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Referenda Expediente No. 0$129157 
Asunto Sol- oitucI de patente pare cABOXADOL PARA 

XL TPTANTENTO DZ LA nERZSIÔN I OTROS 
TBsT0Rn05 AFECWIVOS". 

Solicitante }. r)uc0R8c ;/S 
Secha de solicitud Diciembre 22 de 2005. 

1. Ye LuzCl.e]nenCaa de PAEZ, mayor de edad, doelci 1 jade en 

Bagctà, D.0 identi ricada can Is Cdula He ci LIdedania W 
3545C341 eTc UaaquØn, obrancla coma apaderada del solic..tante en 
el asunto antes identi ficadc, me refi.ero al Officio No  467 
notirirada per fijecion Co lisue del 15 de Enro de 2010. Mediante 
memorial radicedo ol B de ffibri]. de 2010 S0J.ioitØ on pino do 
treinta 30) dies para di, respuesta a este oficio. 

2. r4ecTiantc ci Dæc-io No 467 s ousa en cccaeimie000 del 

ealicitante e intorme de- examen de fonda que cantiene las 
abservacianes herhas par an Deparho Sabre In presente aclicitud eTc 
patenee, .ktiencio a as observaclones eTc ]a sign rte menera; 

3. Nivel inventivo. 

SO Despacho concluye gun at nivel inventi.va de la presente 
s02.jcLtud de pater.te se ye afectado 2or Joe docUncrltas 021254668 

(Dl) y 5400141766 (72) y CdUfl–6 to eiguiente 

� 8e encuentra que to re.vind.LcaciOn Sc differ encia eTc Dl an 
cue cc mepclona CaSIO inhi,idor eTc Is reabscu-c:idn de serotanina 

(83:), Cl escitalopram, a sus eaiee. Pero no Ce evidencin cue 

days in efecta I:eCn;.co sarprenaentc, Cuanda Ce incluye Cl 
eac:–talapram a sue sales". 

� 8e considere qua sustituir 51 Irindalone (madulador de 1.0e 

raceptores as 5EIT2 de 72, per ci GabaxadaJ. (moduladar de be 
raceptarea de 5HT2) Se Dl, es evidente para ol exparta en la 

NIT 860.041 267N 
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matoria, y asi ccrobrnar 1a solucian propuesta per 12 Lcorar 

que ion SRI ini.cien eas rapidamente A  efecto terapeutico 

mejorando La aurividad deloc {SR:) y ur. efec:ro sinOrgico, 

.inoluyØndo.la en IS compss.i dOn divulgada per Dl, oama lograr 

de esta mancera La conposiciort (corohinacianec) de 1a 

reivind.tcacictn I" 

Con respecto a La seOaladu PoT so Despacho ml represeyttada decea 

set.a.ar Lo Srauj.entc 

Inlcialer.te, so pone de prescnl:e a su Denpacho 10 q  indica ci 

>!aixjal para ci Exarnen de Salizitudes the Patentes do invencian cr1 lee 

Oficinas de Proprodad :ndustrial cia los Paloes de La Comunidad Ar.dina 

cop respecto a La eval.11ariOn del. five1 Iriventivo: 

oe nocerdo car, el articulo le de La DecisiOn 485: 

ArrlcL210 15.- Sc conside.reri que one int’encaCfl £JeJJe 

nve.l. invcntivo, Si pare one persona del oficlo normalner.te 

v’sada en Ia motor  rdrr.ica cc,:resoond2ente, esa 

invencidn na jiubiese resoj.eado cbvia ni Se hubiese derivado 

de manera evldcnte del en Lads no la tOcnioa’ 

Ahora ben, ci Manual oama ci Examen de Solicitudes (Ic Patentee He 

invencian on Las ofiolnas de Prooledad Indusmri.sl He los Daises de 

La Coniunidad And-’a con reapecto a in evalnaciOri del nivel 

invention indira: 

"El exareinador tiene Laca90orobam ouc La invencion carece de 

nivel inventi on y no 5oio lireitarse a - cc tasiecer as direrenci.aS 

entre a sp1icit1) dicrco estado de La tecnica’. 

2reun La a conaesl-ar cc ci teniendo rn cuenta ej estado de In 

t4cnica en cci_2iunto existe alunaLic4_e Zieve a 

vnsads en Ia ,usteria a modifloar 0 edaptar el etado ds £ 

tØcnica mas cercanopra rao1ver tÆcnieo, de tab forme 

9ij2eueaclnresuitadoa.e estuviera inzcluido en el tenor do Is (Si 

ref udndfcacis (Cs)".(Megri. ’a roars del  

in obilgatoricdaa de ecte Manual no reside if Cu fuerza normative 

Intrinseca sins en Cue eL roiSliLo Cs niencionado par el Tribunal Se 

Cuctici a on reiterada iur:scrudencra cuandc i.nterpreta estas normas do 

is Decision 488 y mr ende, ccaando establcr:e cOnto debc adeiantarse ci 

eetudio de nivel inveni-ivo Se one invendiOn. 

Pei La tanto, tefl.Lendc en cuenta ci csracter vincLilante cue Lierten las 

interprctaciones prejudiciales del Tribunal Far ci Ccnsejo de Estado 

y eI hecho eTc cue date Citimu mevisa La Legolidod de rae decisiones 

adoptades do- on DeSpnc:to, consideramos quo diclio Manual 51 resulta 

relevanre paso er estudic del nivel invention de La presente 

invenclOn. 



CAVELIER 
A SO GA 0 0 S 

Asi entorloes, Cs poaibie conciuir qua ear pertinentes or is 

ovaiusciOn as nivei irtventivo de la presents irive roidn, Los dacucaentos 

adosrianre solar sucerencjs’enseflanzas ras era ci 

toonico en is matcria one 10 iievert a obtoneris. Pars et Le fin ci 

Seæor Examinadar debe examiner sL de conform.ided can dichas 

documentos el estado cia La tócnica mAe oroximo) ,no persona versads 

en Is matttria babrta a no propuesta las caracteristicas Lemmas qua 

distinquen i.e invencicin reiviridicada y Our perwitcn aicansar Jos 

resuitados clatertidos oar di.cha invencidn 

Pars Las anceriores ofecros ci Sxam:nadar ci rca 2i2ar eL oxaanen de 

nivei inventivo debe verizirar L05 enseæan7.as dcirviO__sin 

4qpa)isoQicion de in inventor one Ce_precrnt&ntsria CdzO saiucionar 

ejfobielria tdccticc on cucscidn. La eflteriorL par coanto si cc sdapta 

Is posiciLn dci inventor y Se tiene cariccimicytta ten--o del arte prevto 

coma de is forms come eectivamcnLe se so.l ueionO ol problems tCmnico, 

is invencioui or[ codas los casos le -,aujt,ia obvia y evidente. 

A 55cc respecto, considerainos nertinente porter de presente to cita del 

tratadista GOHEX SEGos, wcncioraada For or Tribunal do Justine del 

Acuerda do Cartagena an is sentencis oraferida, dentro del Protest pa. 

26-1P-99, at 23 or JuI,n de :sgg, en relaciOn cnn ci significado qua 

Is dactrina y Is urisprudenci.a La her daqn a is caracteristica de 

nivei inventivo, 

"a1 j’ craoo Jo estabiece GOMES SEGASS (oby.a cirada) ci 

iaventor dehn reunir Los itdr.i. too quo Ic pcflfiitan 

a trihllirse Llfla patente, �aolo s La invenciOn £ruro ne su 

Invest oar.J On V deco oral) a creed-wa cOn5ij–Jj’8fl Lln 

saito cualitativo an ?a eiahoracidn de _ia 

tecnica",actividad intelertLLal agnmaga and J1crsnitira 

0(18 CU jnvencidn no see evident, (no obvia) dsl as redo 

05 Jo cnca 

Tenienda en cuenta at anterior plar.teamicnro sabre iu que debe 

considerarse nivei inventivo, podemos concluir aue uns invention 

sol.emente cumpiirA can esto requisita cuando to misria haya resurtado a 

traces de escudio y cxperimentacion (investigacidn) y constituya on 

adeianto temncaiOgjco, mareriaiizado en an resuiradn inesperado 

)neorado} y ademÆs no evidente pars aicuien dci oficic itormamente 

vorsedo en La mater la, 

Es act qua ci Tribunal de Justicia del. Ac-aerdo cia Cartagena, no 

mar-ifestado en rej terada �jriscrudeiini.a 105 eJ.cnientos que dete tener 

en muenta ci exnotmnador de paterites para estatiener La existencia a no 

cia NigEr, INVENTVO Co UflC invencion: 

"El nicei invcrltivo Se configclrs ran r-cferenaJa a Oar 

cleniertos gus son: 

a) ci estado cia La trscnica 3? 
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1’) is persocs exporra no Jo rØcnjsa en ouesti6n 

£1 ascada as Is LeCrICo as a2 Con) as e Lementos 

tØcnicos qua Be tan bacho pdbLisos antes de in fecha S 

preser]I:acJdn S .La patentc", 

EI e.xocrto on la tdcnica Cs iIna !igLra fcticia a Is 

due Se reourre (ran �1 prQoosJ.ao S obtener on parmetrc) 

objetivo que permits dlstinquir 15 osLividad 

verdsderasente Jnt,enrJvo de 15 que no an. Sc tratarà de 

una pa rsona normalmente vc.rsado en el Aludito tocnolÆqico 

a qoe an refroze ci precenoido invento. So nlvel as 

canoojicientos es mar elevado OOCcmOSTOCJOn con el njvel 

de conoc.imlentos dcl p02)Iico en general Pero no excede 

10 gre puede esperarss S and persona dehidamente 

caUfj cads Sc buses is fioacie on cacoico as 

conocimlcntos medics’-Der- no esoecializ&dos". 

