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Comprobante do pago por reivindicacion do prioridad. 
Documento qua acredita Is existencia yreprnentauion egal cuando at sohcitarfle sea persona 
jundica. 
Poderes, Si ¶uere ci caso. 
Documento de cssion der inventor ar solicitante o a so oausante. 
Deol arado ne s - 
Copia do is  sokcitud international. (Resumen, descripSôn, rehhndioaoones, dibujos) 

Traduccion do to solicitud international at castellano. (Resurnen, desoripciOn, reivindicaciones, 
thbujos) 
Cops del examen preliminar efectuado por Is IPE& 
Traduocion del examen prelimina, efectuado por Is IPEA. 
De ser at caso, copa del contrato de acceso. 
Do ser el caso, documento quo aoredite Is licencia 0 autorizacion do usa de conochmienke 
tradicionares de las comundades iridignas. 
De ser a’ case, certificado de depØsito del material biologico. 
Aria final 12x12 
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de esta solicitud. 
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REPRESENTATION AND 
POWER OF ATTORNEY 

I (we), the underslgned/Yo (no,otto) abajo armado Ce’ 

K. LUND3ECK A/S  

of/domiciliado (a) en L Ott 1 1aye.LDK,2OQ - 

Copenhagen, DENMARK  

r,JacIOIlados con estee oerecnes; action,, 3! prec 
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0 liciosos. 

Given and signed this! Dade y finnado 111Y 

11 ,hie 19  
-. -.-- --

in/en rrçwem 

Sltture 
J&*i’ ida1 Petersen 

' CAVELIER ABOGAOOS partnt 
WPPOCERE-1 (MINtXrA N’ 1111.2.5) 

164033 0 001.2I0I 12.06.98 RA 
60100-02364/98 20000 ] 



LEGALIZACION 

El Senor Consul de ColombIa debe expedir un 
eoosi4ar sobre (I) 1, exi,teoclł legal de Ii contpaMa que olorga 
el poder, (2) lus Østa ejerce an objeto social, y (3).. qtte let 
personas pie oorgan el poder esSy autosizadas pass, derlo. A 
este efedo Is, so chance qua muestxrnt a! Seæor C4,issiI las 
pruebas que acreditan eacs Inches (I), (2) y (3). 

r 

LEGALIZATION 

The Colombia Consul must issue (1) 

nt 
the lŁ5al xistence of the company .wMcl. gn% the 
Fosver-of-Attoroey. ( I that it Is to acta L . xercis� … Its 
company purposes, and (3) that the pesois who oxenIt5 
Fower of Attorney is autoried to do so. To ’his effoct, F1a 
show the Consul he evidence to pTove the above facts (lXb 
deal (3), 

40 

NOTA PARA EL SEROR CONSUL DE COLOMBIA: S�gün  its articulos 65 del C. de PC. y 480 del C. de Cu, 

si el poderdante es ma sociedad, ei Senor Consuldebe certificar que turn a Is vista las pruebas de su 

existences, que ejerce sit objeto social y que quien confiere el poster es an represeritante. 



La suscrita use Greby, notario pb1ico de Copenhague, 

Dinamarca, certifica que ci seæor 

John Meidahfl. Petersen, 

cue en la fecha de hoy no firrnado ante mi It presente docu-- 

mento, eats autorizado, segthi documentos iustificativos que 

juzgo suficientes, para tsar la firma de la socledad denomi-

n ad a 

H. LUNBECK A/S, 

domiclijada en 9, Ottiliavej, DK-2500 Copenhague, Dinamarca, 

V sue iegalmente exists y actualmente ejerce su obieto social 

de acuerdo con las leyes del Dinamarca. 

En fØ do to cual pongo ml firma y ci seilo notarial. 

Notaria de Copenhague, a 11 de Junto de 1998. 

uisQ’Gre’ 

notario pubilco 

Derecho: 200,- DKI< 
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BE LEU ALA FIRMA U NTC DL BE .. 
. :1 
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7. � . . 
dG SELSICABSSTYRELSEN ’S � EflHVRVSMiNISVERIET . - 

The Danish Commerce and Companies Agency 

certifies and attests that 

"H. LWDBECK A/Sfl 

Cttiliavej 79 

DK-2500 Valby 

Denmark 

of the municipality of Copenhagen 

which company was established 14th October 1950 

under registration number A/S 22.472 

in the Danish Commerce and Companies Agency incorporated with 

limited liability, . as a Danish Public 

Company, limited registered and moor-- 
.......... 

porated under the provisions .of t Company Legislation of the 

Kingdom of Denmark. . u 3L �2005 

S - 

� 

copenhaen, 11th May 1998 

Pja SodequEst 

Z21
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CONSULADO RE COLOMBIA 

No 33-98 

El suscrito, Consul do Colo,thia en Copenhague, Dhiamarca, 1SOS los docume,itos presentados 

per los interesados, 

C EKT I  EtA 

Quo Is Sm. lager Elgaard quien autorin el documento adjunto, ejercia Jegalmente, on It thcha 

alli expresada, sus thnciones como Funcionarlo del Minislerio do Relaciones Exteriores do 

Dinanmrca, y quo so finna y sellos corresponden a los regisirados on este Consulado. 

