20 P06.2 Organic delusional [schizoplrema-lulce] disorder 

F06.3 Organic mood taffective] disorder 

P06.4 Organic xtciety disorder 
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P06.7 Mild cognitive disorder 

P07.1 Postenceplmlitic syndrome 

P07.2 Poatconoussional syndrome 

Fl 1. Mental and behavioural disorders due to use ofopioids 

5 F12. Mental and behavioural disorders due to use of cannabinoids 

P13. Mental andbehavloiiral disorders due to use of sedatives or bypnocs 

P14. Mental andbehavloural disorders due to use ofoocaine 

F -Mental and ’ond disorders due to use ofhafludgens 

P17. Mental andbeliayioural disorders due to use of tobacco 

to Schizophrenia 

Manic episode 

P30.0 Hypommia 

P30.1 Mania without psychotic symptoms 

F30,2 Maniavdth psychotic symptoms 

15 P30.8 Other manic episodes 

P30.9 Manic episode, unspecified 

P31 Bipol’ afibetive disorder 

Y31.0 Bipolar afftttve dismdtt, cuntut tpiso& hipomwAc 

P31.1 Bipolar atThctive disorder, current episode manic without psychotic symptoms 

20 P31.2 Bipolar affective disorder, enTrant episode manic with psychotic s)tiptoms 

P31.3 Bipolar affective disorder, current episode mild or moderate depression 

F31.4 Bipolar affective disorder, ouaent episode severe depression without psychotic 
symptoms 

P31.5 Bipolar affective disorder, current episode severe depression with psychotic 
25 symptomS 

11 
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F32 Oeprosefvs episode 

F34 PtSsontmood affettà\ izc,tttm 

E34.0 Cydothymia 

E34.1 Dy*jma 

5 r41 Other nIeW disorders 

HI.0 Paso &ot4er [episodic paroxystnel onsty 

P41.1 Generalized anxiety disorder 

P41.2 Mixed anxiety and depressive disorder 

P41.3 Other mixed aLte, disorders 

10 HIS Other spifiednietYdisorderS 

P41.9 Anxiety disorder, wisperdliad 

P42 Obsessive -compulsive disorder 

P43,1 Post-t’aumatic stress disorder 

P43.2 Adjustiiient disorders 

15 Es’ NonorgaTlic sleep disorders 

P55 Abuse of non -dependetoe-prOduoing substances 

P55.0 Anddepressants 

F55.2 Analgesics 

P61 Mixed and other personality disorders 

20 F63 Habit and impube disorders 

Diseases oldie nervous system ((00-099) 

Sensonal affective disorder 

Additional CNS disorders that alt freatable in accordance with the invention 

include: 

VA 
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AIDS - NeuroogicaI Manifestations 
Acquired lipileptiferna Aphasia 
Mnyotrophic Lateral Scleros9 
Anoxa or Rwxia 
Apraxia 
Attention Deficit-H3peractMty Disorder 
Autism 

Brain Injury 

Cerebral Palsy 
Chorea 

Dementia with Ley Bodies 

Encephalitis and Meningitis 
Encephalocelea 
Epilepsy 

Head Injury 
Herpcs Zoster 
Hypoxia 

Immune-Mediated Encephalomyclitis 

Lennox-GastaUt Syndrome 
Loulcodyatiophy 
Lewy Body Dementia 
Lissenoeplialy 
Locked-In Syndrome 
Lou Oehrig Disease 
Lupus - Neurological Sequelee 
Lne Disease -Neurological Sequelae 

Meningitis 
Motor Neuron Diseases 
Moyamoya Disease 
Multiple System Atrophy with Postural E3potensiorl 

Narcolepsy 
NeurofibrOnllttosis 
Neurological Manifestations Of AIDS 
Neurological Sequelae Of Lupus 
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NeLutlogica! Secjue!ae Of Lyme Disease I) 

Nitmaim-Pick Disease 4/5 
ik%so,s D,ett 

Picks Disease 
Post-Polio Syndrome 
Poetthfectioos Encephalomyelitis 
Prorressive ranuclearPalsy 
Pseudotumor Ceræ,n 

Re&tless fegs Syndrome 

Selijider’s Disease 
Syderiham Chorea 
Syncope 
Systemic Lupus rythematosus 

Tardive Dyskinesia 
Tremor 

Wilsons Disease 

In addition to the foregoing CNS disorders, other CNS disorders, or neurological 

diseases, that may be useflully trcotctl by the phamlaceutical composition of this invention 

include, but are not limited to, Tonrette syndrome, Aspergers syndrome, and Similar 

5 gene& arid infectious diserist agethng to bmjn athm spmM cot& 

Usenil GABA analogs include those disclosed. e.g, inu.S. Patent Nos. 

4,024175, 4,057,544 and 5563,175. Aprekrrenembodimentofthe therapeutic 

composition herein utilizes a GABA analog of Formula I 

HS4� ctb-C�cloCO2Ri p 

10 wrS It, is hy&ogen or bweralIQafldn is on integerOffrom 4  t and Ilba 

phanraoeuUcally acceptable salts thereof. 
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A preferred OABA analog ofrormula I wherein Ri is hydrogen mom is 5 is the 

comd l-(nomethylcyclohexane atic acid, os genednally tai gabentin. 

Other preferred GAI3A analogs of FonniAa Iwheroin the cyclic ring is subslitiited, for 

example, with alkyl such as methyl or ethyl, include such compounds as (1-sminomethyl-

S 3-mthincycIohexy1Jacetic acid, meme acid, and 

(l-amjxiomethyl-34.dimethylcyclopentyl) acetic. acid. 

Another preferred embodiment of the therapeutic composition herein utilizes a 

GABA analog of formula If 

H2NCtCowOu 
if 

to or 

Wherein K1 is a straight or branched alkyl of from Ito 6 cation atoms, phenyl, or 

eycloaklyl offroni 3 to 6 carbon atoms, R2 is hydrogen or meths and R3 is hydrogen, 

methy%, o& oarbox1A, 5M the pImeteatIcaiy sctptsMe sa%%e, tMastetomen N4 

ontiomers thereof 

IS Preferred GABA analogs of Formula flare those wherein III and R3 are both 

hydrogen and R1 is �(CHriC4B9 as an (k) (5), or (KS) isomer, A preferred 

compound of this type is 3-aminoinethyl-5-methyl-hexanoic road, and especially (S)-3-

(amin,methyl)-5-methy]hexanoIc acid, blown gonencally aspregaba, Prvgoa)in 6 

also known as ’CI-IOO8 11 and "s-(4)-3-IBG�’ Another preferred compound ofrormiila If 

20 is 3(I-aminoethyl)-5-methylheptanoic acid, 

GABA analogs, including those described above, are readily available, either 

commercially or by synthetic inethcdologywell’knowTl 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 

useflul for potentiating the CNS disorder-treating activity ofthe GABA analog in 

accordance with this inve1t4on are dextromethouphan ((+)-3- land roxy-N-

5 methylmorphinan), its metabolite dextrorphan ((4)-3-hydroxy-N-metliylmorpliinan), 

amantadine (1  -amino adaniantine) nemantios (3 .5 diinethylaminoadaniantone) d-

methadone (d-fom ofó-dimethylaunino4 4-diphenyl-3-heptanone hydrochloride), their 

mixtures and their pharmaceutically acceptable salts, 

Of Von fGreogNMDK-roeptr ertazon,dextromethorphanit become due 

10 to its wide use in over-the-counter medications where it functions as a cough suppressant. 

For purposes of this disclosure, ’extended release includes ’controlled release 

and ’raatarreA release asd pth1ns to the ,eeeze or pmezvtcet agunta at a deiued 

level over an extended period of time. 

The expression "dosage form" is understood to include unit dosage font!. The 

15 expression unit dosage font means aphysicthly dscretetmii Vieth contaiza spect3nd 

amounts of   GABA analog in combination with the nontoxic INMDA receptor 

antagonist, and any other pharmacologically acth,e substance or pharmaceutical 

excipient, wrnd, amounla ale selected so that anxed numoer, e.g. one, oftelinitsi, 

suitable to achieve a dashed therpeufic effect 

20 In the pharmaceutical composition of this invendon, the combined amount of 

GAEA analog tind nontoxic NMDA receptor anthgothst must be a CNS disorder-treating 

amount, the amount of M.DA receptor antagonist in the composition being sufficient to 

potentiate the CNS disorder-weating activity of re, GABA analog component of the 

composition. The GABA analog can be present in the pharmaceutical composition in an 

II 
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amount which, ifadmmnhstered by itsidt would constitute a CNS disorder -treating amount 

or it can be present in the composition in less than this amouot provided that the amount 

ofTlontoxic NMflkreceptor antagonist presant therein is sufficient to provide an 

effective CNS disorder-treating dose, 

As noted above –e nontoxic NMDA receptor antagonist must be present in the 

pharmaceutical composition in an amount sufficient to potentiate the CNS disorder-

treating activity of the GABA analog. It would be recognized by one skilled in the or 

that this a,noont ad U relate to the amount of the GABA analog present and its CMS 

disorder-treating

 

impurity, the nature of the nontoxic NNDA receptor antagonist and its 

to ebility, to es*za the CNS disoxder-treatiag effect, as well as the particular foumilotion 

containing the active substances. As those skilled in the of will recognize, many factors 

that modify the actioo of the active substances herein, such as the state and circumstances 

of the host being frsed, will be taken into accomt by the treating physician and include, 

for example, the ago, body weight, sex diet and condition of the subject including 

IS metabolic status, the time of administration, the rate and route of administration, and so 

forth. Optimal dosages for a given set of sanctions can be ascertained by those skilled in 

The ml 125mg convent2ona dosage Aftimparron 15115. 