(Sentencia dcl 21 5 ju.Li 0 5 2000, prorer.da en ci 

procaso 39-iP--2000, Moqistrado Poncnte Ruben ;nRsorgA 

MEn)’, 

Aimismo, ev importante resaiter que si dien ci resuitado old los 

medics rei.vindicadas an ia invención obj cr0 de anÆ].iBis an erari 

conocidos (estado S Is t&cnico) is invencd an no rorecera de nivei 

rnventivo. 

En efecto, se pane S presente qua ci a niosep.to S efecruar e2 exaset 

de nivol invei:tivo de uris irivenriÆn cuaiquiera, -’os medics usados pars 

la produccion S dicho re -,ii ado son conucidus, este 502.0 :aecho no 

perinitirA a]. examicador conciui.r qua in invenciOn carece S nyc]. 

inventiva V qua par ende no puede ncr oh etu de patente de invenciOn. 

Precisemente CscO reauita pienamente concordance con 24 poslcion 

rac:ente de use raismo carporarcon, DI-en en sentencia dci 28 de enero 

5 2010 en ei Sxpediente Na, 20040D401, aienda Consejera panente ci 

Dr. Marco Anrono Vei–iro MorcnO, senara: 

si el inventor para la cteación  an 

cuestion extrajo eJementas S antrioridades 

coax componentes para an inventh, no afectaria 

neqativaments su altura inventan, an la medida 

an que Œst& se considers an an combiaoidn y no 

en cda un, de los elementos e,ctraidos para Sq 

estructura, tal como acertadaniente Lo arializa 

el. rrthunal and,no an la iriterpretacion 

solicitada e este proceso’ -Se refiere a in 

sentericia de interpretaciOn prejudicial rlei 

Prooeso. i9O-1P2000 - 
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Tenefldo an ci:ento is anter.nr, procederecos a contirivaci.dn a 

exponer Los argumenros par Los cuaies is prcsente illvenciÆr. Cs 

inventiva frente a l.as anterioridades ritadas. 

Se reitera a se respachc que e. prab:ema pianteado en is presentc 

soiicitud Cs ia necesidad de praucrcicnar una cornoosiciófl paro al 

trataiento de 1. depresidn y otros trestornos atocnivos que tenga un 

coienzc dal efectn terapdut.iso de 200 SRI, mAo rOpidc y anal

este efecto. Este problems Sue precisamente eT que sazuciocic is 

presente invenc:idn, toda ye?. que La sod.citud Or is referenda 

re.i.vindica una ccalpssi.oion rarmacØutica clue comprende GSOXDOL 

ESCITRILOPRAIS, combineciOn clue sniurinna positivanente algunos de ins 

probieemas asociadcs con :03 a:itidepresivns actusimenlre all at mercado, 

coma par ej caiplo con on ESCI1AL0PPfl1 cuando Sc usa solo; ecte :nerhn 

evidenria on salts cualatat2vn an reiacron COfl to e,crstente en ci 

estado de is tŒcnica. 

on particular, any dc las roejoras que so desean as are los entudths 

ciinrcos de trastorrios depresivos indican are is ia].ta the respuesta a 

205 SaRi iinhihi dores Seiectivos de la RcabsarciOn de Serct0n2rca, per 

sue sigias an inglds es significativa, hasta de in Scji. Otto rector 

Ere as a mcenudo pasada per alto on ci tratamiento antidepresivo as ci 
currpiimier2to, is cual tiera LID orofundo crecto an a nctiva c.idn de,’  

pacienre pare continuar con La farzracotcrapia. En aigunas 

r–.rcunstantias la -alts as respuesta a ] as SaRI puedc estar iigada 

at cumoilmienro cM Is presrrripczOn Otra no  era neseada en or ritlevO 

trata1aiento antideprceaivo es gus renga in inicio rOpi do de acciOn io 

Sao sigrirfics que ci pacr:ente respondera ci tratamiento an Un periods 

carts de clempo. Orro ptob.l.ame a 511 resusiro per is presente 

j.nyencian e, oropnrrionar un tratamiento are, cozparacio con aigunos 

compuestos ar.ticlepresivcs, ti.ene un peril]. mÆs benOficc, or efectos 

secundarios. 

En Is soiicitud de are trata at presonue care Sc prosenta on 

resultado cM is an. inistrariOn de 2.5 nrg/kg da gsoxadoL a rates 

sujetas a una prueba ale ecitrØs Leve cronico. So considcra quo la 

prueba de estrôs ieve crOniro ca ana orueba pre-criinl-ca dci potencial 

de un aritidepresivu may predecit�le, cuando no La rnts predecibe-

3.: Documento DU 

Ahoro bien, ci documento Di revels a use de an inbibidcr ale 

reabsorciOn as serctonina en rorebicaciOn on UI’ agonista GABA-A aifa 

2/3. Sir- crodarqo, all este documento no sQ ensafla 0 sugiere el use 

particular do earl raiopras on corbinacion con an agonista CARl-A site 

1/2. Icc efccto a dierencia ale Ia presentc soiicitud en Dl. no se 

presentan dates respects a cue esta cor!.binocibn sea erectiros V mucho 

mares a que ci OPn0XAD0L produre elector per s asia. 

Adicionainerte IS dcbe tener en cuenta are pare is recta de 

prioridad ale Is presente invencidn so canada cue ci GAROXtuOl era 
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Un aganista del receptor GABA-k V rtL.5 especiricanente an aganasta 

selectivo del receptor GASM extrasiniptico que mostraba 

selectividad luncional para accEeptares di stints salus recaptores 

and contcnian a2/a2  per La que La inclusion Is CA?OXASDL a-i Is 

eerie de compuestcs menc.:cnados en el dosurncnto Dl aerra 

cnnsiderada per ci tennico en Th materia come errOnea. 

En cuanta al espies de SRI on la combinac.;idn, CS rnportante 

resaltar qua estos caLan rcpresertados par Las formulas y II en 

ci documents Dl (ver pÆrraf.ns DC-IS y 0025) mas sin embargo en 
dichas estructuras no Se encuentra lnchjida Is cstructura del 
ascitalaprsai. 7sisIi.smo, It no revere que Is cosbinación  do Un :LSRS 
en combinacj.On act an GACFt-A a].fa 2 / 3 aganista tt:idria ninquna 

utilidad a and prcpacdad particular beneficiasa. 

Dc tar r.anera one, debida a cue La proscnte invenciôn praporciana 
Una camposiciôn rarsacoutica q-ae arupre:ide GABOXADOL V ESCITALOPRd 

coma Se especiflca en las reivindicacianas modL.ficadas y 15 misma 

I. resuelvc los prcblemas antcriortsente descrltos, esta se debe rer.cr 

cams inventive toda rca cue rcsuelvc u.na necesidad sun 
insatisfecha. Asisjssc, as i.mportante rcsaitar one no exists fliflgtln 
indJ.cio n el docwnento Dl. respecto a qua el GABOXAI)OL on 

coSnaciOn on ESCITAIOPflM p0doik resoLver los _pob2emss 

anthrionente descritos. 

02 e refiere a nomposiciones Is lrinda:.cne antagcnista 5-S-2) y 
Un SRI pare ci trctamiento be la deprcarOr., Sin embarca cantraris 

a JD gas arirma at Debar Exasinadar, el gaboxadal na or Ufl 
rncduiador a ontaganista SHTZ y adicicnaiser.te an estructura no he 

similar a is del irindal.one y par to Lantn, Ens persona version en 
Is materia no Se eerie motivada a sustiuuir it Irindalune de D2 par 

el Gabcxasdal be It 

sell ior.a:mente, es importante rcsaltnr our con respects a lot 

posi.hles SRI Ile queden aer empleados en La cambinacidnE 52 divulga 

-una lisea da 10 ccmpuestaS qce anciuwe ci escitalcpram. Sin 

embargo, lot ejempias revelator en dicta documento Sc basan en 

estudias in vivo realizados dnrcasente can Is co",binaciOn de 

paroxetina 7 irindn].orte 

Asimismo, se pane nuevamente be presente a or Dcapachc qUc D2 Una 
larga lista de indicacisnes an donde Is sees-, are GABOXADOL padria 
feces valor bcnetico, two de eatos Cs pant to dapresiGn. EL tØcnico 

an la sateria ai 1.eer eL. documcnto D2 an la fecha de priaridad de is 

presente invenciGn cabana al tanto are para Is mavonis de Los 
Indicaciones menconadao or ci darumento n2 an horde Se sebala qua at 

GABOxADOL pcdria tencr ;oeneeicios, clue 
60 

as pruehas cjlnicas tan 
denostrada cue el GII8OXAn0L de :necho no tiene ningdn valor benØfica, 
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,suo con reopecto no- e)emplo a Ia cileos..a (D3) disgiiinesia tardia 

enrermedad he Al,henner (D5) 
y 

erirermcded he Huntinydon (U6). 

Como prueha dcl hecho one SADC]X!&DOL ha ra:laho an rouchas de las 

encralehades aiencionadaa en eL hocumento 02 Se presentan como orueha 

Ins siguientes documentos: 

> 03: Pererscr cc aL. 1983, Acts Neurol Scandi 67 :114-117, 
. 

’:HIP srncic-blind conroLl.oh trial in patients with 

epilepsy" (Estudin contrulado he Diego sencillo an pacientes 

car. epnepsia) 

> 04; Koregoard Ct al., :982, Arch Gcn Psychiatry, 39 :017-

1021, "The errect or tetrahydrosoxazoopyridina1 (THIN in 

Tardive �lskinesia  (El erecto de tetrahydroisoxasolopridinoa 

)THT.P) an Disqulnesia wardia) 

> IS  Mohr et a]. 1986, CU]-icel Neurc>pharm.acology, 9)3): 25-63, 

"DABA-Agonist--hrraoy for rnnzhcimer’ s disease " . (Terepia de 

aqoni.sts oAa parc 15 enferordac] do Alzahoimer.) - > 

DC; Foster IF aU, 1983, Neurology, 33 :637-639, ’›HIP 

treat-ant or Hit igdon’s disease" (Tratamie.nto con TH:p de la 

enfermedar de Liuntingdun) 

Asi entonces, Se considera qua ci tØcnico versado en La nateria 

dosprØs do leer el documents 01 hahn a estad8 rc’:uente a toner on 

cueota le proposiciOn he c]ue el G.4]SDXADOL podrie tener valor benefico 

dado rue la persona versada en el ante conoceria one Cl GABOXADOL 

hat-ia lallado It, much on de las otras indlcacior:es all document, 02 

sealando que el GABOXADOL pod-ia tenor efoccos benŒfLcos. 