Que Is firma H. LIJNDBECK A/S. este tegalniente, pie ejeice su objeto social do acueido a 

las eyes danesas y quo ci Sr. John Meidalil Petersen esIÆ autorizado pan firmar el 

docim,ento, do cuerdo at Resunien expedido per Is Dirección do indusirias y Comercio Nr. A/S 

22472, cuya copia so adjunta. 

El suscrito CØnsul do Colombia no asume responsabilidad per el contenido del document.. 

Se pagarÆn en Colombia los in,uestos do Timbre quo so ocasionen al ejecutar en Colombia has 

obhgciones emanadas dci presente documento do conformidad con el articulo 519, litl Estathto 

tributario.’ 

Copenhague, Junio 23 do 1.998. 

oj?" 
CARLOS ARTURO MORALES t: 

CØnsul do Colombia 

Pagdo Impuesto Timbre USE, 6.00 

Derechos ConsularesUSD: lOO.00 u
. 
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TPJ%DUCCION OFICIAL N 080798.1 al espaftol de on documento 

escrito en - inglØs, preparada per Jaime Armando Garavito 

Burgos, Traductor Oticial debidamente reconocido per ci 

Miniterio de Relaciones Exteriores y aprobado por el 

Ministerio de Justicia de Is Repdblica de Colombia mediante 

Resolucion N 034 de enero 11 de 1983 

(En la parte superior central de las tres primeras pÆginas 

aparece still redondo en relieve de la Embajada de Colotitia 

en Copenhague, Dinamarca) 

-----------------------------------------------------

(Adherido en la esquina superior izguierda de las dos 

primeras hojas del documento aparece cello rojo de oblea, 

junto con cello en tinta del Notario Pdblico de Copenhague, 

Dinamarca) 

-------------------------------------------------------------

Documento escrito en inglØs y espahol por medio del cual 

GRM&M CAVEIüER. H LuNDSECK p/s, otorga poder a 

favorfaque,GONSPLO PERDOMC, EMILIO FERRRO y LUZ CZ1A;0E .flEZ, Dado ................................a a C 

y firmado el 11 de junio de 1998 an c  sinarnarca. 
. 

- � � - 

firmado) John Meidahi Petersen, flepartmefltO.Patents 

1.1?-------------------------------------------------------------

CERTIFICACION NOTARIAL (SOCIEDAD) en espaæol referente a la 

existencia legal de la sociedad H. LUNDBECL< A/S Y SU 

representante autorizado John Meidahu Petersen expedida el 

11 de junio be 1998 an Copenhague, Dinamarca. (firntadol Lisa 

Greby, Notario P,Thlico (Aparece adherido sello notarial rojo 

de oblea) 



- El Ministeria de Relaciones Exteriores en capenhague, 

Dinamarca legaliza is firma de Use Greby, Notario Publi-co ci. 

29 de junio de 1998 firmado) INGER ELOAARD 

-------------------------------------------------------------

ERHVRVS - OG SELSKABSSTYRELSEN (Aparece Un sImbolo) 

ER HVERVSM ’NI STER I El 

at Agenda Danesa de comercio Jr CompaæIas cartitica y 

atesti qua qua 

"H. LUNDBSCK A/S" 

Ottiliavej 7-9 

DK-2500 Valby 

Dinamarda 

del munidipio de Copenhagua, companla gue tue astabiadida ci 

14 de octubre da 1950 bajo ci nijnaro de registro A/S 22.472 

en la Agenda Danesa de Coznercio y da compaæiae constiruida 

con responsabilidad limitada, existe legalmente COIW ufla 

Compaæia P’Thlica Danesa, limitada par acdionee y debidamente 

registrada y constituida bale las disposici ones de It 

Legislacidn de Companies del Reino de Dinamarca. 

Aparece copia de sells de oblea) .. r' 
ou 

..... 