A useful intravenous combined dosage form can, e.g., contain from about S to 

about 50 mg of the selted (MBA analog and a usetbI oral dosage form can contain 

20 from about to to about 800 mg of the GABA analog, Given these rnde variations in 

dosage levels of me GABA analog component, there can similarly be a wide variation in 

the dosage level of me nontoxic NMDA receptor antagonist. For the prepared nontoxic 

NMDA receptor antagonist, dextTomethorpban in the ibm’ outs bydrobrotnide salt, 

12 



lJ 
WO 03/061656 PCT10S0y00794 (t 

dosages can generally mnge from about 10 me to about ?50 mg psr7O kg body wthght, 

preferably from about 30 mg to about 300 mg per 70 kg body weight. 
2 

In addition to the GABA analog and at least one notitoxic NMDA receptor 

atuagonist, the pharmaceutical composition herdxi can optionally contain at least one 

other pharmacologically active substance which is useful for boo treetmont of CNS 

disorders, Including any of the specific CNS disorders mentioned above. Illustrative, but 

not exclusive of such other pharmaceutically arrive substances aild the specific CNS 

disorders for which they are indicated to be useflul are: 

. Antidepressants, including occedone, 

10 0 Tricyclics, incjudiog an’ihiptyline (ElevilT), desiprajnine (NorpraminiM). 

doxepin (SinequanTM or AdapinT, imipramine (Tofranil9, nortiptyline 

MerA)4cff peoaelm Q0fitimmorcht taiP 

o selective serotonin re -uptake inhibitors (SSRIs) including citalopraTil 

(Celexa). fluoxetine (ProzacTaf), fluvoxamine ([uvoxt, pasuxetnie 

IS (PaxiP, seitraline (ZoloftTh). tejnazcpam (RestothP) 

o Norepinephilne Srotonin Reuptaxe Inhibitors (’NSRJS), including 

venhdäxine (EfitorTh, mirtazaphie (RemeronTM), nefazodcne 

(SerzoneTh), railnacipran, and duloxetine (Cymbaltafi) 

o buspirone (BuSpar) 

20 0 bupropion hydrochloride (Wellbutiin(D) 

o Dopamineigic, including levodcpa and levodopa in combination with 

cerbidopa 

� Memory-enhancing or Memory-stabilizing 

aeetylcliolinesterase (AChE) inhibitors, including tacrine and donezepid; 

13 
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selegiline 
((.7 

Antipsychotic and/or Antiscbizoplrenic, including chiorpromazine (rhorazinemr) 

halopesidol (E3Jd0ITM), pimozide, thiphenazthe 

Anti-addiction drugs 

3 o Opioid antagonists 

o Dopaminer&c 

Nicotinergic, including nicotine and nicotinic compounds 

� Riluzole 

� methyiphenidate (Ritalin) 

10 � Paddnsonian drugs 

o Methyldopa 

o Antickiolinergic 

o Dopaminergic, including bromocriptine, 

� Adrenergic agoilists, includiDg clorudine 

IS � Anti-a’uiety drugs, including benrodiazepines and clonazeparn 

These and other drugs for tteafing CNS disorders can be included in the 

phammceutioal composition of this invention at known and conventional dosage levels. 

It veill also be apparent to one skilled in the art that many of me drugs noted above can be 

classified in more than one category for more than one use Thus  for example, clonidine 

20 which was osiginally marketed for the treatment olhypertensiofl. has found uses in 

treating opiate withdrawal, anxiety, and attention deficit disorder. 

The pharmaceutical composition of this invention vvill ordinarily be fomiulated 

Mth one or more pharmaceutically acceptable ingredients in accordance with known and 

established practice. Thus, the pharmaceutical composition cab be formulatedis a liquid, 

14 
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powder, olith. injectnbM solution, etc. Formulations fororal use can be protddas 

(1* 
2 tablets or hard capsules wherein the phannaoologica]ly aotiv# mgredients are mixed with 

an area who  dilueDt such as calcium carbonate, calcium phosphate or kaolin, or as so 

gelatin capsules wherein the active inredients as  mixed with an oleaginous medium, 

5 e.g., liquid paraffin or olive oil. Formulations include those ofimmediate-release 

preparations and those providing modified-releree or extended release chencterislics, 

such as those that provide dosing every 6 hours, every 8 hours, every 12 hours, every 24 

boirs up to those thax proviæe causing staxonvals up to a monthly baths. 

9iile it is within the scope of the invention to concurrently adnjinister separate 

to dosage forms oGABA analog and the nontoxic NMDA receptor antagonist to treat a 

CS disorder, as a matter of convenient e these dregs are preferably coadministerod as a 

single, or combined, dosage fonn. All modes of administration are contemplated, e.g., 

orally, rectally, parenterally, intrathecally, intranasally, frarisdermally, and topically. The 

term parenteral as used herein includes subcutaneous, intavenous, intramuscular and 

15 intrasternal injections or infusion techniques. In addition to the treatment ofwami-

blooded animals such as mice, rats, horses, cattle, sheep, dogs, cats, etc., to compounds 

of to invention are effective in the treatment oIhmnaas. 

As the pharniaceut.icaJ compositions of the present invention contain at least two 

components, the pbazmaceutrcal compositions may provide for the ümnediate release of 

20 the GABA analog and the NMDA receptor antagonist, the etcnded release oldie two 

components by inclusion in the same or ditIŁrent sustained release carrier(s), or, üì some 

cases, the inmiediate celease of one component and the extended release oldie other 

Componont. Similarly, where at least one other drug for treating a MS disorder or a 

thempeutically elective amount of at least one other pharmacologically native substance 
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is included lathe phatmaceotical composition in addition to the GABA analog andthe at 

least one nontoxjc NUDA receptor antagonist, the phamrnceutical composition may 

pm.de for the immediate release of the components, the exiended release of the 

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

5 mvnedlate release of some component(s) and the extended release of the other 

component(s). 

Sustained release of the pharmaceutical composition may be accomplished in 

aecordance with formulations/methods of manufacture knoval to those skilled in the art 

ofphaimaoeutical formulation, .g., via the incoiporation of that pharmaceutical 

10 tom p0 ton n an extended nlease caMui; or via  tont,oikd release cotti,’g of a caniex 

containing the pharmaceutical composition. 

In one einboainent, the pharmaceutical composition comprises a GABA analog 

in an extended release form in combination with at least one floiltoxic NMDA receptor 

antagonist in anumnodified state capable of immediate release, Ii, another embc<hment. 

15 an extended release carrier containing the GABA analog is combined with an immediale 

release carrier containing the nontoxic NMDA receptor antagonist. The nontoxic NNWA 

receptor antagothst may also be applied to the exterior surface of the extended release 

carrier and is thus available for imncdiate release. Alternatively, the GABA analog may 

be contained in anoimal release carrier having a coating that controls the release of the 

20 drug. In such a case, the coating may contain the nontoxic IS%IDA receptor antagonist, 

which is available for hnmediate release. Where at least one other drug for treating a 

CNS disorder or one other therapeutically effective amount of in least one other 

pharmacologically active substance is included in the analgesic composition in addition 

to the OkRA analog and at livest one nontoxic NMDA receptor antagonist, the other drug 

Ir 



NQO 0ThóTh51, PCTfllSlWY74 

may be included in Sther the extended release caterfor, the immediate release canier or 

both, depending upon the phagnacologically active substance and its desired effect(s). 

Suitable base materials for controlled release caters include combinations of 

higher aliphatic alcohols and acrylic resins. Base compositions prepared from such 

5 higher aliphac alcohols and acrylic resins provide sustained release of therapeutically 

active ingredients over a period of time from five hours and for as much as 24 hours after 

administration, generally oral edministrution, in humans or animals. 