Sir, embargo, ,in si an dci n esto on lado, no existe indiri.o aguno en 

el dorumento D2 one cuando ci GAEQXADSL Sc corebina Con Cl 

rsCITAL0PRrl de acuerdo con la presente Lnvenciôn, coma Be esperifica 

en las re.ivindicaciones modificadas, seria po.Lbe resolver el 

problem, one soluriona Is presente irlvenciÆll. 

3.3 Efecto meorado. 

A continuecion Se presentan dacos he otras prijebes he GABOXADOL an 

comhinacion con ESCITALOBRAM en pruebac he catrØs leve moderado. Las 

pruebas quo constituyen las rundemencos sera eatos datos 

experimentales presentados fuenon reelizadas to]  coca Be describe an 

la presente soilcitud. 

Los reeultados he estes pruehas muesrran ’an sonprendente efecto, ci 

coal It, consiguier,te no cc obvio, he CABOXADOL e.n rombinacÆr. con 

ESCTTAtOBRPR en Ia pnl;eha de estrdc leve crdnico, lot cualos Son 

altamente indioativos he que Cl ceo do GABOXADOL or combinacion con 

EPCIIALOTHCHM an el traraclejito de Is -depresiOn p,aede eoaucd 00cr 

aqunos he los problems asorie.dos con his actuator trerariontOs para 

Id depresión. It los resultados PUC SE? muestran a ccntrjuaciOn, Ur.O 
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de los anttdeprestvos ms ampflamentce recetados, Fsc:TaL0PRN, Sc 

torca tan-0 comb proebs del rnade.Lo, as! Cacao parÆsetro de I 00 

resultados obtentdos on ci modela con GASOXA000 Cr: comb;.naclOn con 

ESc:TISLOPPfl<. 

Los resultedos deiwaestran (de acuerdc) on l.a Tall a 1 ::onttnuaclOn) 

on. cuando a Fad races estresadas Se le3 da GASOXADOL en comhina0.1.60 

can ESCITA1OPPJ1, un alto porcentajc de ratas cxoerlrneriraran Una 

reversIon do 50 fenotipo V Be tornarOn °norzlal es’ on comparaclOn ;on 

las ratas estresadas a lad pie Be 1rS no dado ’.no basis optisLa de 

LSCITALOPPI. Sc puedo conctuir por conalgutcnte on, at GABOXADOL en 

cambinacidn coo ESCITALOflLZLM <en el costaLc preclin.ico puede tra[:ar a 

Un porcentaic mOs grende de .Lndlvlduos afectados - producienda mae 

respuescas a1 tratastiento. For constcral ente el GflBOXDOL on 

cost–nacion con ESCtTM.OPB tiene et potencial de resolver el 

probjeina asociada con la falta de respuesta at tratamiento Con lOB 

5521. 

4 Tabia 1. Resultados de to prueba de cstrds levo crÆntco Con 

GABOXACOL an combi’acton can ESCITAL(PWeV y Con ESc:TTC0PRZLX solo 

- ____ _____ flosi S _Ni,,l1 de 

Gaboxadol + csotalopranj 5 -5 rg/kg IF I 11/16) 

Escitalopran   5 mg/kg IF J 50% (U/6:-

Los daros experlmentales enterlores demuestran on, la combinactOn as 

GA3OKSOL co, rscrrAcoppAn coma 10 comprueha el nodeao prec) rico de 

cetrØs love crbnicc pare ci potencta) de on ar.tldeprealvo trade 

tratar porcelltaies mas grander (ur.a casa (((as al-ta do ceSpues te) pue 

el ESC:TALOr-M so:a y nor :0 tanto resuelvo at problerna oe la falts 

de respuesta a los 5SF:. AdiclonairLente, 10 aritertor Indica quo puede 

Ocher ur! mejor cuepliolento del rratamienco con GA50AC0L on 

combinacion can ESCITALOFRaN en comparaclon con los SSRI. actualrentc 

usados 

Act antonces, debida a p-ac la presorite invenciorl Se refterce a unas 

composiciones espccirlcos que soluclona positivamente al gunas be top 

problomas asoclados For Los antidepresivos actualmente an ci mercado, 

Coma P05 ci emplo con at Esc:’:TRLoFRAM cuando Sc usa solo, V constituye 

a una cci ora an Los iresultadas, Is maroria reivindi.c:ada en Is presente 

solicItud de patente Se debe tener comb i.nventiva, ye poe tal V coma 

to se/Ide El fanuaa rd-no de parentes: 

’jas co(pOSiCSOXIes Saeaen presenter n,V,2 £nveflvo pox Ia presstcia 

no eteco sinerqico. £1 efecto ace present8n es Superior sL qua Be 

podria esperar Be saran Los efsctos a actividades de ’us componentes 

poz ssparado 

ibiden, Pu1((:L 83-
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En electo, as considers que is indivduaiizaridn de ins roropuestos 

activos conprendidos en in combtnaciOfl acÆ reivindi.cada, Soamente 

resi:ita posibie Si Se cfecucia in anÆlisia reLrOspcctivo de Is presente 

invenciOn, esro as, Dartiendo as Is sol.uciOn dada at probema tdCnicO 

one is misma protundia resolver. to anterior, par cuanto SC rei tera 

are no eist C ensebanz.a a sugeroncia alguna en. Cl ybo 02 que permits 

conciuir Ic contrania. 

Sin embargo, coma as bien nabido, ci ant] isis cx post facto as 

encuentra proscrito per ci merino prohiema-solucion, par ruanto en 

todos nor rates havana infundadamente a Lc conclusion qua l.as 

invenriones soreridas a eatudic carren cc nivel Lnentivo 

Dc modo que, teniendo en cuenta Quo Ins enseconzas He ias 

arlterioridades citadas no iievan a un tOrnico versodo en Is maLaria a 

ohtener is presento ir2venciOn par cusn.Lo no divul 5sn espeoiticamente 

Its rombinario:ies reveiadas on la presence so].Citud its patente, 

ademÆs las cozlrinaciones reivindicadas presentan Un erecto 

antideprElsivo mejarodo Cdebidatnente susuentado) , estos documentos no 

and anterioridades vaiidas quo puedan afeertar s�u nivel invcntivo. 

3,4 _conclusion. 

Asi entonres, tenienda en nuenta que isa ensaoanzns as Is 

anteriordades ri.tadas par Sc Despacho no �.levan a Un tecnico versado 

en la materia a obtener is presente invenriOn ys que no revel.a’I 0 

ensoCan Its caracLeri sticas rdrniras esoncie] as be ].a alisrIa y en 

dichos documental no exist,, ninguna indir;aciOn qua ].ieve a una 

persona versada en la nareri.s a solurionar ci problema especifi.co 

pianteado en is presente soiiritud con is nomposioian acÆ 

reivindirada, as ’laic pie a part" IS dchos docucentos no era 

posibie pars an tOcniro media obrener de rancra obvia y/o evidente ci 

coda Sri raivindicado. 7.0 anterj.or 51 Se tier,e an ruenta gue Oars 

0: estudir de nivri invenc.vo ci Exarninador no suede adcptar is 

posiciOn de on inventor y qua adenOs no trade partir de is spiucion 

dada sino simpiemonte as C gEe expresamente revecn ci a Ins 

documentos ma,, cercanos del estado del. arte, one Cr] at presente son 

Di y D2. 

En ronseccencia, y siendo coma Se is demostrado and is invenrian de 

ci rcpresentada or at reauitado de on proceso de expenimentarion, de 

tai manera que no Se habria derivado as manera obvia ni evident’ dci 

estado do Is to onica par parts do una parsons del oficic normaicente 

veranda en la mate-is, y at presentar un so].to cuaiitativo fre:ite a 

in existente en si estado del air,, Se tiene que is miama rumple ci 

requisito de dyED INVENTIVO. 

3.5 Vista 10 anterior, stentamente soilcitc a eso Dcapacho tener on 

cuenta Ins orgumentos arriha none orator y tar.biOn ios resuitados de 

pruebo qua obran en a: expedie,nte de is referenda, dc is. forma que 

ai afectuar WI examen no nivei inventivo riguroso v de coriforenidad con 
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las clisposfolones del Manual pars ci del en cia Soliottudes do patente, 

se sdvi.erta la no-odvledad de to materia rei.vidioada en Ia presrnte 
sali.nrtud Lu a ntor–or on- cuantv, tal como Sc demostrô antariormente, 

no puade conc2uirse que sates cia It recha de prlortdad relvindiceda en 

la soi.ioitud, una persona versada Cr’ ].a matcnla dabria oropuesto lot 

caracteristicas tcnicas que distiriguari la invenciOn raiv:n:aadc 
y 

nue oermiten aloanzar los resultados obtenicics por dtcha invenciOn. a 

partir de los dotumenoos D.l. 
y 

02, 

4. pLiesto cue COO oa arguaentos presentadns a favor de is 

patentabilldad n–.vel inventivc de 7.3 prcsentc solsestud de patents 

se ban atendido a caballuad i’s objeciones reolizadas por Su Despacho 

en su Examer, de fonda, respetuosamente so).tcltc que eI Despacho ledge 

por tumplidos tales requisitos 
y 

proceda on ].a conoesian do Ia 

patente. Sjn embar9n, cC. ci evariro qile el Despacho cnnsldere que una 
aciarazion adictcoal sea r.acesaria, respetuosamente le salicito honer 

uso to la facultaci cue le otnrga ci articulo 45 inciso 2, de la 

Decision 486 do la CosilsiOn de .la Comunidad Andira a efecto de 

requerir nuevamente de nuestra oarts CL]aJ. PUlet comp1eent2ci6n 0 

aclaraoian. 