Copenhague, mays ..1H)$ K2’v 
(firmado) 

Pia Sdeguist  

EL MZNTSTERIO DE RELACIONES EXTERTORES EN ..PENj4AGUE 

DINAMARCA CERTIFICA LA FIRMA CE PIA SØDEQUIST el 14 be matt 

de 1996. firmado nIGER ELGAARE 

-------------------------------------------------------------

N 33-98. EL CONSULADO GENERAL DE COLOMBIA en Copenbague, 

Dinamarca, certifica las funciones y firma de luger Elgaard, 

el 23 de junio da 1989. Pagado impuesto de timbre y derechos 



consulares, (firmado) CARIflS ARTURO MORALES Cónsul de 

Colombia 

---------------------------------------------

EL MINISTERIO DE RELACIONES EXTERIORES en SantafØ de Bogota, 

D.C. certifica la firma y las funciones de Carlos Morales, ci 

1 de julio de 1998. N 051248-(firmado) Jefe de 

Legalizaciones. 

-------------------------------------------------------------

Es trduoci6n fiel y completa de la cual se deja Copia en los 

40 archivos de esta oficina para su confrontacion y a la cual me 

remito. 

SantafØ de Bogota, D.C., julio S de 1998 

COLO: 3003-801-001-0 

;L:03: 
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. CAVELIER 
- 

ARDGAOOS 

EDIFICIC SISKI 

WEBSIi rARF1R4N!. - TELEI�oNn:!.STIII: N7 -361I 

BOGOIAF.(nI.CMIILA TEL(FAX�I. 1111/.!5111 :7I1I)110 4Y91 

Seæor Jefe de is 

DIVISION DE NUEVAS CREACIONES 

Superintendencia de Industria y Cornercio 

E. S. D. 

Poderdante: H.UA1DBK A/s 

Fader oonferldo at: 11-06-8 

Yo, GERMAN CAVELIER, obrando an Dli cal*dad de apoderado 

principal del poderdante arriba mencionado, atentamente 

manifiesto a Usted qua sustituyo el poder qua me he side 

conferido on Is persona del doctor EMILID FERRERO Abogado con 

Tarjeta Profesional No. 31.929, con todas las facultades qua me 

fueron conteridas. 

Rego is anterior sustitucian conforiile at articulo 66 del 

Cddigo de Procedirniento Civil ya que los otros sustitutos 

fallen an este momenta. 

senor Jefe, 

GERMAN CAVELIER 

T.P.A. No. 832 

C.C. No. 2 077.924 de Bogota 

...........,
 

........ Acepo: 

a : 

........ 

EMIL 10 FERRERO 
IT 

....... T.P.A. NQ 31 ..929 

C.C. No. 438.019 de UsaquØn 

2e-780-2 

NIL IIbO.O4I. 



Th_ 

C - - 



09) WOII lIktu5 PTIyCTt 

OUR 

a 

lamp 

(43) InIemulional Pubilcallout Puce (to) IntcmnOomnl Publknuon Number 

29 December 2004 (29.12.2004) PCT WO 2004/112786 A2 

- 

(51) I’utcrnstit.mJ PWut C1sifltlon’ A6IK 311437, (utl) Thuleivatal States (sutless othelse All icueed, f4 evcl7 
311445 31/343. 31/4439, 11/404, 31/15 AS ’P2511  AURNIOuppruphAerforooll.dii AE AG. AL! AM. 

AL BA,BB, 9( R, 3W, BY, HZ. (:A,  CH, CN, 

121) lnk[alThn5l AppIi5Utu Ntnllbff: .CO. tL CU, CZ DE, DX, DM, DZ SC. FE, EU, ES, Fl, 

PCTIDX1ISJIItS01)451 {OD, GE, Oh, GM, }, MU, ID, If  IN, IS, Ii Kit, 
KG, ER BE, Xx, U,. I.E. R. US, IZ LU, IX MA, MD, 

(32) Inteutado.tal FtIu Ih!: 151 .. 2(514 (35.B1.3t04)  
PH. FL. Vt. kG, aU,sC. Sa 55,50.5K. SL. NY. TI. TM, 

(25) F1111 l,gutage Pngliuh NET  SR. iT. U. UA. (JO. US, UZ. VC. WI. TU.fl. ZM. 
ZW. 

{ZE) Putbflctilo Ingn: EtJ lob 
(54) Dlgtsetth Stnt (seIeo ethe,}oe iudeutd for ee,y 

(38) Pdorlty Duthi ltd of nglt.coI pweecf h? naIIdIe)t ARIPO (BW, OH. 

t’A2PI3tSJSSG 25 J. 2011] (:5.lI6.21e0) DR OH. XE, IS, MW, HZ, N, IN  SI.. Sir 17., UG AM, 

60/413,019 35 lane 2(513(2503.30/33) US fl) Euratiat (AM, AZ BT, KG. AS  MD, RUT]. TM), 

61 7 Janpw 2(514(07.01.2(05) us Ip I AR BE, UN, CV, C7_ DD, IN  flIL US. FL 

a M1(O4(thI6 7MAMIS2tlTht IN.03.2(04) DX e,Us. OLWJILVVtU MC.!.5L.VtID. S SI, 
5K. It), OAIM BE, BJ, CR CO. CI. CM, (EA. ON, OQ. 