These bases can he prepared from any pharmaceutically acceptable higher 

aliphatic alcohol, the most preferred being any alcohols of 10-18 carbon atoms, 

10 particularly stearyl alcohol, beryl alcohol, cetostearyl alcohol, lau’yl alcohol, myristyl 

alcohol and mixtares thereof 

Any acrylic polymer which is pharmaceutically execrable can be used Sirthe 

purposes of the present invention. The acrylic polymers may be cationic, anionic or non-

ionic polymers and may be acrylates or methacrylates, fanned ofmethacrylic acid or 

IS methacryjic acM eslera These palyrnas can be ayndfiesizaJ, as indicated shove, to be 

cationic. anionic or non-ionic, which than renders the polymers pH dependent and 

consequently soluble in, or resistant to, solutions over a wide cange in PH. 

To ad(ion, suitable materials fr,r h’cbsion in a controfled re, base canner includc 

(a) Hydrophilic polymers, such as gums, cellulose ethers, acrylic resins and 

20 protein derived materials. Of these polymers, the cellulose ethers, especially 

hydroxyalkylcelluloses and corboxyalkylcelluloses, are preferred. The analgesic 

composition may contain between 1% and 80% 
y 

weight) of at least one hydrophilic or 

b,dsplIcbic polymer. 

) 

Digestible, long chain (CrCsr especially Ciz-Ce), substituted or 
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unnubstituted hydrocazi]ons, such as fatty acids fatty alcohols, glyceryl estate 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 Ityditcorbon materials, ftty 

(aliphatic) alcohols an preferred. The oral dosage 1mm may contain up to 6O’/o (by 

weight) of  least one digestible, long chain hydrotaibon. 

(C) Polyethylene glycols, The oral dosage tbrm may contain up to 60% (by 

weight) Of at least one polyallcyleac glycol. 

One particularly suitable carder comprises at long one water soluble hydroxyalkyl 

cellulose, at least one CirCs, presently C,4-Can alipbatic alcohol and, optionally, at 

10 least one polyalkylene glycol. 

meat least one hydroxyalkyl cellulose is preferably a hydroxy (Ci to Cs) alkyl 

callaboas soon  hydrox)propylceilubos4 hydroxypropyhnetllylce4lulose ar4 especially, 

hydroxyethyl cellulose. The amount of me at least one hydroxyalicyl cellulose in the 

present pharmaceutical composition will be detcinined, inter alia, by the precise rate of 

15 dreg release required Preferably however, the and dosage fcwm contains between 1°/i 

and 45%, especially between 5% and 25% (by weight) of the at lent one hydroxyalkyl 

cellulose, 

Wbile the at least one ahiphalic alcoho  may , fcrexnmple, Local social, 

Inyristyl alcohol or stearyl alcohol, in particularly preferred embodiments the at least one 

20 aliphatic alcohol is cetyl alcohol or cetostearyl alcohol. The amount of the at Icast one 

aliphatic alcohol in the present dosage form will be determined as above, by the precise 

tare ci dmg release required. It wilt also depcv4on whether at least one polvaIlcylene 

glycol is present in or absent from the dosage form. In the absence of at least one 

polyalkylene glycol. the dosage form preferably contains between 20% and 50% (by 
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weight) ofthe at least one a]iphatic alcohol. Whon at least one polyal]cylene glycol is 

Present in the dosagc forrn then the combined wet g$ of the at been one oliphatic alcohot 

and the at least one polyallcylcne glycol preferably constitutes between 20% and 50% (by 

weight) of &a total dosage. 

S In the present preferred dosage form, the ratio of, e.g., the at least one 

lsydroxyallcy4 cellulose or acrylic resin to the at least one aliphatic alcollol/poiyalkylene 

glycol determines to a considerable extent, the release rate of the drug from the 

formulation. A ratio of star at least one hydtoyalkyl cellulose to the at least one aliphatic 

alcohol’polyalkylene glycol of between 1:2 and ’:4 is profeited, with a ratio of between 

10 1:3 and 1:4 being particularly preferred. 

The e least one poyalkylene idysid maybe, for example, poWpropYIene glycol 

or polyethylene glycol, which is preferred. The number average molecular weight of the 

at least one polyalkylene glycol is preferred between 1000 arid 15000, more preferably 

between 1500 and 12000. 

IS Another suitable conoIted release carrier comprises an alkylceUulose (especially 

ethyl cellajose), a Cr2 to C36 aliplmrtc alcohol and, optionally, a polyalkylene glycol. 

he addition to the above ingredients, a conliolled release carrier may also, contain 

suitable quantities of other materials, e.g., diluents, lubricants, hinders, granulating eids, 

AOcolorants. flavorants and glidants that are conventional in the phammeeutical art. 

I 20 As an alternative to a conoIled release carrier, the pharmaceutical composition 

may be in a normal release cattier having a coating that coutrols the release of me 

I 
tomposttc. In pa cilarty pxefene embcmu%s f s ospect of the irivertkt, tM 

Present dosage form comprises film coated spheroids containing the pharmaceutical 

I 
composition and a non-water soluble spheronjsing agent. The ten spheroid is Iniown in 
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the pharmaceutical art and means a spherical granule haing a diameter of between 0.5 

Iren and 2.5 nun espially between 0.5mm and 2.0 nmi, 

The spheronisir’g agent may be any pharmaceutically acceptable material thai, 

together with the active ingredient, can be splieronised to fonu spheroids. 

Microcrystalline cellulose is preferred. According to a preferred aspect oldie present 

invention, the film coated spheroids contain between 70% and 99% (by weight), 

espeoially between 80% and 95% (by weight), of the spheronisitig agent, especially 

microcrystalline cellulose. 

In addition to the active ingredient(s) and apheronising agent, the spheroids may 

10 also contain a binder. Suitable binders, such as low tscoeity, water soluble polymers, 

are well known to those skilled in the pharmaceutical art. However, water soluble 

hydroxy lower alkyl celluloses, such as hydroxy propyl cellulose, are preferred. 

Additionally (or alternatively) the spheroids may contain a water insoluble Pollutant, 

especially an acrylic polymer, an acrylic copolymer, such as a methacrylic acid-ethyl 

IS acrylate copolymer, or ethyl cellulose. 

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

the pharmaceutical composition at a controlled rate in an aqueous medium,

 

"titillation 

is chosen so as to achieve, in combination still the other ingredients a deshable in vitro 

release rate, preferably between about 12,5% and about 42.5% y weight) release after’ 

20 hour. 

The film coat will generally include a water insoluble material such as: (a) a wax, 

either alone or in admixture with a may alcohol; (b) shellac or acm; (C) a water insoluble 

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

Preferably, the film coat comprises a mixture of the water insoluble material and a 
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water sthuble material. The ratio of water insoluble to water soluble material is 

determined by, among other factors, the release rate required and the solubility 

characteristics of the materials selected. 

The water soluble material may be, for example, polinyIpyiTolldone or. more 

preferably, a water soluble cellulose, especially hydrox)propy]methyl cellulose. 

Suitable combinations of Water insoluble and water soluble materials for the film 

coat include shellac and pcty-nylpyrrolidone or, more preferably. eth)4 cellulose and 

hydroxypropylinethyl oelluloe. The nontoxic NMDA receptor antagonist may be 

applied to the exterior suthce g or included within. the that coat to provide for the 

10 Immediate release of the nontoxic NMDA receptor antagonist while at the same time 

providing for the extended release of the GABA analog from the spheroid. 

In mother entbcdiment, in order to tbtai3’ a mstained teouet of the 

pha,maceutical composition sufficient to provide a eNS disorder-heating effect Sir an 

extended duration, the substrate comprising the phamiaceutical composition may be 

15 coated uitli a sufficient amount of hydrophobic material to obtain a weight gain level 

ftom about 2 to about 30 percent, although the overcoat may be greater depending upon 

the phuicat propeilies of the particular pharmaceutical composition and the desired 

release rate, among other things, In such a ease, the GABA analog may be contained in 

the substrate and the nontoxic NOA receptor antagonist maybe applied to the exterior 

20 surface of, or included within, the hydrophobic coating to provide for the immediate 

release of the nontoxic 1ThADA receptor antagonist while at the same lime providing for 

the extended release of the (MBA analog. 

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

pharmaceutically acceptable solvent, including water, methanol, ethanol. methy!ene 
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chloride and mixtures thereof Its preferable however, that the coatings be based Won c 

aqueous dispersions of Fee hytophobic material. 

In certain preferred embodiments of due present invention, the hydrophobic 

pQIyLUOr comprising the sustained-retease coating is apharLuaceuticatly tceptable 

acrylic polymer, including but not limited to acrylic acid and mcthacrylic acid 

copolymers, methacrylic acid copolymers, meth1 methacrylate copolyniers, ethoxyethyl 

methacrylates, cynaoethyl nwthacrylate, amhioarcyl methacrylate copolymer, polyacrylic 

acid polyniethacrylic acid, n,ethacrylic acid alkylamide copolymer, p&y(methyl 

methacrylate), methylmethacrylate, polymethacr1ate, poly(methyl methacryInte) 

10 copolynier, polyacrylamide, polymethacryJic acid aithydride), and glycidyl methacrylath 

copolmers. 