Sescra Directora, 

AA a 
L132 CLEtacm DE PAZZ 

C.C. r 3s. 1S6.34 
T.P.A. No, 23.555 

’OLD -03003 -B41 -D37-6 

or 

MGMV1GM\ 10<71352 \NFCL3 003 
No, X-201D-111352\NG 
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CoxTeaondgnea Add.nss: (57) AIIsmAcr 
THORPE NORTH WESTERN 

IS0 SOUTH 700 EAST, SUITE 300 dosage ONLY hydrophili’ 
P.O. Box 1319 Phsrnascw)tical III, "g a 

fill 1,1 
SANDY, AT *4070 (US) fill mstcrial 

(l�Stb.nd 
and a shell encapsulating the male arc 

and dnotihed. Gn.raLly, thc .beLl has at I. t one 

(3) Ass8nee: Ul’OCINE, INC. plss(ic.’(ng 
an fifidnIa 

agesl there in ol eider to pro’ntk the shell ,vith 
pisaticity. In .rc. sagnet, the IT .11 n]ay have 

(21) AppI. No.; 10/158,306 included 
sufflcicn 

therein an amount or rlaaticizing agent that 
I to pro,ide the shell aoh an effective plislicily 

(22) Fikd: May 29, 2002 upsn 
611 malenal. 

loo or a portion or the plaslioi.tng aget Lain the 
11 aitothee aspect, the pIast,caait5 ageni nay 

Related U.S. Applinatlun Data h ac 
.If  

a sotnhi Lily in the fill nattorial of less than abaft ttY 
lla sspcet, a coaahittathxt or a 

(o3) Contiuualio- ia-pen or application No. 09M98,553, egelal, 
yec anothee ptasticLeiog 

anal a plastLciling agent having a solubility in dan ml 
on Jtal. 2, 2001, now For  Nu. 6,lSl,339. ,s,hich flat arial or tees than about 1091 ,sos, may he peesauted in a 

I a cantin.aatioo or appticsiloa No. 09/258.654. Ned lottl ananoni sufficictt 11 peotdc on,  shell t4th an cifeclive 
on Feb. 26, 1999, w PsI. No 0,294,1 92. Coll., plest,oaty upon in ;greii(an or pie aki;ing agent into In. on  
ation.En-paet or appliealino No. 09/77.S41 � hile4 on etnnl al. 



US 2[fl310104048 A I 

FHARMACEUTIOL tIOSAGE IORMS FOR 
HIGHLY IIYDROI’RILIC MATERIALS 

[0001] The applicalion is a contiuuation-ia-paal of U.S. 
patani application & r. No. ft0i90S53, ti]cd on Sit’. Ztml 
which continuation of IS patent application Ser. No. 
0j258,554, filed It 26, 1999, now issued as US. Pat. No. 
6,294,192. �litis application is also a 000tinaatao.l-ua-paa of 
US. patent sppliratiaan See. No. 09j1flt54 t flied on Jan. 
Full which is a continuation of U.S. learn application Set. 
No. 00t145,E IS, filed on Ian. .10, 1999, coy, invIted as U.S. 
Pal. No. 6,267.905. each of the above reel d pate,lte I’d 
patsnl applieetiose, as 111 as each of the additional refer-- 
oness

 
an forth in this patent epplicalion are inoonporated 

herein by rekrcncc. 

[0002] ’his present jovealion lates to hatusacetatisal 
doss go

 
fa a a sac a highly hydrophilic 11ii1a 

enaapan atm Ihe liii material. Accortihigly, the 
present i nvetnt,on involves the Odds of chemistry. pherma-- 
cccticel ecie aces, anti medicine, 

t0003] Oral capsules ere a sS%lI-k]aown dosage form for 
adm iniatethig various agents into the Only through the 
gaaliointostinaj tract. Gerald], sreakings each sapmttea 
have OF, basic componeals. namely, a all material that 
ittctudes a pl,ar,,tacentically active agent, end a thell that 
eseSateg the Ott n,asrriat UpQta ,dn,Jcaiaira&n. not nj 
material 11 released sod absasted by She Only as the shell 
degrades ander various digestive forces. 

[0004] Many npecthc constituents have boon uscd to form 
the shell 0f vs riotis eepsule 6rmulations. One basic con] 
pennant lea atallins, or f,hin forming materiel, such as gelatin, 
hy&oxypropyl methyl cellulose (HPl a"". or other 
paImcric niarnrials. Usher, add&iaes arc odicta i*d 11 
11,10.111. control the ph>sica I diaraeteristics thereof. One 
each additive ne pIssi icizing sgennt thet armed to control the 
softness or liberty oft he shell. Regardless of whether the 
shell ie prepared to be a hard or aol) shell, certain amounts 
of plasticizing ages’s err i,ttpOrla nt in order to keep the shell 
from bemusing overly brittle. 

[00052 Since IN East noopsioti. rice Coomfms of a carmine 
doeage form has evolved to iscl.tae a variety of specific 
fallnumbfilyri which aitaha certain desitad physical end per-- 
form anee properties. For estnlp Ic so add lion to a solid fitl 
materiel, humaj or semi-so lid the have been employed in 
order to unable a more rapid release and an increased 
abaorp’ion of the phermaceu beat ly ective agent. Funthe 
both hard and soft shells have been used It to vary the 
release rinaing oft be phermareuticalty active agent. In short, 
by the variation of I he elaetl and fill mare rial constituents, 
improved capaaale dosage frsrneas have been prodttced. 

[0006] One common ceanenituent of the RI] malarial is a 
carrier. or vehicle in which he pharmaceutically active 
Myth to be delivered Sd isseulved or dispersed. Traditior 
Lt sol.tble vitamirrs. such as vitamin F, and digestible 01 in. 
such as lriglycritjes and fatty acids have been employed ee 
he aaajor cotsstil.aeut either as the active ingredient ladler 
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as the carrier or vehicle for dissolving or dispersing the 
active ingredient. Is general, these non-hyoeeopio end 
non-glycerol eolublicitng materiats enjoy good compatibility 
with tradil east SO CO. capeuto shafts that utiliot &F°1 an 
the plasticisar. Hossever, the performance of these dosage 
forms fill uc a by vu get from inreaneieout and poor aissom-- 
tic., of the active ingredients due to in, lack of were 
dinperaibit try of such fill nssteriats in ’aivo. 

[0007] As a resell, any lypee of caniesa snith improved 
water dLspeshilitv have been tonight end taeed. One class of 
vehir.ie that has been mad in the I’ll a liquid pulyethylcim 
glyrots (Pill,) with a n,o]ecnatar weight IF I 00.000. Manse-
ever. alsaec PEG not a surrectajal. it provides innn0lcient 
eotubiliearion for a wide range of active i ngiediente rsacc 
administered to the 01 trart. bribe, them materials auger 
from the disadvantage of us .king the capsules briltle upon 
storage because their hygrttncopic nature tend to Or water 
siad other ctaagirtaenL  stack en plasaiclsers oat of she she)) 
over has as repotied In tLS. Pat. Not. 4744,988 and 
4.780,356. 

[0000] [xcessivc brittleness interferes you the function- - 
ality taf capsule dosage foinns in a number of wias. First, an 
escensivety brittle cepsule ni ey eraunily crark oe bunst prior 
to adn,ioietratio n, thus allowing the NO material to leak 
therefrom. Further, a capsule that is toss brir(le may lake 5)s 
long to dissolve in gestrir juices, and therefore the encap- - 
nulated active ingredie at bay not be re leased and absorbed 
esit inleuded to he. lTheac and other issues ealseed by capsule 
enibrittlement noent often render the dotage for’0 useleea and 
R erebrittlement inhibiting composilion is reqmred to impart 
physical alalaility anal di 10 the capsule. 

[0009] Aatothcr pro tern that bee been tceeagoiseti ’villa 
msny f,tt ci aterials, srich as 1,2 -propylene glyrots). Ls their 
poapensity no migrate law the shell, and thus overly soften 
it. One example of this phetsort noon is conta iced in US Pat. 
No  5,PS5,321. Overly softened shelts experience a several 
performs ccc disadvantages, and funhe r, the knees of propy- - 
lene gtyml from the fill material may epeet an eslalstiehed 

of eoyaetjtncoes thai Cy required lIar sittficient drug 
loading MM,  by of die formulation and proper thohyrof anti 
ehsoratt ion of the active ingted Lent in the gastroinienetinat 
tract. Therefore, propylene glycol was added M the shalt as 
swell to counteract the rtigratie,n ofit from ’he flit. 

[0010] As a reattli. capsule dosage fortns that include a fill 
material co]ttaaning constituents capable of holding and 
dciivcrEtag a aside variety ofd,vgs, such as bygroseasyic and 
laydrop hilic carriers, that itmit the movement of coentllnenls 
from the shell IF the fill oi and from the 1111 material 
into the shell, thus a einlaining desired shell inregriiy and 
performance, monl moe to he sought thronagjt ongoing 
research and dcvttrment efforts. 

[0051] Aec’l the present ,nvcnts(,n eneonipessee 
phamn meatiest dosage forms having a htØ,ty hydrophttuc 
fill material that us encapsol ated by a shell which maintains 
an ecctive plasticity despite the hydrophilioity of the hill 
material. 