. - OW. ML MR. NE. SN, SD. TO). 
IMM (71) AppIleas Glo CU des1smsed SICS.a eaa.ps US) H. 

M JUINOBECK MS (DKIDK]; Ottii.mj 9. IIK-25151 Valby 
_ 

(UK).PMREwd 
- teith&at inte,ael&eul Cmh be epabiithed 

(72) Inwataqs; ma apoe eec4pe of tha 

(75) Iflo&Appll�eaS VII US oMyft SANChEZ, Con. 
we I 111012K’ Gaaoeer 55. DO 2%)GIoop (DX) M, neo.setie, dee eud abe’ Cstena, Aft, to the UGMd-
EflRT. OJa[Ieo IDK)DK]; KSunAvej 5. DK3520 orcolocalow.CoderandAblowallcia"CppeCthag at the hegira. 

= 

I0&m (DX). sathg of eoch aegalu, itne 5(1 i’Cf Gazette 

RE

 
S 

0 

N 

(54) TItle; TREATMS,tr BE DhiFRbsStOt1 AND OIlIER AJ1PECflVE DISOIDCRS 
SIR 

0 AstracIi The ptmatt iteanl)on r&ates to use of gatrotadot kpreceætg pham]aaOer–IIOaI es,mFso.tttu fO[ aaag *ptOrrIotr. 
MwOrAw A taluIm to the Oro Of  gahoxade] fich the peepataliou of a phamtoenticaI eem(tceition to be need in combi itatiet tilk a 

ototita reaptae inhibitor Uraay ether comund, which causes ci aevaeet it the Iev4 of ettraeellujac tett}tOtin. 



WO 20041112786 PCT/0K20041000459 

TREATMENT OF DEPRESSION AND OTHER ATFECflVE DISORDERS 

Field of Invention 

The present invention relates to the use of gaboxadol for the preparation of medicaments 

useS for the treatment of depression. The present invention also relates to the use of a 

combination of gaboxadol and a serotonin reuptake inhibitor (SRI), or any other compound, 

which causes an elevation in the Ieve of extracellular serotonin, for the Ireatment of 

depression and other affective disorders. 

10 Background of the Invention 

Gaboxadol (THIP), described in IF patent 0000338 B1 and in B? Patent 084060! 31 have 

shown great potential in the treatment of sleep disorders. 

Selective sexototha revpteke i&dbitors hneivaftrreferred to as SSms) have become first 

IS choice therapeutics in the treatment of depressing certain forms of anxiety and social 

phobias, because they are effective, well tolerated and have a favourable safew profile 

compared to the classic tricyclic antidepressants. 

However, clinical studies on depression and anxiety disorders indicate that non-response to 

zo SSRIs is substantial, up to 30%. Mother, often neglected, factor in antidepressant treatment 

is compliance, which has a rather profound effect on the patient’s enotivation to continue 

pharmacotherapy. 

Description of the Invention 

� 25 According to the present invention a phamiaceutical composition Far the treatment of 

depression is provided. 

(Inboxadol has the general formula 



WI) 10041112786 PCTJDK2(ffl4lO0459 i-4 

OH 
HNC/N 

and throughout the description ’gaoxadol" is intended to include any form of the 

compound, such as the base (zwitter icilY, phannaoeutic}13  acceptable snJul of, 

pharmaceutically acceptable and addition salts, hydrates or solvates of the base or salt, as 

well as anhydrates, and also amorphous, or crystalline foams. 

More specifically, the present invention relates to the use of gaboxadol having the general 

Ramada 

� OH 
HN- Idl °’ 10 

for the preparation of   phmaoenfinal composition for the treatment of depression -

In a Rirther aspect, the present invention relates to a method for the teathient ordepression 

comprising administering to an individual in need thereofaphamaceAltically acceptable 

IS amount orgaboxadol. such individual is preferably a human, such as male or female human, 

child, adult or elderly. 