In other prelrred embodiments the hydrophobic polymer which may be used for 

coating the substrates of fire present invention is a hydrophobic ccllulosic material such 

as ethylceltulose. Those skilled in the alt will appreciate that other cellulosic polymers. 

15 including other alkyl cellulosic pclmers, ’nay be substituted for part or all of the 

ethylcellulose included in the hydrophobic polymer reading of tire present invention. 

In enibodiment of the present invention where the coating comprises an aqueous 

dispersion of  hydrophobic polymer, the inclusion of on effective amount ofaplasticizer 

ate aiueous dispersion othydrophobic polymer will further improve the physical 

20 properties of the film For example, because ethylcellulose has a relatively high glass 

transition temperature and does not form flexible films under nommal coating conditions, 

it is necessary to plasticize the ethylcellulose before using the Sante as a coating material. 

Generally, the amount of plasticizer inc’uded in a coating solution is based on the 

concentration of the fl]m-former, e.g., most often from about Ito about 50 percent by 
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weight of the fflm-tbrmer. Cozicenation of the plasticirer. however, can only be 

properly determined after careflul experimentation with the particular coating solution and 

method of application. 

Examples of suitable plasticizers bar ethylcellulose include water insoithie 

5 plasticizers such as dibutyl sebacate. diethyl phthalate, tHethyl citrate, thbutyl citrate, and 

triacetin, although it is possible that other water-insoluble plasticizers (such as acetylated 

monoglyceril phthalate caters, castor oil, etc.) may be used. Triethyl citrate is 

especially preferred. 

invention Examples of suitable plasticizers for the acrylic polymers of the present 

10 include citho said esters such as triethyl citrate Np XVI, tmibutyl citrate, dibutyl phthalate, 

and possibly 1,2-prop3ene glycol, polyethylene glycols, propylene glycol, diethyl 

phthalate, and thacetin, although it is possible that other water-insoluble plasticizers 

(such as acetylated monoglycemides, phthalate tatters, castor oil, etc.) may be used. 

Triethyl citrate is especially preferred. 

15 Sustained -release spheroids or beads, coated with a therapeutically active agent, 

i.e., pharmaceutical composition, are prepared, e.g., by dissolving the phannaceutical 

composition in water and then spraylog the solution onto a substrate using a Wonder 

insert. Optionally, additional ingredients are also added prior to coating the beads in 

order to assist the pharmaceutical composition binding to the substrates, andlor to color 

20 the solution, etc. For example, a product which includes hydroxypropyl methykellulose, 

With or without colorant, may be added to the solution and the solution mixed (6, 9., for 

about I 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 ’airier agent, 

W separate the phsnrmsceuticsj composition frcen the hydrophobic sustained-release 
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coating. An example of  suitable barrier ageS is one which comprises hydx)propyl 

methylceihilose. However, any Aim-former Irnovsri in the art may be used. It is prefelTed 

that the baTTier agent does not affect the dissolution rate of the finnI product. 

The plasticized aqueous dispersion of hydrophobic polymer may be applied onto 

the sthstrate comprising the phannaoeuticM cornpositionby epinying using any suitable 

spray equipment hio’n in the ait In a preferred method, a Wurster fluidized-bed system 

is used in which anairjet, ixected from underneath, fluidizes the core material arid 

effects drying while the acrylic polymer coating is sprayed thereon. A sufficient amount 

of the aqueous dispersion of hydrophobic polymer to obtain apredetemlined sustained-

10 release of said phannaceutical composition when said coated substrate is exposed to 

aqueous solutions e.g. gastric fluid, is preferably applied, taking into account the 

physical characterielics of the phairnaceutical composition, the answer of incorporation 

of the plasticizer. etc. After coating with the hydrophobic poI>mer a further overcoat of 

a film-fanner is optionally applied to the bends, This overcoat is pro%ded, if at a!] in 

IS order to substantially reduce agglomeration of the beads. 

Next, the coated beads arc cured in order to obtain a stabilized release use of the 

pharmaceutical composition. 

The sustained-release profile of the fonnulations of to invention can be altered, 

for example, by varying the thicimess of tire hydrophobia coating, changing the particular 

20 hydrophobic material used, or a]tering the relative amounts of, e.g., different acrylic resin 

lacquers, altering the manner in which the plasticizer is added (e.g.. when the sustained-

release coating is AMVrst from an roystecom dispersion of hydrophobic potyner),by 

varying the amount of plasticizer relative to hydrophobic polJmer, by the inclusion of 

additional ingredients or excipientss by altering the method of manufactur; etc. As noted 

24 



W0031061656 PCl/13S03100794 

above,the nonto%io NMDA receptor antagonist maybe applied to the exterior of, or 

contained within, any coating of a carrier containing a GABA analog to provide for the 

immediate release of the nontoxic NMDA receptor antagonist while at the same time 

protth’g for the extended rsLesseoftheGABAraft, 

5 The coaling solutions of the present invention may contain, in addition to the 

film-former, plasticizer and solvent system (i.e., water), a colorant to provide elegance 

and product distinction, Color may be added to the solution of the phannaceutical 

composition instead, or in addition to the aqueous dispersion of hydrophobic pol)ener. 

In another embodiment, the pharmaceutical composition of the present invention 

10 is in an aqueous sunfiensdon. Aqueous suspensions can include pharmaceutically 

acceptable excipients such as suspending agents, e.g., sodium csxboxynaethyl cellulose, 

hydroxyproy!mthyIceU lose, sodium atginate, poflkLyIpyuoliJJone. 

gran tiagaoanth and gum noscia; dispersing or wetting agents such as naturally occurring 

pliosphatides, e.g., lecithin, or condensation products of  alkylene oxide with fatty 

IS acids, e.g., polyoxyetiiylene steagnte, or condensation products of ethylene oxide with 

long chain aliphatic alcohols, e.g., heptadesaethylene-oxycetanol. or condensation 

products of ethylene oxide with partial esters derived from fatty acids and a hesitol, e.g., 

polyoxyethylene sorbitol monooleate or condensation products ofeth$ene oxide with 

� partial esters derived from fatty acids and liexitol anhydrides, e.g., polyoxye113’lene 

20 
sorbitan monooleate. The aqueous suspensions can also contain one or more 

preservatives e.g., ethyl-or n-propyl-p-hydroxy benzoate, one or mote coloring agents, 

one or more flavoring agents and one or more sweetening agents, such as sucrose, 

saccharin or sodium or calcium cyclamate. 
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The pharmaeeutieth composition herein can be formulated as a solid, liquid, LI 

powder, elixir, injectable solution, etc lNben formulated for oral delive,y, the 

combination of drags herein maybe in the form of tablets, liquids, troclies, lozenges, 

quick dissolve tablets, aqueous or oily suspensions, multiparticulate formulations 

5 including dispersible powders, ipmulea esther sphercids or coated host beads, 

emulsions, hard or soft capsules, syrups or elixirs, microparticlas (e.g., ,riicrocapsules, 

microspheres and the like), buccal tablets, etc. The pharmaceotical preparations can be 

sterilized and if desired mixed with auxiliary agents, e.g., lubricants, preservatives, 

stabilizers, emulsifiers, salts for influencing osmotic p1ssure buffers, coloring, flavoring 

10 and/or aromatic substances and the like. They can also be combined where desired with 

other active agents, e.g., other analgesic agents. For oral sAnliniefration, particularly 

suitable are tablets, dragees, liquids, drops, suppositories, capsules, caplets and geloaps. 

The compositions intended for oral use may be prepared according to any method lamowe 

in the W. VThen prepared as tablets, the tablets may be uncoated or they may be coated 

IS bylcnown teelmiques for elegance, or to further May release of the active ingredients. 

Fonnulations for and use may also be presented as hard gelatin capsules wherein the 

active ingredient is mixed with an inert diluent. 