[00121 Inn one aspect, the dosage force may inclade a fill 
nisteni el may has Lag a carrier sal at leaaa about 40% w/Se al 
I hyd rophilie sarfadant, Ohl  aatonehanmaecutica iIy 
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scttsw agent, a ad shell encapsulating has All material which 
coatai as at keat oao pt satieining al in an aaaounl 556n 
all to majataja so effective shell plasticiiy ulana atigral han 
If poeiioa of lbs plasticizing ageut into the fill material. 

[0013] In a.aother aspect. the dosage fom may inolnde a 
fill material having a carrier of at If  about All wha or a 
hydzophillc sntfaeian t, and at least one phemiacot tiently 
aLl iva agen end a shell encqmutetimg ’he I’lL m ateniat which 
eonlsi,s an effeciis,e simo.tnt of a plasiiciing sell having 
a solability of tats than LO0 w/w A the fill material. 

[0014] In ye( another aspeet of the hive alma, the dosage 
form any includs a UI aaaLeria t having a carrcer o(4( kesr 
about 4Gh w/w or a hydmphilic siarraclant, aad tl Lee,’ Line 
pharnnaceutical ly active aett, and a All encapsulating the 
all material, said sheu conttini a4 I all plaaLiLiL.thg and a 
second pl e.tleining agent. ,,sid a4coad plsgtoiiing agent 
paying a aotnbtlily I, the flIt ti aLoratI of less than athsi India 
w/ts now,wherein the first and steond plssiicizi ng ageats 
are not at in atnoanis eufficient to nisintaja an eective 
shell ptaetleity upon aaigration of A psetion of air Plant -
ILL agent I’ll Ohl  fill material. 

[0015] It is an at ..Pon  of Itte present invention ihat the 
plasticiajag ageat(s) it. present in an amount thin its do,,  
tegettion of lbs dosage form and/or ’he teloaac or the nil  
niateriat is It sigeatacantly alienee! (hacomca akwer or 
incomplete) All alorage. 

[0016] an asoiher aspect It Ohl present insenhion that in. 
plasticizing agent(s) is present in an ,,art thin lbs dism. 
tegeation of its dt,sage form and/or In, release or the Ill 
material is not significantly alterted (becomes slower or 
inmimpletel thor storage, es,en if (here ka any choankal 
degrsdalaon or detan,uration oecarrijag in the oil, siach as 
crossli thing of gelat ia eapsa lea by aldebyde substances. 

[00171 There has fla heen oullini rather hrnadt y. On - 

((atS teatuns of the posall itaventioa In into the detal ted 
daecription theroof thai AbIIIOO may In bolter nndsestoed, 
and va that the preasul n..mthbaljou 10 LIar, art may he better 
appreciated. Other features of the present i aveatifin ,alt 
become clearer from the following Or tailed daacription of 
the invai isken with the accompanying claims, or may 
be learned by the pesotic’ of the Invention. 

[001ST FlU. I is a graphical reptesenlation of release rare 
tesiing results aeli level by ora L dosage forms 1111131.311 
highly hydrophilin fitl material as used ia the present iavon-- 
lion, and trediliottal shell eompneii loss used fin aancloraiely 
11 111 hydrophihc Millon, such as PEG. fullowiag ififindiC 
node r varying no(adiiiotts for a period of 4 wneks as cor 
pared fia fLeshly made nonvenlional oral dosage foams 

DEltJLED DESCRIVHON OF THE 
INVINIT)AN 

[0019] Before the preseat pharm tceotieet doaagc forms 
are disclosed and dcocrihed, it is 10 be nadetatesid that the 
preseni invenriran is not limited to Its partieattar process 
steps and maleajels dranuatral hsseil but a esteodad 10 
equivalents thereof sa wotd he recognid by thoso tirdi-- 
nezily skilled in the retevaat arts. I, should also be under’ 
stood that lerminolesy employed herein is med for In, 
ptarpssse r dasizibing particalse .ambodimeaes Only anti is 
no  inteadel to be limiting. 
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(00201 Definiliotis 

[0021] Ia descrihi tg and claiming the Present invention. 
CO following tenminalogy will be used. 

[0022] no einga ar rorms ’a’ III " and. � h5" isclnde 
pland rnfemon.e anlos.. A,  ronassi clearly di eistes otharatse. 
no, for example, referenco lo a fill material rentain Lag "a 
hydrophilic e arrier  inetndes and or Di Li re tayd rophi I to cat’ 
tiers rererenca to "em edelitis.f inctudea referenre to oae on 
more or tech additives, and Fault io to, Aoki ring 
agent" iacluelea reference to one or more of such tgeiils_ 

[0023) The terms coniposition’ and ’ ftom,talation may he 
Food laaa rchangeahly tterein. 

[0024] As used herein, � maids rorming ma,erial" and 
’9am forming materiel may he used intorehangeably, 
’Lot’ materia La that art ktio,ns, to those of ordinany sic 
the art ae suit able no lass in rorming a shell of a tpical 
eapaute dosage OF,  Eiraati all of such maieriats include 
withotai bin itatitsa, various apoli hydropropyt naethyL 
colln teas (I IPMC), .stanohss, peityniers, and gum scaet a. 

(0025) As used herein III  refers to a ha riot that 
eneapsalates, satrroa ads, or encompasses al least a ixsrtion of 
I in aledal or an object. 1, the pharimeneuticsl atlas ctpaaate 
dosage forms are well known to It a atell IF an 
essential componeni than surrounds a An aaatcrial. A vartcty 
0r spscffic maleriats and nietl,ods for the formal mean of such 
shells, are well kaown to Ihote of tardinaty ale1 in the an. 

[0026) As used herein, a a ’effective an,onad?’ aad ’suffi-- 
dent tmount’ may he iaaetJ interchangeably, sod reler to aa 
amottnt of a sobslaacs that le sufficient to achieve an 
intended parole or objective. For usa topic, a aaafficie ar. or 
effective sawn nt of a suspe adiog age at would be the For  
mum amount If age at required 10 effectively suspend one 
aatbsatas, such as a pitarni tee.tI leally aeiive age at. ia a 
earLier ’The dermiaatioti of an effective amount i5 well 
within the carom ary At is to. art ear pharnasosu tical, neu- - 
traecietical, ho,baeetttical, eosaaetie, and medical scIences. 
at mr axample, Mciaer end Tbnaseia. nCLthieal Triatar 
Desiga, Coaduct, sad Aonlye[t,"Monogespfts UI Ep/deniioh 
Ok and Sio.aesithlica. III. S (1 

dilk As tttcd herein, ’pharmaceutieally active agent, 
bioaeiive agent,"lherape.aIic agemtannual ageat,’ and 

ndnag may be tacd interchangeabty herk and refer to a 
aubsa tase, IF an a ckeaaieai compon no ar Fralar that 
Fes. aaeasurahle heneticial physiological effect on the tandy, 
suet aa a fill ball effect hi lrestnne at of a disc sac or 
disorder. ’stan ad minislered in an effective snatatnl ranter, 
svhen these terms ann lined, IF who a a peoleaalar active agenl 
is spnc

 
,it  nity identified hy name or nategony, it is to he 

undenstood that such reeitaiieati is iatended 10 iadade lbs 
activo agcnt per Of as svell as pharnisce.a,icalty aceeptabte, 
phsrotseologinally ait,,. derivatives thereof, or crampouada 
signifienntty retated thereto, including svithesttt timttatntnn, 
ILL eaten,, smides, prodmga active metahotitea, iaomere, 
fragments, analogs, etc. 

[0020] Ce,aceaira Lions, amounts. solubilities, pafilele sine, 
wavelenph, and other numerical data may tie "Plabland on 
presented herein in a range format. IL is tot5 under, tttod thai 
sach a ra age formal in used merely for convenience FAA 
brevity sad I hun shttuld be intenpreled fleteiht p 10 include not 
only dna numericat vatites euplicitly recited 11 ihe limins of 
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the ra]Ie but ale) 1, tholudo eli he individual aumerkal 
valuca or Of ’I:ocotspasaed Wi’ hits that range "If 
sach numctical valor sd slab -range is capliojily recited. 

[0*29] As an illusirationl Iasanoenlration range of "about 
4% w/w to about Of larval ahoaalal be ialterpretcd totoduda 
atot only the aspl,o!lly recital eanren tratidn of about 4% 
s,N, to about el w/el but also include Indeed macon-- 
FILL io,ls and the aub-tangs. volthe Ilte indicated range. Th., 
included it’ ibja flu asarical renge are individual conrentra 
Fle, all as 4% sthv ’0% w/% 23% evel sad 4% vv/w, 
and sub -tangos such as from 10% an/W Eu 50% wm, from 
20% sv/s to 40% sw. from 25% yiN, w 35% WN,. from 
5% yiN, to 10% P4 ’to. 

10031)

 

7bereartherhaladefil applies to embell"I’lli only 
ona nuatseriofi value. Furthenuore stash an ’atotpretation 
thou Id apply regardless of the hrasallh of the range or the 
oharacterialien bojug doscribetl. 

[0*31] Invention 

[0032] Applicante have diacevered phamarautical dosage 
(orats having a shell lbs t t5t5iyi act eI(eet!ve piataiciay while 
encapsulating a highly hydosphi] Ic fill malenal such dosago 
forms prcacnt a ttu,tahet of advantages iuclutling thcrelead 
freedom in kartnnlat!ng, processing and rnamafacturin Frill -- 
cthc decline fsarrne, there med abvsaptit,n aad,br efficacy of 

-.
 

’be active ingeedloisi, n,ore oonsls4ent pctformanor of the 
dosage forts respect to disittegration ohio dosage atm 
d Lsaolutiow solu billlaliou of Ohl active ütgretlia ut Ind 
in]peoved elorage sisbulily. 

A. Shell Potu,ulatioas 

[0034] The specific amount of mattix forming malarial 
mcd It’ the shell fotnjt,latiot may be determined in pert by 
a vadety of factors. inoluding the type of shell to be foamed 
@0 Laud or soft), and by the amount and rage, of other 
ceasliteerne or additi.eo that are to be included in the ahell. 
Hostever  On One tepee1, the aaaoaa.ar of nasids forming 

airtiul nsm be frenj tboaat 20% yiN, 10 about 7r% supo of 
the shell. In another aspect, the amount may ho from shout 
30% yiN, to about 50% /w of the al’s LI. 