According to the invention, gaboxadot may be used as the base (the zMtter ion) or as a 

pharmaceutically acceptable acid addition salt thereof Or as an anhydrate or hydrate of sack 

. 20 salt or base. The salts of the compound used in the invention alt salts foamed with non-toxic 

organic or inorganic acids. Exemplary of such organic salts are those vdth maleic, fiamaric, 

benroic, ascorbic, succint oxalic, bis_methyleoesalicylie, methanesdfonic, ethane-

oxidation, acetic, propionic, tartaric, salicylic, citric, gtocomn, lactic, nalic, mandelic, 

ciamanto, citiaconic, aspartic, steario, palasaltic, itaconic, glycolic. p-aniino-benzoic, 

21 glutamic, benreuc sulfonic and theophylline acetic acids, as well as the 8-halotheophyflines, 

for example 8-broano-theophylline. Exemplary of such inorganic salts are those with 



’co 2004/1l2786 PCT/DK3PP4J%W459 

3 

hydrochloric. hydrobronjc, sulfiric, sulfamic. phosphoric and nitric acids. Gaboxadol may 

also be used as the awitter ion, e.g. the mono hydrate thereof 

The acid addition salts according to the invention may be obtained by treathient of 

5 gaboxadol with the acid in an inert solvent followed by precipitation, isolation said 

optionally re-crystallisation by lmoi methods and if desired miaonisaticn of the 

crystalline product by Wet or dry milling or another oonvcni eat process, or preparation of 

particles from a solvent-emulsification process. Suitable methods are desonbed in EP patent 

0000338. 

w 

Precipitation of the salt is typically caned out in an inert solvent, e.g an inert polar solvent 

such as an alcohol (e.g. ethanol, 2-propanol and n-propane1), but water or mixtures of water 

and inert solvent may also be used. 

U manemhodim&nt, gabondolisasediothefoxmof tor acid addition salt, orarntterton 

hydrate or twitter ion anhydrate. In a nsrthe’ embodiment, gaboxadol is used in the form of 

the pharmaceutically acceptable acid addition salt selected from the hydrochloride or 

hydrobromide salt, or ira the foam of The zwitter ion monohydrate. Most conveniently, 

gaboxadol is in a crystalline form. 

According to the invention, gaboxadol may be administered in any suitable way e.g. orally 

or participially, and it maybe presented in any suitable form for such a–ninistration e.g. in 

the form of tablets, capsules, powders, syrups or solutions or dispersions for injection. 

Preferably, and in accordance voth the pulpose Of the present inventiom gahoxadol is 

� 25 administered in the form ofa solid pharmaceutical entity, suitably as a tablet or a capsule or 

in the form of a suspensioiz solution or dispersion for iieotion. 

Methods for the preparation of solid pharmaceutical preparations are well keown in the sal. 

Tablets may thus be prepaxed by mixing the active ingredients with ordinary adjuvants 

o and’or diluents and subsequently compressing the mixture in a convenient tabletfiog 

machine. Examples of adjuvants or diluents comprise: corn starch, lactose, talcum, 

magnesium stearat; gawine, lactose, gums, and the like. Any other adjuvant or additive 
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4 

such as colowings, aroma, preservatives, etc may also be used provided that they are 

compatible with the active ingredients. 

A suitable formulation of gaboxadol is described in WO 021094225 filed May 1, 2002, 

5 Without limiting the inventioTs in any way, it is intended that any one of the aspects or 

embodiments of this patent application is suitable embodiments of the medicament or 

pharmaceutical compositions herein. 

Gaboxadol is typically administered as moral dose form, sunh as a solid oral dose form, 

10 typically tablets or capsules, or as a liquid oral dose form, Oaboxadol is moat conveniently 

administered orally in unit dosage forms such as tablets or capsules, containing the active 

nimealicest in an amoust am about 0 ito about 150 in/day, such as from about 0.1 to 

about 100 mg/day, typically from about 0.5 to about 50mg/day, preferably from about 2.5 

to about 20 mg  /day, e.g. from about 5 to about 15 malady. The amount of gaboxadol is 

5 calculated based on the free base fbnn. 

Gaboxadol may be administered as monotherapy or as combination therapy with other 

drugs. In a particular aspect, gaboxadol may be combined with a serotonin reuptake 

inhibitor as described below. 

20 

The combination of gaboxadol Mtb a smotmadut reiaptalte InhIbItor 

In addition, gaboxadol may be used to augment and provide faster onset Of the therapeutic 

effect of serotonin reuptake inhibitors, in particular 

25 It has now surprisingly been found that gahoxadol may be used to augment and provide 

faster onset of the therapeutic effect of serotonin reuptake inbabium. 

In one aspect, the invention relates to use ofgaboxadol for the preparation of  

pharmaceutical composition to be used in combination with a serotonin reuptake iohibitor or 

30 any other compound, which names an elevation in the level of exfracellulur serotonin. 
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In another aspect, the invention relates to use ofgaboxadol for the preparation of   

pbarmaceutical composition usefil for auenting andlor providing faster onset of the 

therapeutic effect of a serotonin reuptake inhibitor or any other cnmpcund, which causes an 

elevation in the level ofextncellular serotonin. 