The following examples are illustrative of pharmaceutical compositions for the 

eajment of CNS disorders in oocordanoa with the inveritiom 

20 
Conponents  

Example Dosage OABAMmI0& NontoxicNMDA Other Drug 
Porni  Receptor Mtagr.,ist, og CocOI1nI. w 
oral gabapenun, dextrornethorphan HEr, - 

50-800 10-750 
2 

_________  
oral gabapentin, 0-methadone HCI, - 

50-800  

3 oral pregaba]in, dexfromethorphan HEr, - 
l000 10-Sfi  
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Dniz Copnents 
Bxample Dosage 

_________ 

GABA Analog, Noatoxic ThIOA Other Drug 
Form Iteceptor Antanit, fig Component, 

4 oral I 

_MR ___ ______ 

pregabaJin, d-mSrndone HO, - 

1-00  0-800 
5 oral gabapentin, dexfromethorphan HBr, 

_______ ______ 

nicothie or nicottic 
50-800 10-500 couad, 5-200 

6 oral gabapentin, dexfromeflioiphan HBr, Mounnsticl, 
5-50 

oral F gabapentin, dexfroinethoipl,an HBr, donexepil HO, 
5MOO10-500 5-50 

$ oral gabapeitb, dexfromethorphanHBr, cathidops, 10-100, 
50400 10-500 

250 

9V??Ie

pregabalin, dextzomethorpllanHBr, � 

I 10600 
10-50010pregabalin, 

_____  

d-methadone1101,_____0600
 

10-500IIgabapentin, 
_____ 

dexfromethorphan 
HBr,____10-600 

10-500pregabaliti. dexfromethorphan HEr, � 

10-600 10-500  

It ivill be understood that vasous modifications maybe made to the embodiments 

disclosed herein. Therefore, the above deecription should not be consfrued as limiting, 

S but merely as exemplificalions of preferred etnbodimei,ts. For example, NMDA receptor 

antagonists other than dextroniethorphan can be utilized in the CM disorder-treating 

pbnrmaceuticai composition described herein. Those skilled in the grt will envision other 

modifications within the scope mid spirit of the claims apponded hereto. 
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WBAT7S CLAMED IS: ()5 

I. AmethodofestingaCNS disorder winch comprises administering toa 

2 mammal in need of meament for a CMS disorder a CNS disorder-treating amount of a 

3 pharmaceutical composition comprising: 

4 (a) at least one (MBA analog and 

5 (li) at least one nontoxic antagonist for the NMDA receptor, 

6 the combined amount of (a) and () in the composition being a CNS disorder-

7 freating amount and the amount of (b) in the composition being sufficient to potntiate 

the CNS diso1er-Ireating effectiveness of (a). 

1 2, ike racthcd of Claim I wherein the GABA analog ponesaes the sracare 

rIØ� crlr7CyCH2CO2Ri 

2 (bkI1)il 

3 wherein R1 is hydrogen or lower a!kyl and n is an integer of from 4 to 6, and the 

4 pharmaceutically acceptable salts ther&af. 

3. The method of Claim 1 wherein the GARA aaIog it gabapeudu. 

4. The method of Claim I wherein the GABA analog possesses the sltucftre 

akno 

H1NCIcCH2COOH 

2 a1 

3 wherein RJsa straight oruc&daIky[of train 1to6cxbort#omsphenyl,or 

4 cycloaklyl of from 3 to   carbon atoms, R2 is hydrogen or methyl and R3 is hydrogen, 
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5 methyl, or cathoxyl, and the phannaceulically acceptable salts, diastereomers and 

6 enantiomors thereof. 

5. The method of Claim I wherein the GAEA anMog is pregabalin, 

1 6. The method of Claim I wherein the nontoxic NMDA receptor antagonist 

2 is at least one member selected from the group consisting ofdextromethorphari, 

3 dextrorphan, amantadine, menianline d-methadone and phannaceuticelly acceptable salts 

40 4 thereof. 

1 7, The method of Claim   wherein the nontoto NMDA recetor antagonist 

2 is at least one member selected from the group consisting ofdextsoniethorphan, 

3 dexfroiphan, sammusains, memantine, d-methadone and pharmaceutsily acceptable salts 

4 thereof 

S. The method of Claim 3 wherein the nontoxic NMDArector antagonist 

2 is at least One mcmber selected from the group consisting ofdexfromethorphan, 

3 dextrorphan. amantadin; memantine, d-methadone and pharmaceutically acceptable salts 

4 thereof. 

9. The method of Claim 4Wherein the nontcxc NMOA receptor antagonist 

2 is at least one member selected from the group consisting ofdextrometborphau, 

3 doxnrphan snmntadine, meniantin; d-mcthadone and pharmaceudcally acceptable salts 

4 thereof. 
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O, The method of Claim S wherein the nontoxic NIfIDA receptor antagonist 

2 is at least one member selected from the gmup consisting ofdexlromethorphan, 

3 dexfrorphaii, amantadin; memantth; d-methadone and pham,aceutically acceptable sails 

4 thereof. 

I it. Themeth&of claim wht,cn} real (e)of*tepiwrmnceitoa 

2 composition is present in a combined sustained release oaiiier. 

I 12. The method of Clear I wherein (a) and (b) ofthe pharmaceutical 

2 composition a prtsent in separate sustained release caniers, 

13. The method of Claim I wherein the phannateutical composition contains 

2 a therareutically effective amount of at least mis other Pharmacologically active 

3 rabstance (C). 

I 14, The method of Claim 1 wherein the pharmaceutical composition contains 

2 a therapentically effective amount of at least me other phannacologically active 

3 substance (0) which i3  ding for treating a CNS disorder. 

IS, The method of Claim I wherein the pharmaceutical composition contains 

2 a therapeutically effective amount of at least one other pharmaceutically active substance 

3 (c) which is a dm or drag combination for the treatment era CNS disorder selected from 

4 the group consisting or nicotine, oicotiiiic compound; tzaiae, donezepil, carbidopa in 
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5 comhinatioatthlevodopa,selegilin, bmmoeripth ha1optüt, t1onide, pinoS; 
(i  

Is 
) 

6 fluplienazine, benzodiazepines, clonazepam, clorpromaziue, fluoxefine, clomipramine, 7 

7 aniitdptyline, nortriptyline, th,ipramine buspimne, bupropJon hydrochloride, 

S veniafaxine, nriluacipran, duloxetine, mirtazapine, riefazodone, paroxetine, sertraline, 

9 riluzole, trazodone, doxepin arid methyiphenidate. 

16. The method ofClthm I wherein the eNS disorder is classified in the 

2 Intemalionnl U tom cslion of Diseases olthe Woædltaltii Organization. 

I 17. The method of Oath, I wherein the CNS disorder is presenile denieittia, 

2 senile dementia, movement disorder, h)perkjnSas, mania, attention deficit disorder, 

3 depression, anxiety, obsessivecompu!sive disorder, dyslexia, sohizophxeuia, headache 

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

I IS, The method ofcleim2 wherein the CNS disorder is presenile dementia, 

2 senile dementia, movement disorder, hyperlciliesias, mania, attention deficit disorder, 

3 depressors, amiety, obets t-t pusive disorder, dyslsxia, colsvcrphTtnio, IsesdotIrs 

4 disorder, epilepsy, Tourette’s syiidrome or Asperge?s syndrome. 

1 19. The method of Claim 3 wherein the CM disorder is presdnile dementia, 

2 senile dementia, movement disorder, hweitinesias. mania, attention deficit disorder, 

3 depression, anxiety, obsessive-conipulsive disorder, dyslexia, schizophrenia, headache 

4 disorder, epilepsy, Tourette’s syndrome or Aspergor’s s)eidrome. 
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20. The method of Claim 4 wherein the eNS disorder is presents dementia, 9) 
2 senile dementia, movement disorder, hype–nedas, mania, attention deficit disorder 

3 depression, anxiety, obsessivecompulsive disorder, dyslexia, schizophrenia, headache 

4 disorder, epilepsy, Tourette’s syndrome or Azpergefs syndrome. 

1 21. The method of ClaimS wherein the CNS disorder is presenile dementia, 

2 senile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder, 

3 depression, n’ciety, obsessive compulsive disorder, dyslexia, schizophrenia, headache 

4 disorder, epilepsy, burette’ syndrome or isessiserwi syndrome. 

22. The method of Claim 6 wherein the eNS disorder is presenile dementia, 

2 eetcls doomew, mvemtnt faisomer, yptTkrISaS, mrda, atttnton de&it thaothtr, 

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

4 disorder, epilepsy, burette’s sylldrome or Aspergeii syndrome, 

23. The method of Claim 7 wherein the CNS disorder is presonile dementia, 

2 senile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder, 

3 depression, aiiety, obsessive-compulsive disorder, dyslexia, schizophrenia, headache 

4 disorder, epilepsy. Tourette’s syndrome or Aserger’s syndrome. 

24. The method of Claim S wherein the CNS disorder is presenile dementia, 

2 senile dementia, movement disorder, hperkinesias, mania, attention deficit disorder, 

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

4 disorder, epilepsy, Tourette’s syndrome or Aspergers syndrome. 
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25. Tice method of claim 9 wherein the CNS disorders presenile dementia, 

2 senile den soiLs, movement disorder, kypekinesias, maoA, attetot’ deficit disoides, 

3 depression, amdety, obsessive-compulsive disorder, dyslexia, schizophrenia, headache 

4 dsodes, epilepsy, Uashes synthtone or Mperge?s syndrome. 

26. The method of QaS II) wherein the Ci’S disorder is presenile dementia, 

2 senile dementia, movement disorder, h)perIdnesia, mania, attention deficit disorder, 

3 depression, an,dety, obsessive-compulsive disorder, dyaexia, schizophrenia, heMache 

4 disorder, epilepsy, Tourette’s sdrome or Mperger syndrome. 