(0035) Many plast Id sing w., are known. Ind tnay also 
be 111 3. the shell of the  pm I aloasge torn. Dna be_sli rot 
salsetthg a partia’ lar plesrioiedden age at may be the soluhil jay 
If Ihat agcnL ta e specifIc hyalropLailic fill oteteeial to he used. 
IF  u.,a aspect,, hepi astioiniu% agent may have a salability of 

and a be  
ii in the 
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deter-
matters 

plaicising agent may be .tithin the range lady eaaao- - 
lished for plestirizing age tis herein. 

[003S] In sdditia,n in be  namponeols or a he’ll forming 
ntatertal and the at keel otto plaslicicing Il the ehells 
used La lEar dosage feats of the presets’ iovcutiota may 
include additional additives as rcuired, in order to achieve 
a specifically dead red formultilou 11 result Ee napirs of 
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liaolcatc. läaoktaalo, ateeate lateral sulfslc. toracocyl ,[al- - 
fate. drs]aste. lasroyl camitinm pshnttoyl canlitit]ea, 
nyaisioyl calaitines, and sails and .5t em ret thereof. 

� [0117] As salth the hydropbilic an rfacis nL, Itpcpbilic star. 
factaals can be roattis., m iteturos of polyols end fatty, acids, 
glyt vegelablo oils. layd rogenaled vegetebc oils, and 
a IC rOb. 

Oils] Prnferthly the tipaphitic anrfactant lccted from 
the grO[ap eo]ts sti]t1 of fatty It lo,er alcohol fatty acid 
esters; po]ycthylane & cot Alymmi fatty acid esters; 
po]ypropylcae gtytx,l (ally acid caten; polye,eyelhytenc 
glyocritics; gJycaarol fatty acid esteas, acetylaled glycerol 
fatly acid calets; lec,ic acid *ds,ttic of n,Oao/digycer- - 
ides, aerbiten fatty acid esters, polysyethytonr totbilen 
fatty acid esters; polyocyc thylefie .polyoteyprorylese block 
eopolymrra; polyoeyetl,ytane ,egetablc oils, polyosysthyl. 
one hydrge acted at able ols; and action naixiurea of 
polyols arid (s"y acids, owcckit rogettble it,. hy*oge-- 
nated vegalabto oils, ..it  steeds. 

[011] More preferred are lrnac C aLcohol fatty acids cster; 
pi... g]yot fatty acid esiora, propylet,: giyet,t 
fatly acid ester,.; gLye,ol fal Ly acid allum, ecetylated glyc-- 
croP fatty acid esters; lactic acid draivatives of n]rsnO/ 

iglycerities; s4aaI, its,, fly acid eaten.; polyesteyethyicac 
vegetable oils, and mixtures thereof, s,,Lth glycerol fatly sciti 

esters and eretytatcd glycerol May said eaceas being most 
preferred. A_ntottg lha glycerol fatly taiti eels a, the eaters are 
prefetshly saoao. or digtyccridas. or n,ijtares of mono- aad 
diglycerde,, where the fatly acid motety tat Caf a 10 C.22> 
Catty sc1aL 4lao prcfearcd sat lipophilic %WC..asrs eatich era 
the reaction mixture a,f polyota and fatty acids. glycerides, 
’cgetahle oits, hydrogenated vegetaWe nib, and steaaats. 
Prefrated flolyols are polyethylene glycel, totbito, parapy- - 
I.. glycol, and pentacrhritot. 
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For cxi acid addilion us 
the form of I free bass 

booby lhei msaJla is, I rcmpos,d that is thtraptptiesJJy 
in at, i-r until modified by a,, individual ’a malabolic 5)51cm. 

[0135] OtIva derive tivea and acualugs or the activc agecata 
may he prepared nidag standard Itoh kwes k.aum larger 
skilled icu lap sri of syoLhelic orgaois ehemisLry or may be 
d1ducin by drodebral to tIc partmest literature l.a addilion, 
ohiral activu g,,L, o]sy, be itt iaajnierioslly pure Form, or 
ttny sear be admipiaktd or a iwcmte sei?ttIto of £smrs 

clOt 50 cc mitco. J 1155, areas, calegpeautuce, ahaiflenla or 055 
uuelj ,bi5h derive their theruresalic or other valcue from. 
For exai lcçiea] or tratlademas L edctaiaiscration, art still 
oucasiFired lea be us] table rot nast Ia the present Invoatascu. 

___.[01 27] A wide anew of aucive agents may be aslnainis- - 
reed relable the dosage tkaaa or st,e preaecat tsmettirn. No 

t[nlilalaon is rcecaivsd thereon, eseepl 11 the extant lIst a 
parties Lu aedape agral rreuenla or hinekrs lbs faneu[mui.ag of 
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the present loaagc forms to the ectent that they become 
curasilabic fear Ise. Hopiever, as tap dage oHm, If the 
preeeu,l love alion silo’s a significant lati55k fear adjttstm:nl. 

is elected that etcuansnient of One Or [flora 
paraouelcrs ant]] be siaffleiccut to accommodate vircqaslly any 
ancisre agent deatrad usa ha deltarared. Eamp[m of aeli,re 

epic- - 
an lid is b a ti a 

antifungal 
a, antihisla-- 

pEe’s at is. 
Find agecla. 

erorenla Dl joneci groups It oitagr usca that may be fotand 
app ro p na IC 

[0128I Naloog the varioau reliVe agent categonacu. P!s - 
rested claus., of acuive aganis for administraboo using the 
present mejbnd sod kaolin ml locus see lipid Flydi.t’18 aging. 
SIX hormones, anl,-hyflenel]cuivsa aganis, aclli.4tabntia 
ageills, anci.s,ira] agents (isclutliccg proleuse icabibiloas)d gas- - 
troisteelinal agatha, agents for treating narnodngnaarativc 
Jiseatsa ((tnita(thg acatt-parkinaon anti anLt-Al,J]eirnet’ 5), 
apsiolri, adetiven, hypnotics, aganla for treating head- - 
echea (Unclisdi pg acclt-mim ins agenlay neltroteps in dmgs 
(incluaheg inhi.&prcsaraflts, an’] -m sties, acati-paychoLt) 
and eon,hinalioaa or any of the foccgatng 

[01291 LipitJ-rcgst shag agatha that sic generally classified 
as hyd ropilobto include IIMCt C0A dcueciaa inhihitara such 
IS allJr,astatmn, - srmVaatatln, dupastelin, preasidalth. bear 
1.11.1 cervautsu,.], rosu,,ssiectp, and pita. sstauh,, at ’sell as 
CattIer dpaj boonity ran tihypertipicknsiC) agecute acuch as 
bezsfihraue, beciobrale. binifibrate, cprsaf,brale, clicIofibrata, 
tic fchssla, clofct,ie ac4 c1ntthutbe, etofubrale fensifibrela. 
fenofabric acid, gemfibrozil, lifibrol, thaohrate pirifibrate, 
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probocol, tonthbrate, sit mad theolThrate. A parties- - 
Italy preferred lipid-rcgnlating agaot that may in admin 
land using the n]cthoth and fonaulations of AM jiwantLon 
fe,brate. 

� 

rneestrol, no Ill trol satath, ,nele,tgentrol nclata, 
thndroae, .iorcth.iodr000 acotnac. noralhtterotae, norethia-
113000 aectata, uorec]aynodrel, norgaan toak. ,to.entrel, 
arageaIrenoao, to,mflhisloa, procslerono. and tdn,go- - 
saa. Also joeludod with in hi,. ganerat class am eslrogana, 
an: ostradiol (i.e., t ,3,5-estrst riene -It -dthl, or 17I. 
entradioI’) and us Calera, äscluding a,trndjot betazoato "a]- - 
,,in  c3pomele. utopiaaon to, decanoste. aestale and diac- - 
rtete; 171.cstr0111; rth Lnylealrndiol 17a 
athinyteatradLot) and mat and athens iharcol. Lantad Lag 
othä]ylaslradiot 3 -acetate and aihmylestradiot 3-banzoata; 
ostn(]l and eatriot suceiaate polyasiroL phoaphate  am,; 
and My esiets add darival ivea. inelod Log cati.a. acetate. 
estrona an fate, and piperasitar flaltono sulfate; tflumband, 
n]asa,snot; and cetaju glued etualne eslfoglnna. In any an, 
Ill, e.g.. in fe.aale o(,ntrnption and in hatanone replace-- 
most therapy (HRI, a c,jmbitaarüaaa of a progoslLn and 
natrogeta ia aced. e.g., progesterone and 17 0-aatradLol. For 
HRT, an nndr.,getho agent may be ani’Madialiblyinaly aadadrii 
as well. Mdrogrnie sgentn for ihis pDoa i taclude. &ar 
oean]did, tkhydroepisndaaaatone (DREP, also iat,aaad 
’praalrron&, aedum dcl]ydro:piao*ealeroac waIfs a, 4-di-
hyjroaanloscaat,ne (Dt It abe incised ’ataaoloaa’). and tea-- 
lostortane. and pharaaacen tics Ply eectptahtc calera 01 cast- - 
natetona and 4-dihydrolasosteronis, y7ica uly esleas formed 
from rite hydrosyt troop protest at Ihe 0-17 posilion. 
indadiagn but fbi limited to, the ensothaic. propipoate, 
ayp,onato, phe fly I acetate, seetate, sobs tyrata. bucaciale, 
heptanoate, docanoele, 11411111 111, raprale aaf isrsspraio 