In a meter aspect, the invention relates to a phm,nacetttical composition or a ccrnpdsing 

gaboxadol said a compound, which is a serotonin rauptake inhibitor, or arty other compound 

which cs1ses an eiev&ion in the bevel of rxlncellolra serMoino. area oplonally 

phannaceutically acceptable caMera or diluents. 

In a par’Mt aspect, the aventton Teoxeco. to a method for the b1momw of th&esses or 

disorders responsive to a sesototh reuptake inhibitor or any oOwi compound which causes 

an elevation in the level ofextracellular serotonin, comprising administering gaboxadol and 

a serotonia reaptake awfilbot, or a compound whi* cauaea an elevation in the level 

15 extracellular se’otoni’i, to an individual in need thereof. 

In a further aspect, the invention relates to use of gaboxadol and a compound, which is a 

serotonin reuptake inhibitor, or any other compound which causes an elevation in the level 

ofexfracellular serotonin, for the preparation of   pharmaceutical composition for the 

20 treatment of diseases or disorders responsive to the therapeutio effect we serotonin reuptnke 

inhibitor or any other compound causing an elevation in the level ofexfracellular serotonia 

In a further aspect, the invention relates to use of gaboxadol for the preparation of 

pliannaceutical composition for the Weatinent of an individual to be wasted vith or 

25 undergoing isearacceit with the serotooiu reuptalse thbibitcr, or any other conipomid which 

causes an elevation in the level of exfracellular serotonin, wherein said inditdiizl suffers 

from diseases or disorders responsive to the therapeutic effect of a serotonin reuptake 

inhibitor or any other compound causing an elevation in the level ofextracellular serotonin, 

30 In a ftrther aspect, the invention relates to use of goboxadol and a coinpo’md. which is a 

serotonin reuptake inhibitor, or any other compound which causes an elevation in the level 

ofexfracellularserotonin, for the preparation ofabit for the treatment of diseases or 



WO 2111"1112786 pC,,r,xzo4/unhI459 

6 

disorders responsive to the therapeutic effect of   serotonin reuptake inhibitor or any other 

compound causing an elevation in the level of ext-acellular seretonin. 

In a furTher aspect, the invention relates to a method for augmenting andor providing Roger 

5 onset of me therapeutic effect of   serotonin renptslce inhibitor, or any other conçomid 

which causes an elevation in the level o eutneelMe’ serotonin, comrisiag annimsterittg 

gaboxadol to an individual to be mated Mth or undergoing trealinent with the serotonin 

reuptake inhibitor, or any other compound which causes an elevation in the level of 

exacellular serotonin. Such individual is preferably a human, such as male or female 

10 human, child, adult or elderly. 

In an embodiment, the serotonin reuptake inhibitor or the compound which causes an 

elevation in the level ofoxtrucellolar serotonin is used in thetreatmentofdepression. 

amdew disorders and other affective disorders, eating disorders such as bulinjia, anorexia 

Is and obesiw, phobias, dysthymia, premenstrusl syndronie, cognitive disorders, impulse 

control disorders, attention deæcil h)peractivity disorder and drug; abuse, in particular 

depression. 

In a farther embodiment, the sposestorre reutake inhibitor or the compound which causes an 

20 elevation in the level of extracellular serotonin is used in the treatment of anxiety, disorders 

including general anxiety disorder, panic anxiety, obsessive compulsive disorder, acute 

st diiCr, sam trauma atitas tiorder or metal ansiety &sntde& 

In a Auxther embodiment, the serotnnin reuptake isilhihitor is selected from citalopteahi. 

25 escitaloprani, flunxetine, seiftaline, paroxetine, fluvoxamine, veniafaxine, duloxetine, 

daoxetioe, nsfazodone, imiprenhin, femoxetine and clomipramine or a pharmaceutically 

acceptable salt of any of these conwounds. Just to cleriC’, eachoftiff serotoninre’çtake 

inhibitors specified above is intended to be an individual embodiment. Accordbigly, each of 

them and the use thereof may be claimed individually. 

10 

In a further embodiment, the serotonin reu,take inhibitor is a selective serotooin rupt&ce 

inhibitor (ssm). 
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Ina fluter embodiment, the pharmaceutical composition or ldt prepared is adapted for 

simultaneous administration of the active ingredients In an embodiment, the active 

ingredients are contained in the same unit dosage foam. 