27. The method of Claim 11 wherein the CNS disorder is presenile dementia, 

2 senile dementia, movement disorder, hyperkinesias, mania, attention dedcit disorder, 

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

4 diso,er, epilepsy, Tourette’s siidrome or Asperger’s syndrome. 

28. The method of claim 12 wherein the CNS disorder ispresenile dementia, 

2 senile dementia, movement disorder, hyperkincsias, mania, attention deficit disorder, 

3 depression, anxiety, obsessive -compulsive disorder, dyslexia, schiaophrenia, l,ealache 

4 dlsorde epilepsy, Tourette’s syndrome or Aspergers syndrome. 

29. The metitod of Claim 13 wherein the CNS disorder is preetnite demet%tit, 

2 senile dementia, movement disorder, hyperkinesias, mania, attention deficit disorder, 

3 depresstot, sunety, obsessvezompsMve disot, dysliesoc, Sth2DphItD’ iwodathe 
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J 
4 disorder epilepsy, Touretto’s syndrome or Aspergers syndrome. 7 

1 30. The method of Claim 14 wherein the CNS disorder is presenile dementia, 

2 senile dementia, movement disorder, hype–ineeias, mania, attention deficit disorder, 

3 convention, anxiety, obsessive-compulsive disorder dyslexia, sohizophrenia, headnohe 

8 disorder, epfle.psy, Tourette’s syndrome or AspergeT’s syndrome. 

31. The method of claim 15 wherein the CNS disorder is prewnils dementia, 

2 sernle drmeata, movement disorder, h>peildnesias, mania, attention deficit disorder, 

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

4 disorder, epilepsy, Tourette’s sysidrome or Aspergess syndrome. 

32. A method of posting a CNS disorder which comprises administering to a 

2 manuta] in need of bosomed Thr a CM disorder a CTNS disorder-treating amount of   

3 phannaceatical composition conptithi (a3 at Iesst one GAE4. ataos it’ at’ t,ttetided 

4 release form in combination with (I,) at least one nontoxic antagonist for the NMDA 

5 receptor in an immediate release form, the combined amount of (a) and (b) in the 

6 composition being a MS disorder-treahng amount and the amount of (b) in the 

I composition being sufficieot to potentiate the Cr45 disorder postingeffectiveness of (a). 

33. The methodofCount 32 wherein the GABA analog possesses the 

2 stnictnre 

H1�. ca2-105-CR2COzR 

3 

14 
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4 wereinRj ishydrogenorloweralkyl andninn imager offrom4to6, and tho 

pharmaceutically acceptable safls thereof. 

34. The method of Claim 32 wherein the GABA analog is gbapentin. 

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

2 structure 

aIT w H1NclfCU2cOH 

3 R   

4 wherein R5 is a straight or branched alkyl of from I to   carbou’ atoms, plienyl, or 

5 cycloaklyl of from 3 to 6 carbon atoms, & is hydrogen or methyl and lt is hydrogen, 

6 methyl or caithoxyl, and the phannaceutically acceptable salts, diastereomers and 

7 enantiomers thereof 

36. The method of Claim 32 wherein the OABA analng is pregabalin. 

1 37. The method of Claim 32 wherein the nontoxic NMDA receptor antagonist 

is at leafl one member selected fiom the grow consisting ofdextrometho,phan 

3 dextrorphan, amantadine, memantine, d-methadone and pharmaceutically acceptable salts 

4 thereof. 

38. The method ofc!aim 33 wherein the nontoxic …4DA receptor antagonist 

2 is al %oas% cue member ekcte from the gtoup tonMs%g o4extrometbotpML 
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3 &xWormism amantzdine memndne, d-methadone and phwmaceutically acceptable salts 1C) 

4 thereof. 

1 39. The method of Claim 34 wherein the nontoxic NMDA receptor antagonist 

2 is at least one mentor selected from the groUp consisting ofdexfromethorphan, 

3 dextrorphan, amantadine, memanth,e, d-methadone and pharmaceutically aeptzble salts 

4 thereof. 

I 40. The method ofelaim 35 wherein the nontoxic NMDA receptor antagonist 

2 is at least one member selected from the group consisting ofdexfro’nethorphsn. 

3 dexuvrphan, amantadine, memantine, d-methadone and phamiaceuticaily acceptable salts 

4 thereof. 

41. The mothod of Claim 36 wherein the nontoxic Nl1DA roceptor antagonist 

2 is a1east one member selected from the group consisting of dexfrometho’phan, 

3 dextroiphan, aniantadine, ’nemantine, d-methadone and pharmaceutically acceptable salts 

4 thereof. 

42. The method of Claim 32 wherein the at least one nontoxic NNDA 

2 receptor antagonist is present in an immediate release carrier. 

1 43. The method of Claim 32 wherein the extended release ron,, is an extended 

2 retease canier comprising abase material selected from the group consisting Of  
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3 hydrophilic pci>men a hydrophobic pol>mer, a Long chain hydrocathon, a polyalicyLene 
( 

4 glycol, higher aliphatic alcohols sciylic resins, and mixture thereof. 

44. The method of Claim 43 wherein the at Iseult one nontoxic NMDA 

2 receptor antagonist is applied to the extended release cater’s exterior surface. 

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

2 base material 

4. The method of Chum 45 wherein the coating includes the at least one 

2 nontoxic NMDA receptor antagonist. 

47. The method of Claim 32 wherein the phauuaceutical composition contains 

2 a therapeutically effective amount of let at least one other phnrmacologically active 

3 substance. 

U. The method ofclaini 47 wherein the pharmacohogically active substance 

2 (c) is included in the extended release form, 

49. The method efClaim 47 wherein the pharmacologically active substance 

2 (a) is included in the immediate release fern,. 

1 50. The method of Clean 47 wherein the phannecologically active substance 

2 (o) is included in both the extended release fonn and the immediate release form. 
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51. no method of Claim 32 wherein the phermaoeudoal compositiancontauis 

2 a therapeutically effective amomat of at least one other pharmacologically active 

3 substance (c) which is a drug for beating a CNS disorder. 

1 52, 7he method of Cairn 32 wherein the phanriacelxtical composition couttia 

2 a therapeutically effective amount of at least one other pharmaceutically active substance 

3 (o) which is a drug or drug combination for the treatment of  CNS disorder selected horn 

4 the groop consisting of nicotine, thcntins compounds, tacdne, doriezepll, cathidopa in 

5 combioation with levodopa, selegiline, bromocriptine, haloperidol, olonidine, pimozide. 

6 fluphenazine, benzodiazepines, clonazepam, elnipromazine, fluoxetine, clomipramine, 

I s=tnirtylint, toxtip%yne, irthpnrthne, biispirone, bapropion hydrieshlorldit. 

$ 

venlafaxine, milnacipran, duloxetine, mirtazapine, ne–iizodone, patoxetine. semolina, 

9 riluzolc, ITazodone, doxepin and methylphenidatc. 

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

2 International Classification of Diseases of me World Health Organization. 

54 The method of Claim 32 wherein the CNS disorder is presenile dementia, 

2 senile dementia, movement disorder, herkinesis, mania, attention deficit disorder. 

3 depression, anxiety, obsessive-compulsive disorder, dyslexia, schizophrenia, heMache 

4 disorder, epilepsy, Tourette’s syndrome or Asperger’s syndiome. 
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Como a parece a[ pie (IC su Pirma, con ta rj eta proleslona I No. 83823 del Conn)() 

Sti pe rio r dc la J ud Lean, ra, en in i cond kiOn tie aped erada d e I a soeicd ad 

SGYNOPIJARM LA, conformada bajo las Eeves de Ia Republica de Colombia 

domiciliada on la ciuclaci de Barranquilla, Colombia, atenramente manifiesto quo 

esrando dentro del tŁrnlino de Icy y per orden expresa de oji represenrada, pitCfltO 

oçlcdsicon a La cocesion deL tegist,o de 1 Patente de Iiwencón ttnld 

’MEMANTINA PARA EL TRATAMIENTO DE TRASTORNOS DE 

CONDUCTA EN LA INFANCIA’ cuvo titular es MERZPHARMA GMBII & CO 

K64A. y pido a Usred declarar fi, ndada esta clposiciO,l y en cooseCue,lcia negar el 

rejsrro dc la pate rite so1 ic ira da 

Crn L3N’ II95,OL104Te1 (571)2 1112,1-620502] -Fxc.(57l)6I2 1O7’ 

E.,,ui]: nen,,:ioa@opIiLimnco.o,,, 
Bogra C:,}I{,,,,I,i:, 



1. INTERES PARAACI1JAR 

Conforme a Ia dispuesto en ci arr.iculo 42 de la DecisiOn 486 de 2000 de Ia 

CAN, esra ii do d entro del tØ rm mo estipu ado nor la icy, man ifiesto ci leg dm0 unteres 

de Liestra rep resenmda pare opal erse al regis tro dc in pate nrc du in refer"), ia, 

atendic’nclo a quo la solicitud prerendicia no c1iiipie con in re1uisitO5 dispuesros cii la 

40 icy coma cc analizara ’mis adelanre y de set conceclida afectaria directamente la 

corncrcializncion de Olgunos products de mi representada, clue contienen, en 

particular MEMANTINA, Pot In ranro, so’ iciro respeniosamente a ese i)espaclio se 

Sinai tenor en cuerita Ia preselire oposiciOn dentro dcl tnimite administrarivo quc so 

sLLrte en esra Si,periiir.endencia. 