[0131] Ai]drogania: atrnls day also ha ad.s mustered for 
other purposes .’it known 31 the an. 11 addui ion tea in, 
and rogeraac atrnls olasame ía tad above, other andreagenie 
agetals inolaadn. hail err not timited to, andwlontng, andros- - 
clone aeoaato, aadroeterone propLoanie, androeterono beta- - 
zoato. androstenadiot. androstonedio 1 I anandnet androatoac-- 
did - 17-1cet1te. androgeoed1ot-3. 1 7-diicttatc. 
androatencdiol- 7-hetizoaie, androsknadio2-3,a.xesee- I?- - 
bansoate � a adroatoned tone athytestronol, oxaadrealonr, attd 
dnotottc phnapropionate, nandrotonc docataeaaca, nandrolone 
fntytprrpiooate, nandrolona ayotohexane-p,opioaate, too. 
anions tenzoato. wandrolonc cycloboxanacarboxyt 
stanozolol, draansastaoototw. acid dtannosl anealone propi-- 
11.1 

[0132] Aiilihypertensise agents include � wilhoa,a lmn]iva- - 
lion, amloaJipina, tataanepriL bonidipitao, candt,entao, cap 
bptg csawdLkal, data]dipioa, 4yMJ,, day-
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520am It laprit, eplaronono. pceattan. felodirtho. 
fenoldopa ii, 1cinopeil, goanabanz, nioprost. IanLdapnl. LtIJc-- 
eanlaca, isradipine, leicardiniphee � Lasmnopril. Po,artan, njttao- - 
frnt mmcoxidil, ncbi,,olot, nicardipine, nufedipLac, ninO-- 
dipitia, nisotdipino. otmosa nun, onispatdl at, 
phenoxyhtazaniiao, pmndolol, prnza,ln, qtaioat raterpmfle, 
samotiadul, aitnxaenian, torianan tolmcearnao, rrsaaiottprl, 
and ,tatsaitan. 

[0133j Anii-&ihet,c agonIs inoluae, by way Of eteampin 
acelohexautaide, chiorpropa mida. ongluinnonot farglitazsr, 
glihanel maids, gticla;ida, glipizida, gluesgoat, glØaonido, 
glymcpmnicc, migiltol, pioglitazono. nateguinade, Pinata" 
If repaglinide, nosigiitazone, tolennmido, tealbatu mmdc. 
tniamptzrmo, and troglitanone. 

(0134) A_sdajrnI egejab han; cant be doJizsed using ’ho 
peceanl niothad, sad dosage [tamse include the antihorpon 
agcoas atolo,,in, fern cacttr,r. foseatiot, getaciokavir, idoma- - 
ridiao. nonivudino, Indianan! .... velacyolovir, and ,ritjirebine, 
mad other antiuirat rgetala noel art abacavir, amaatedins, 
anaprenavi r, cidofil,,mr detviridi ne, didanosino, elsa rent. 
Lad inavi 1, interferon alpha, lanaic adinc tobaace’,fr, loptna"ar, 
noifina,,ir, .aevirapino, oacllsnivin dhn’Lnin, nimanaadmna 
nlonaur, saqoin a’,ir, stavndino, leprenavir, valgeaciclovir, 
sanarn ivir. raleiaahine, and 73dDVUylflC, and ether antiviral 
apeoto seam as. abnca,,ir, indi,cnvnn in torfarnrn 

mali. 

a&tme- - 
,,ir, ’bay M, rnataatadeae. lipia an, ir. nraodaoxyeholie aeki, 
I’d valganeiclo’dr. 

[013] Ii asaroitatasimal ngnls such as a lose lion. 
bsalazkle, bbat budest .31 mat"’, oiniatidmae, 
citapnide. diphonocytate, doniporktoae, eaoniopnaiole. 
famotidmne, aniselion, ta fstidina, lansoprazole, terrmnopra- - 
role, toperamLdo. aaerropenhani, naa,niazLne, nieautantioe, 
nitinononc, aizatidina � olaaln zinc, omepeazote, ondannairon, 
pnitoprazolo, pautanotnt paniprizole, rabsjariszalc 
analiam, ransoprazote, racatlidine, rispoddone. statphasa Ia- - 
zinc, and tegnanraxi; 
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[0137] Agents for treating haedadim including anti-mi - 
grainc ager]ls, such as aJmutdptan, buturphanol, dihydroer-- 
solamino. dThydr ]1ulanhina masyLele. clamp ban, eota-- 
nain:, feuvatripLau, mcihysa.(d �]cratr,plau. pizoiyl inn, 
Lestripi en, sumatcipthn, tonadistant, and zohiiriptan; 

[0130) Ageels ’0’ neal a rodegcnartive dIatscs. incliad-
ect
  

- 

ectinc agents for nature A1z he lance ’a dLn es such as 
eb tied, doneecril, donepn?d hydrochloride. dron*iaol, 

- galanl anaLna. transcendent, ueotrofl ’a, rasagi Ii,an, phyaoaiig-
mine. ph yedsligm inc salicylatn, prttpn old ffyl,ne, quctiepi ne 
rivastLgan i.e. I’ll, tacriec hydroc blonde, thalidomide. 
anti saliproden; ecLino ageab. (or I’ll  linntiiiØons 
Vücssw asth as Oawxethse and cethnenennpiet; anti-panda’ 
sanism thugs i,scful herd. include ama ’atadiun. apomor’ 

hthe, bronaneripeine, entacaponc. ]m,mdtap. (pall icularly 
� lcvonpaJcsrhklcaa combini laudtk, pergi 

prsmipexolc, raaagilinn, dluolc, ropiniroic, anlugiline, 
rearri tole400e, lrihcxyphi sad tdhaxypbouiIII 
hyd’ecLalorida; and active agents bar stand ALS such as 
he aai-spes.lic agents baclofon. diancmtae. ’iluzoic, and 

Ii .anidine; and In al Agendaus, "Ind ,aclerosk such as 
net ira Me, 

. 

[0140) Other thcrepcui Ic agents that can be delivered 
esitag Lbs P155001 metha,t and dintrUhhOrb include the 
follondeg reptnacnlatevc compciands: 

[0141] Ii-Lnftanimato,y agenla acid III culled
analgesics, such as slot prin, amiprilute. at raeufi ’a, 
azapropaneec � ar2thioprine, bceoeylate boa,acllic 
acid, buiscrinall, cap saicin, celneuxib, d iclufea en, 
did taeisal. csoni elude’s’, cnt cables.  
In calcium, fluLkarofen, ibuprofet. L.adrstaaathacln, 
keluprufle, kelorolac, lcuuom tic, tncctofcuamic 
acidd e,efenamic acid. nalcurandand, J]cpruxet, 
nuvanleouc. osaprsan � uzvphenblaLsi pa-
cocib, phgnylbuiazt’ae, paclatuIaal Piron inaaa ok, 
coxib, rrivacai.a1, suliedac, lcLrahydttseaaeabieol, 
treimi trometh amine. ,,atdenusib, and zic.autLde, 
as well as the itrinaty analgesics phonarrapyddina 
and tolterudine; 

[0142) AMIi-angiaa ui such as oaibi 
rnfieda,a, nclmelcnc, cendilul, .rom afibs ’a, land-
Li ban, (astuhil, rauolaei civ, icdisamti, ’atualdipiac and 
tisacidine; 
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[01431 coni,lid,mmi ",1 11 albeudaanlc, hard-
.arm hydrozynaphLhi cembandazole, deblo-- 
rophcn  loducculdr, mebendazelc. oxamniquiin 
ozf:udszolc, oxantel embouste. praziquanlc-- 
tel ambonaLe and thiabeede coin 

[0144] Add -a mhythttaic a glials, such as ataie4 scone. 
daopyrumidc, lecainidc acetale sad cannabis. ant 
rain; 

[0145] send-aathme agntacs, such cc Induced, zilcu - 
Lee, zaOrlu lanai. Wrylultir, su gale � aaonthlukaab 
prselukast, lc,,alhuietoL. ramatrobsn, auplatatu, and 
albilterul; 

[01") Anej-bacertiaJ agms, such as alstrofloxacin., 
acithretatycth, batlorcn. benenthamine pouicfflin, 
cinolacin. ripr000xac11. cetbaclis, caftibuten, 
ctar’thrumycan, cloadm ice. clovanililia, dal–oprte-- 
han, demeclecycline, dirithromyadn, doxycycliiac, 
acenoOoxacin. elhron,yci.a, ethiona akin, boudoir  
dunn, grapalloxecin. inaipeetcnb Invofloxacit, In  
ezolid loreoxacth, mu ci floxecin. nelidicic acid. 
uiLrnftarai 1,1111,111 ofiocavita, 4uthupdtha. 
rifamp dn, rirabulicin, rifapentint, ritipenens, spar-- 
Iluacin, spiramycin, sadphal,vi sitiphadux-- 
inn � a alpbe nicTa?Jnn, druchadayoursuble, su lpb a di as ins 
attlpharnrezol a, sulpharncLhuzarnle, Inhabit 
acobacttttaa, tetrecycli cm, ioaufloxaei a, Icimethop- - 

rim, tro’,sllugaca n � and vaneemyci n; 

(0147] Anti-cancer agents and immumusupwt�aanls, 
such as ahitrelini amieoutethi naida. ami 
snetlrozule. acathiupriea, reasonable. blesluca naide, 
hiriczdar, broadness, basal Ian, Caanpt thacin, can - 
doxatril, cape ciLabi an, c4ls tin, cylaeab tn 
IN Inrambucil, cyclospa,ria, daca cia:, return, 
all ipticirnt, etamustine, clopataida, cxanauraliea, 