In a Ilirther embodiment, the pharmaceutical composition or kit prepared is adapted M 

sequential administration of the active ingredients. in an embodiment, the active ingredients 

are contained in discrete unit dosage forms. 

ma father aspect, the present invention relates to the use orgahoxadol for the preparation 

in of a phannaceutical composition to be used in combination with a serotorjin reuptake 

inhibitor or any other compound which causes an elevation in the level ofexwacelltiiar 

serntotha 

In particular, the prent invention relates to the use ofgaboxadol for the preparation of   

Is pharmaceutical composition useflul for augmenting and/or proding faster onset of the 

therapeutho effect of   serotonin reupt*e inhibitor or my apart compound which causas an 

elevation in the level of extracallular serotonin, 

More particularly, the present invention re!atcs to the use as above, ofgaJ3oxadol, for the 

20 freatmeult of depressioni niew disorders and other affective disorders, such es generalized 

anxiety disorder, panic anie, obsessive compulsive disorder, some stress disorder, post 

traumatic stress disorder and social anxiety disorder eating disorders such as bulimia, 

anorexia aid obesi’, phobias, dysthymia, premensthial syndrome, cognitive disorders, 

impulse control disorders, attention deficit hyperactivity disorder and drug abose, in 

25 particular depression uith a serotonin reuptake inhibitor or any other compound which 

causes an elevation in the level of extTacel]ular serotonin. 

The arriety disorders mentioned above include general anxiety disorder, panic anxiety, 

obsessive compulsive disorder, acute stress disorder, post tramna stress disorder or social 

30 anxiety disorder. 
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As used herein, the term auErncnting covers improving the therapeutic effect andlor 

potentiating the therapeutic effect of an SRI or a compound which causes an elevation in the 

level ofextracellular 5 -HI. 

5 In a further embodiment, the invention relates to the use ofgaboxadol and a compound, 

winch is a serotonin reuptake inhibitor, or a compound, which causes an elevation in the 

level of extracellular serotonin, for the preparation ofapharTnaceucal composition for the 

treathient of diseases or disorders responsive to the therapeutic effect of a serotonin reuptalce 

or any olher compound, which causes an elevation in the level of exttacellulax 

ID serotonin, 

ma further embodiment, the invention relates to the use ofgaboxadol and a compound, 

which is a serotonin reuplake inhibitor, or a compound, which causes an elevation in the 

level ofexfracellular serotonin, for the preparation of a lift-ofparts (kit) for the treatment of 

IS diseases or disorders responsive to the therapeutic effect of   serotonin reuptake inhibitor. Or 

any other compound, which causes an elevation in the based of motor uptake serotorjin. 

The diseases responsive to a serotonin reappoint inhibitor include depression, nie, 

disorders and other affective disorders, eating disorders such as bulimia, anorexia and 

10 obesity, phobias, dysthymia, premenstroal syndrome, cognitive disorders, impulse control 

disorders attention deficit h,reractivity disorder and drug abuse, in particular depression. 

The reran anxiety disorders is as defined above. 

25 In one embodiment, the present invention relates to the use ofgahoxadol for the preparation 

0 of   pharmaceutical composition as above, which is adaptS for simultaneous administration 

ofthe active ingredients. In particular, such phaaceutical compositions may contain the 

active ingredients within the same unit dosage form, e.if in the same tablet or capsule, Such 

unit dosage forms may contain the active ingredients as a homogenous mixture or in 

0 separate comparnuents ofthe unit dosage fomi. 
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In another embodiment, the present invention relates to the use ofgaboxadol for the 

preparation of a pharmaceutical composition or kit as above, which is adapted for sequential 

adniinisation ofthe active ingredients. Inparticular, such pharmaceutical coinposithns 

may contath the active ingredients in discrete unit dosage fonns. e.g. discrete tablets or 

capsules containing either of the active ingredients. These discrete unit dosage fares may 

be contained in the same container or package, a, g. a bhster pack. 

As used herein the term kit mcm’s a pharmaceutical composition containing each of the 

active ingredients, but in discrete smit dosage forms. 

’0 

The invention also relates to a phmnaooetica) composition or kit comprising pboxadol and 

a compound, which is a serotopin mistake i’tibitor, or any other compound which causes 

an elevation in exfloellular SHT. and optionally pharmaceutically acceptable caniers or 

diluents. 

IS 

The phannaceulical composition or kit of her invention may be adapted for simultaneous 

administration of the active ingredients or for sequential adn,inisthtion of the active 

ingredients, as described above. 

20 Finally, the present invention relates to a method for the treatment of diseases or disorders 

responsive to a serotonin reuptalce inhibitor or any other compound which causes an 

elevation in the level ofexlxaoellular serotonin, comprising administering gaboxadol and a 

serotonin rouptake ioiiibitor, or a compound which causes an elevation in the level 

extracellular serotonin, to an individual irs used thereof. 