2. FUNDAMENTOS DE FIECHOS 

2.1 La solicitud objero tie a presenre fuc presentada ci 21 do marzo dc ZOO?, 

reivindicnndo prioridad baja la solicituci U82004061 2600P del 20040923; y foe 

pub] icada en Colombia, en la Cacera de In Prapiedad industrial N 593 del 27 de 

junio de 2008, Lurya pubhcciOn inrernacional correspoixcle a la W02006034465 

dcl 200603-30. 

2. 2.La solicitud colombiana 07 028,605 objero de La presenre oposiciOn, se refiere a on 

mrodo para ci tratamiento do on individc’o diagnosricado con trasrorno do la 

conducta en la infancia clue no cc ci sjndrome Ken, que comprendle ndrn in istrar a 

tin sujeto una canridad rerapuricamenre cfica1 do inemantirla. 

U tJ 119’95. 05. t04 TeL (Si 02 13 C1 U - 20 - (57 0 (all  19 79 

Linail: ne5ocies@opiiLnhLlo.co.cem - w.opr(]nhlLs.co.coLo 
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2.3 En prime ra i notarecuo se de he a dye ft ir clue las re ivind icaciones se refie re n 111  uso y a 

it ii m redo ic rra ra cue nto y no sOlo a la compos IC 61 fa rma coiOgic a o a un mred 

dc fabricaciart mediante la Cual so obtenga an producto tangLl1tc y sc.gtn t 

legislation, decision 486 de la Comunidad Andina de NaCiones. Articulo 14.- Los 

Poises Mfemba,s otrrgardn patctites paw las itiveticiones, scan de prodacto a as 

procediiento (..J’, log use, no esrn Conremplados Coma parenrables; y, Arr.ictiio 

20.- "No scram parenrtibks (...) di las m&tedos taap&ur’co, a qurns,scos p(1rCL et tratatnienw 

mmano a animal, OSi coma las rn2wdvs de thagrOsiiw a$dFCCMLSS a los seres urnwnos a a 

anin,alex". Solo serOn pa tentables less productos o procedimientos. Per In mine a Iuz 

do IC norms, diha mate na referents a I us, y a ui n1 ratio de tra tam ic n to 110 sonic 

patentable. 

2.4.Ahora Into, con base en e1 artiCulo 14 de Ia Decision 486 de Is CAN consagra 1° 

siguientn "Los parses mieinbras at&rgardn parentat para lag mVenC fleS, Sean Sc producra 

proctdintienro, on todos las campcxs Lie la recnolagia, siempn qise scan ni.eva xc ngan akel 

invent i...0 3 scan a LSCC prihks Sc opIi coc.iOn ,4is Eria’. Ari las C ma 5, Ia in ye tiC 0 flCS 

objero do partner dchen 5cr nuevas y tenet nivel inventive. Bien, pues antes tie la 

fedia tie prionidad tie esm soliCirud Se enCuencran Its sigulenres documentos Clue 

fe Cta In pate nra b ilidad tie la prose ito so Ii c itt’ d: 

DI W()0306I656 publicacla el 31 de julio de 2003. 

2.5 ,Jiialrnetitc v atinquc ci m&odo de trateiniento no as patentable bajo In norma 

Colombiana, a partir del documeato Dl Sc poede Considerar clue tampoco Cs 

novedoso dada qL’e dicho dociimertto Dl, patdcsttatoiente en Id, dcscntpCtOn revela 

metodos tie tram mie.nto pars desord cues del s ste Inn central nervioso (CNS) pun 

adminLsrracian do on analogo CABA ml (Dm0 golailpentin a pregabalin, an 

Cmncuu 13 N 119.95.01 104 Ts[  (571)2131213-6 20 50 21 - ]uu.(571)6 1219 79 

&nisil: negocLes opuimlmln.co.cos" . ,s.o),nmm]Ln,co.cOai 
flms5o,:I Cisla,mmluia 



ancagon ista dc receptor NM DA tai como dmctodona. Ai let cents, osta 

enrerioridad DI revela ci use terapOurico do tells composicion Interrelation quo 

comprcndc tin receptor antagonista NMDA cal caine ineniantina an combinacion 

con un an logo CABA pita el rra camie nrc de CN 8, ci s ’ic1 rome de Toi Ire rre, el 

sindrorne do Aspergcr, Ia depresion, Ia ansiedad, Ia clisiexia y In abesidad 

cotii.piils. Dcc to tanto ademas quo of ptese.rne oldenvol compronde an m�todo 

to to p6 c,d Co no patentable a lot do la IlorIn a colombia na, another, revela que ILI us 

do In m ema n dna pars  tra tar esrus deterrents no CS novedoso COIl a lit nadirs esta 

socicirud anterior Dl que revela con anrerioridad ml use  Asi ],is cosas, como Ia 

t,vide ac ja di die dec time nra 1)1, If presence solicited nfl cs o’ccl on, plan’ Ia 

revoladci It Se encontraba en ci estado do In rocnica. 

2.6tor 1, canto, este docu memo obiero de oposicion it Ia luz del docitmenro I) I carece 

ovidentcmc2ntc do NOVEDAI). 

27. En consecli000ia y de acuerdo a It closcrito anreriormenre, se dcriva quo Is solicituci 

colombiana 07028605 no puede pretender tIn morlopolio por Ilatenre roda vez qite 

lo qua prcrc’ide tic ctLrnple con Ins dos de tres requisites eccentrics patti so 

p roteo-C,n 

2.8. Q ue for conslaninclano respecto a In sd IC in id proton did a so onto que 

2.8, 1, cARECE DE NOVEDD: Segun Ia decision 486 do la Comunidad Anditia do 

parents, Articit lo pr "Vita Jn4.rnc iOn ac can_s ideraid nueva cuando no Owl 

compptndida In ci estado do for ttcnioa. Et osrodo do ki arnica coinprendcra todo at quo 

li/dye sidit ac.cesil,Ie at pgUico par ma dc*errperun escrIta Ic ,nctI, utilizacion, 

coaierctaiLactón ci ciwkp.ier otto medic  antes do Is fecal an praseataciOn at Ia soUcitiul 

do Parents o, on of cexo, Is Ia prioridad rocot,ocids.". A It fecha de prioridad, 2.3 do 

sepriembre do 2004 ya era conocido, piles como so cicmoscrO, era piirrc del lirre 

Cariera l3N"l pro 9!0i 104r11.(571)2 13 I? I3_6:05021_ 11.(571)a11 19 79 
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anterior con base on el doctimento Dl, tin metodo pant el tratamienro de un 

in Li ivi duo d iagnost cad U Con crusror no do It conducts ’cr0 en la unfansa car it(, CS 

ci si idrome Re a, one Co rnpren de ad ii in istrar a u n suj ore u la cant dad 

terakuricamente Cuicaz de memanrina, sobre Cl Coal brisca proceccion en ci 

Ca p (U 10 (0 ivindicatorio. 

2.8.2. cARLNCIA DE APUCAcTON INDUSTRIAL Li Decision 486 de la CAN 

consagra on sit a rn ciii a 14 To s igu i enre: "s Nine, mienihros ototgantn Ricans 

pota Las TnvnCione3, Sean de producto o ,rocedimienro, en rodos os compos dc Ta 

cccnokgia, shitntne qut sean nivas, reagan natel accenons I san s’acepribles Sr 

apticaciOn indusniat". In prose nrc solici career de aplica don Industrial  Va qu 

coma on dcmosttO antenormenre, aIguns clausitias reclaman ci merodo 

teraperrico V critics no Son ap icabi cs ndu Stri aT mcii CC porcl tiC pritinere, no qe 

obtiene tin prodticro 0 proceso; y segundo no es reproducible a reperibk a 

esca Ta md usrr a I. For in retire  � ci objero de Ta pretense i nyc ic ion refo rid a a 

gas y m erodes terapC tiricos, no cumplen con ci req u isito dc la api icac iOn 

industrial. 

� 2,9, DaLT0 Is anterior, es pnsihle dcducir que la solicittid y To reivindicado no e 

objcro do parentahiiidad pLies es cornrario a To quo dicta Ta Decision 486 de Ta 

Comuniciad Andina de Naciones, Anictilo 14.- Las Pucve.s Miem,ros orotganiti 

parcntes porn Las invcncio,ics, scott de prodaero o Sc proocditnienta, In todro los coriLpos eTc be 

rccnologia, siempre que scan nuevas, Wagon navel ittQ!entvO 3 ’eon siisceprthks Sc apircacion 

LMs.st,iaL". La srslcitud pTetendtda no cumpe con dos So Tos Ites, Tolelsoiso IC 

parenrahiiidad. 