[0144) Amd-etaaglalauts and other agents [or prevent-- 
Pg and on ating stroke, such agatruban, cilcalacul, 

citicolinc, clupidngrrl, crumaliban, dcxansbjnol, 
dicttnaarol, dipyridamole, nirounaslonc, opralvekitu, 
ozagrcl, pe rindopril etbutnine, pheninditlna, area-- 
tJti rapini tick’pidiea, lirohben, and haparin, 
including heparin saIls Iornacd with organic or i nor-
genie bases, and low molecular weight Imparts i.e.. 
heparin fragments gonoall having a slight average 
molecular neigh in the range It eboul 1(Oa io about 
toddy D and exemplified by enosapanta, dalteparni, 
danapre,id, gammcrins nedrupsrin, ardcp win, UHL-- 
zapatin, cerlopai and reviparin 

E01491 Aad-d label ins, such a,. acvlohaatauida chin- - 
rpropanaidc, rargLilaaari glibienclamiale, gliclezide, 
ghipicida, glimapirid:, n)iglilol, otieglinide, ph naage 
did, piughi’ eosne, brilliant, roaigliteattna, trials 

-

n,iaic, toihutemide. I roglitarona, a S ’coglibose 
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[0178] 9te jnd i,]alaod ) 
(oa thonenna cIiein I’ll 

o  s may a 
becoabin)

 
a
   

e  

admi aisicrad in eombiaalion a..’g be prcscnc forrnt tations. 
Active agen’s atmrntcrrd in ouraihination may be from ’he 
I’ll tharepea tic class (n... lipid-reibila ci rag asnls or ante-- 
cagulant) ear frau’ differont therapeutic c]asses mg. 
lipid-eagniating agenl and an anticoagula rat). yIIlPdm of 
paLicalarIy iupol,ant dnag combination prcducth iraclude 
but arc no, limited to: 

[Ol?J fenie In ruinLracepIi,c compeesit–o as coraaainins 
both pragaslogcra and ad aitrogan; 

[Oiffi)] fariasla miT rapsitions norarseaung 
progrsleca. an astsogca. and an androgan; 

[011 I corr.hi.,alions of lipid-re grflaiing agents, e.g.. 
(a) a flbra.c nd a aaatha. nach as I idb,nP and 
aaor,,asaatin. fanrafibrata and ei,rwaaralia, fenotbrara 
I’d h,aatalin. or fnmaflbralc and pra’ataaIia (b) a 
fibrale and nicrinic arid, erich fenoubrate and nia- - 
cm; sad (C) a statin and a nicotmn acid, such 
lovastatin and ,,iacin; 

[01M] corrabinalions or a lipid -ragrilathig agent and 
an anuidiral agent, a a librate and a prtrScae 
inhibitor. scab aa fenofibrate And ritareavir; 
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del efecto terapÆutico de los SRI, mas rapido y aumontar este efecto. 

Solucion: En Is reivindicacion 36, so proportions urle coniposicion farmaceutica 
qua comprende: Gaboxadol y un inhibidor de serotonirla (SRI). 

IPC: A61 K311437, A61 P25/18, A61 K31/404. 

3. Detorminación del Estado de an Tecnica 

La fecha quo as he tenido an cuenta para determiner of Estado de la TØcnica as: 

Feoba de presontacion do Is solicitud prioritaria: Jun10 25 de 2003. 

Teniendo an cuenta Is fecba indicada so realizO Is bisquoda an el estado its Is 
tecnica do documentos relacionados con Is solicitud enccntrÆndose los siguientes 
doournentos miss rolovantos: 

N° Documento Titulo 
Pecha de 

03 Js2003/0104048 
Pharmaceutical dosage forms for 

publicación* 

03 (folios 273-281)

 
highly hydropiiiiic materials Junia 5 do 2003 

4, Anâlisis do patentabilidad (articulo 14 D486) 

4.1 Novedad (articulo 16 0486) 

La reivindicaciOn 1, Se refiere a: Una composiciOn farmaceutica que compendia 

1-gaboxadol ideate cerca Di haste ceroa de 2,1 6 de 2.5mg hasta cerca de 
20mg) 
2- escitaloprarn fur inhibidor dale ,eabsorcion S serotonina, SRJ) 
3- opcionalmente diluyentes 0 portadores fsrniaceuticamente sceptables. 

4 D3, describe: formas farmaceuticas qua contienen: diluentes 0 portadores 
(material do relleno), y al menos un agente activo en forma do sal (folios 273-274, 
Pigs 1 y 2, parrafo 12; folio 277, pg17, parrafo 123); conlo: un agents ansiolitico, 
el gaboxadol y un agente neuroleptico el escitalopram (folio 278, pg 18 , pÆrrafo 
127 y folios 279-280, pg 19-20, pârrafos  136 139)  los cuales pueden sister en 
forma combinada en Is forma farmacØutica divulgada (folio 281, pg 23, pØrrafo 
178). 

Las caracteristicas esenciales do Is composician de Ia reivindicoion 1, babian sido 
divulgadas previamento en 03 as decir: vq agents, anxiolitico, & uaboxadol y un 
agents  neuroleptico, el escitalooram y diluentes 0 portadoros. 

Por lo cual Is presente reivindicaciôn no as nueva, corTlo tampoco Bus 
dependientos 2-3. 

5. Conclusion: 

Los requisitos do patentabilidad do Is presents solicitud Se encuentran afectados 
as!: 
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I I Documento N° 
I Reivindicaciones I I 

Requisito quo afecta I afectadas 
D3 J82003/01 04048 1-3 I Novedad I 

6 Respuesta a los argumentos del solicitante: 

El solicitante afirma que su solicitud tiene rival inventive porque: 

El documento Dl revels el USC de un inhibidor S reabsorción de serotonina an 
combinacion con un agonista GABA-A alfa 2/3. Sin embargo an este documento 
nose enseæa 0 sugiere el use particular de escitalopram en combination con un 
agonista GABA-A alfa 2/3. En efecto, a diferencia de Is presents solicitud an Dl 
no Se presentan dates respecto a que esta combinacian sea efectiva y mucho 
mends a qua Gai produce efectos P01 si solo’. . no exists ningUn indicio an 
el docurnento Dl respecto a que of GABOXADOL an combinacion con 
ESCITALOPRAM podria resolver be problemas anteriormente descritos. 

Se aclara qua Se realiza una nueva bUsqueda par lo que no as tomara an cuenta 
el Dl dado que as encontrO el documento D3, el cual Se utilize pam el presents 
anÆlsis de patentabilidad (numeral 4.1); no obstante, tambien Be aclara que 
aunque el documento Dl no menciona especificamente el escitalopram (inhibidor 
de serotonjna (SRI), si menciona Is combination de gaboxadol y un inhibidor de 
serotonina (SRI)! lo cual sugiere el use de el escitalopram pare combinarlo con 
Gaboxadol, agonista GABA-A alfa 213, y as[ lograr mejorar Is eficaoia an el 
tratamiento de Is depresiOn. (folio 100, pg 2 parrafo 6). 

-Afirma edemas que: D2 as refiere a composiciones de Irindalone (antagonists de 
5-1-11-2) y un SRI pars el tratamiento de Is depresion. Sin embargo, contrario a Ic 
que afirma of Seæor examinador, al gaboxadol no as un modulador de 
antagonists de 51HT2 y adicionalmente su estructura no as similar a Is del 
Irindalone V par lo tanto, una persona versada an la materia nose verla motivada 
a sustituir el Irindalone de 02 par el gaboxadol de Dl. 

Se acapta, que of solicitante tiene Is razan an cuanto que el gaboxadol no as un 
modulador de a antagonists de 5F-1T2 y adicionalrnente Su estructura noes similar 
a Is del Irindalone; par lo tame as realize una nueva busqueda par lo quo no Se 
tomara an cuenta este docuemnto, dado que Se encontrO el documento D3, el 
cual Se utilizo pare of presents analisis do patentabilidad (numeral 4.1). 

-El solicitante afirma que Is combinaciOn reclamada tiene un efecto rnejorado 

Al respeoto as aclara que, Is ooniposicion farmacØutica qua cornprende: 
gaboxadot y escitalopram ya as habla divulgado, par lo tanto no exists alguna 
allure inventive para evaluar, Sin embargo as importante aclarar qua an(as 
anteriores arliculos 45, so comunico que [as resultados mostrados an Los folios 62 

table I (folio 161)! no estan completos ya que no Se observan resultados del 
ensayo, can respeoto al gaboxadol, asi coma [as de Is table I ( folio 270, de Is 
respuesta 2010-04-08); ademas el ensayo realizado no sopoda lo que el 
solicitante pretends master come soluciOn & problems (lograr que as SRI! 
inician rnas rØpidamente su efecto terapeutico mejorando Is aotividad do los (SRI! 
can un efecto sinergico). La Unica format de poder evaluar Si existen o no ventajas 
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on Is combinacon do compuastos, at fuera & case, as tenor dabs cuantibabivos 
del ofecto de cada compuesto per separado y de Is combinacian de estos, baja 
las mismas condiciones de ensayo, pare evaluar Si el resultado de Is combinaciOn 
as debe a: 

a) solo is sums osperada de efeclos de(as dos agenfes. 0 
b) Si incluso as presenta una disminucion an la actividad aditiva osperada, 0 
c) si an realidad existe Un efecto njaywaditivo (sinergico), qua serla 
inesperado, no predecible y qua Si tendr(a nkiel inventivo. 

In cumplimiento del articulo 45 de Is Decision 486 de Ia Comision de Is 
Corrunidad Andina, Se Is indica qua dabs car respuesta contra del termino de 
sesente dies contados a panic do Is teens do notificacion de la presents 
camunicacion. En case de no der respuesta at presents roquerimiento 0 SI a 
pesar de la respuesta subsistieran los impedirnentos para Is concesiOn, Se 
denegara Is patente. 

S 

YEA

rtte aficiqpopformealadispuesto en eI numara) 5.2, literal 
a)del capitry{erode IaCircular Unica N° lOde 

2001ALIX

 CAESPEDESDE YERGELDrector  Creaciones ( C 

El anterior requenimiento tue notificadc, per tijacian an lista, de fecha 

:.i 

CONCERTO 
TECNICO No. 1959 EXAMINADORTECNICO 
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