13* il9SS,Of. 104 ThE. l71)2 131213-6 205021- 1.(571)6 1219 79 
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2.10. For redo It, anterior, a ten routine soliciro a ttstecl are se sirva declanir flindacia 

la presente op c,sicion y negar ci registro Pate ac ci e invention ciO d enorn in ad a 

"MEMANTINA PARk EL TRATAMIENTO DE TRASTORNOS DE 

CONDUCFA EN LA INFANCIA’ cuyo titular es MERZPHARMA GMBH& 

CO. KGAJ4, solicituci Columbiana quo apreció publicada en la Orion do 

Propiedad Industrial Isis 593 del 27 de junio tie 2CS, 

J. PRUEBAS 

De cc niorm dad can in d ispuesro par lag nor mas vigentes, solicito a us� ted teller 

come prueha an esre astinto log sigtiienres: 

Dl: W003061656 pt’blicada cI 31 tie julio tie 2003. 

4. EUNDAMENTO DE DERECHO 

Fundamentt} esta observacion sit Lis nor man legales siguienres: 

4.1. Numeral 1 del articulo 586 del (odign tie Comercio. 

4.2. Arrict’lo 42 tie la Decision 486 de In Contusion dcl Acilerdo do C1artagena. 

4.3. En Ins denis normas concordantes. 

Catrera l3N I]9.95,Of. I04ThL(71)213U13-6205021-Faa.(571)(1121a ID 
E,inail: negociesioptnLaa,.n5ll, 

]ios()t:, C,l(,abia 



Para efecros Ic notificaeiones clue por disposicion dcl artictiln .50 del Decreto 

01 de 1984 tic ho ii acer gei I lespa c h n, inform a q tie m i rep resenrad a y Li siisc r j r.a 

recibiremos nt,tificaciones en Ia Secretaria de su Dcs1,acho a en mis oficinas situadas 

en Is Carrera 13 N 119-95, Of. 104 do esra ciudad de Rogor. 

Surfer Superinteridente, 

ELIANA ISAURA MORENO BOHORQUEZ 

C.C.5 1’975664 de Bogota 

T.P.A. 83823 del C.S.de Ia 1 

car,i l3N 119-95,01. 104reL(571)2 L2l36205OL-.(57L)6 111979 
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JndustHayconiercio  
S   PE RINTEN DEN C IA 

DIVISIoN DE NUEVAS CREACIONES 

RADIGACION EXPEDIENTE No 07-028605 

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION 

FUE PUBLICADO EN LA GACETA DE FROPIEDAD INDUSTRIAL No 593 DE 

fl FECIHA 27 DE JUN10 DE 2008 EL TERMINO HABIL SENALADO POR LA LEY 

EXPIRA EL 24 DE SEPTIEMBRE DEL 2008 

NJOTA: Dentro del plaza do los seis (6) moses siguientas a partir de la fecha do publicacion 
an la gaceta do Propiedad Industrial, deberÆ solicitar y cancelar el examen do 
patentabilidad so pena do quo Is solicitud caiga an abandono, de acuerdo con In 
establecido an el Articulo 44 de Ia DecisiOn 466/2000. 

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS. 

SI _1C NO ____ 



/103 
AVISO DE NOTIFIGACION Industriay Comercio 

CORREO CERTIFICACO 
sup E RI NT EN � - NCIA 

E.
 ..PP 

Icaci on T.16U05. 49 Fec ha: 1099.02.02 9949:64 
Tramile 11 PATENTEIYJI 
Eo.,to SIB FAS EMACIC aALI 
AI  111161, 4S200MUNICACTOADM 
Dtintao DILIA MARIA RODRISUEZ Folio, I 

Sector (a) (es) 
DILrA MARIA RODRIGUEZ 
CARRERA 11 NO. 86-53 PISO 6 
BOGOTA D.C. 

Reference aESOLUCION 4107 
Fechi 30/01/2009 
Expediente : 7-28605 
TrÆmite: Ii PCT-PATENTE DE INVENGION CAPITULOS I VII 
Evento: 378 EASE NACIONAL INCLUIDO CAPITULO I 

SActuaciOn: 432 COMUNICACION ACTO ADMINISTRATIVO 

Gomedidamente Is solicito presentarse a este Despacho ubicado en Is Carrara 13 No. 27 - 
00 Rise Quit (5) be Ia ciudad de Bogota D.C., dentro del termino de now (5) dies habiles 
contados a partir del envio An (a presente citeciOn, an horario de 8:00 am, a 4:30 p.m. 
ornada continua con el fin do notiticarle personalmente el contenida de IN resolucion de Is 
referencia proferida canto del expedente tramitado con el nUmero S radioaciOn citeS an 
III asunto. 

De no hacerse presents on el tOrmino indicate anteriormente, In Providence en menclÆn Se 
notifioaræ per edicto, of coal Be fijarà for of lermino de diez (10) dias an el Centro de 
Documentarian e InformaciOn. 

Para su comodidad el texto completo de ]a resoluciOn Se enconi disponible an la pÆgina 
web An to Entidad desde el die hi siguiente at No su notificaciOn. to cual podra set  
consultada Pence Un computation con acceso a Internet, an Is pagina wvw. sic .gov.00, cone! 
nUmero� At resoluciOn a troves do In opciOn servicios an linea bases de datos - otros 

IS 
servicios - consults acres administrativos. 

Secretaria General 

SUPERINTENDENCIA BE INDUSTRIA V COMERCIO 

So6aCcnEro carrora 13 No 27 00PLeos 2.5.7 y ID 
Al co,tt&r laar iad iqao el d,]erQ 01 Sedo CAN: Cra 50 No. 26-55 ml 2 PBX  3829940 
ad icac ida cea sig"ade on ci sl.ckcr Faa: 3 51 26 953 50 52 20. Lthee 018060 910185 

Web: aadic .900 .rc 0-dali: iflSC. IN, .oO 
609058 0.0.-ColombIa 
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/103 Industria yComercio AVISO CE NOTIFICACION  

S 
CORNED CERTIFICADO 

U P E R ’NT E N DE N CPA 

111 7.20805- -T Fe61111: 2009109:49:54 
TranlIth II PATENTLPYPP 

I Ewto 375 FASENACIONALI 

tinetarjo ELIANA ISAU MORFNO flOHORQUEZ FeIi 
I AcSció 432 COMUNICACTOAOM 

Senor (a) (as) 
ELIANA SAURA MORENO BOHORQUEZ 
CARRERA 13 NO  119-95 OFC. 104 
BOGOTA DC. 

Referencia RESOLUCION 4107 
Feclia 30/01/2009 
Expediente 7-28605 
TrÆrnite: 11 POT-PATENTE DE INVENCION CAPJTULOS lvii 
Everito: 378 EASE NACIONAL INCLUIDO CAPITULO I 

ActuaojOn432
 GOMUNICACION ACTO ADMINISTRATIVO 

Comedidamente Ic solicito presentarse a este Despacho Llbicado an Is Carrara 13 No  27 - 
00 Piso Quinto (5). de Is Ciudad de I3ogotA D.C, Centro del tØrmino de cinco (5) dies habiles 
contados a padir del envio de to presente citaciOn, an horaria de 8:00 am, a 4:30 p.m 
jornada continua, con el fin de notificarte personainienrn el contenWo de Is resoiucion de ]a 
referencia proferida Centro del expediente tramitado con el nümera de radicaciOn citado an 
el asunto. 

De no hacerse presente an el tArnhiriO indicado anteriorrnente, Is providencia an menciOn Se 
notificara per edicto, el cual ON fijarà per el tOrmino de diez (10) dies an at Centro de 
Documentacibn a lnformsciOn. 

Pare su coniodidad el texto compieto deja resoluciOn Sc encontrarA disponible an la pÆgina 
web de IN Entidad reside el die hÆbii siguiente at de AN notif,caciOn, Is cual podra ser 
corisuitada desde ua computador con acceso a Internet, an Ia pagina www.sic.gov.co, con el 
nümero de resoiuciOn a traves de Ia opciOn servicios an lines bases de dabs - otros 

Is 
servicios - consuita autos administrativos. 

Secretaria General 

SUPERINTENJOENCIA CE INCUSTRIA V COMERCIO 

Scdc Coniro: Oatreta 15 No 27-00 Pisos 2, 5, 7 y 10 
Al Qqffleoth rsvor indiqiic ci pi cc Sedo CAN; CA 50 NO  26-55 mt 2 PBX : 382004e 

diosda., Pinuii on Al slickor Fax; 3K2696350522)  Llnox 018000910155 
Web; W\WtSIC gi c0 c-mao: inIo'sIc .90VC0 

Bootj D.C. - cobi 