. 25 

to particular, the present invention relates to a method for augmenting and/or providing 

faster onset of the therapeutic effect of   serotoniss reuptake inhibitor or any other compound 

which causes an elevation in the level extracellular serotonin, conipsising administering 

gaboxadol to an inditdual to be treated Min or undergoing treatment ’nth the serotonin 

30 renptake inhibitor or any other compound which causes an elevation in the level of 

execellular serotonin. 
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The individuals, which may benefit from treatment with a combination as above, may suffer 

from depression, asucie’ disorders and other affective disorders, eating disorders such as 

bulimia, anorexia and obesity, phobias, pmmenstmal s,drome, dysfinmia, cognitive 

disorders, impulse control disorders, attention deficit hyperactivity disorder and drug abuse, 

in particular depression. 

As mentioned above, anxiety disorder includes general anxiety disorder, panic arutitty, 

obsessive cnmpu]sive disorder, acute sttss disorder, was Iiauma sess disorder or social 

anxiety disorder. 

Gaboxadol and the serotonæi reuptake i’thibitor may be administered simultaneously as 

described above. 

Alternatively, the active ingredients may be administered sequentially, e,g in two discrete 

15 unit dosage forms as described above. 

It has now, surprisingly, been found that co-administration ofgaboxadol and a serotonin 

reuptake inhibitor produces a significant increased response in an animal model predictive 

of antidepressant effot, the mouse forced swim test, compared to the adminisation ofthe 

20 serotonin reuptake inhibitor alone. 

As mentioned abov; serotonin reuptake inhibitors show delayed onset of action. Even in 

responders to SSms, several weeks of teatuent are necessary to achieve a relief in stptonis. 

Gaboxadol may provide fast onset of theresuUc effect ofserotoninrouptnkeithlbitors. 

. 25 

The use of   combination ofgaboxadol and a serotonin reuptake inhibitor may greatly 

reduce the amount ofserotonin reuptake inhibitor necessary to beat depression and other 

affective disorders and may thos reduce the side eOcts caused by the serotonin reuptake 

inhibitor, I" particular, the combination ofa reduced amount ofSRl and gaboxadol may 

30 reduce the risk ofSSRI-induced serial dysfanotion and sleep distutances. 
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Co-adnthistmtionofgaboxadol and a serotonin reupt2ke inhibitnr may also be osethl for the 

moment of refractory depression, ic. depression, which cannot be treated approptiately by 

adininistiation of a serotonin reuptake i’iliibitor alone, Typically, gaboxadol may be used as 

add-on therapy for the augmentation ofthe response to SRIs inpatients whereat least 40-60% 

5 reduction in syoptoms has not been achieved during the first 6 weeks ofenfinenttthatI 

SRI 

Typically, gaboxadol is used in the fonn of an acid addition salt, orazwitter ion hydrate or 

Mtter ion anhydrate his further embodiment, gaboxadol is used in the form of the 

10 phaimaceotically acceptable acid addition salt selected from the hydrochloride or 

hydrobrn’oide salt, or in the form ofthe zwitter ion monohydrate. Most conveniently 

gaboxadol is in a crystalline fbrm. 

Many anfideprossants with serotonin reitake inhibiting effect have been described in the 

is literature. Any pharmacologically active compound, which primarily or partly exert its 

therapeutic effect is ixtibition ofserotonin reupuike in the conwal nervous system (eNS), 

may benefit from augmentation with gaboxadol. 

The following list contains a number of serotcnin reuptake inhibitors which may benefit 

20 from augmentation Mt gabcxadol: citalopram, escitalopram, fluoxetine, lt-fluoxet’me, 

sertraline, paroxefine, fluvoxamine, venlafaxine, dukxetine, dapoxetine, nefazedone, 

iniipramine, imipramine N-oxid; desipramin; pirandamine dazepinil, Le[OPaDZ beflirailne, 

fezolan,ine, femoxetine, clomipramine, cianoimipramine, litoxetine, cericlamine, 

seproxetine, WY 27587, WY 27866, imeldine, ifbxetine, tinucarbine, viqualine. 

� 25 milnacipran, baxinaprine, ’Tht 922, S 33005, F 98214-TA, OPC 14523, alaproclate, 

cyanodothepine, inmiprmnine, quinupramin; dothiepin, amoxapine. nitToxazepine, MoN 

5652, McN 5707, 0177, Org 6582, Org 6997, 0rg6906, amiftip’line, antitriptyline Is-

oxide, norinptyline, CL 235.663, pirlindoie, indafraline,LY 113.821, LV2l4.281, COP 

6085 A, RU 25.591, napamezole, diclofensine. frazodone, EM]) 68.843, BMY 42.569Mg 

30 2389, serctoremine, nifroquipazine, ademethionine, sibuiranilne, clovoxamine, 

desmethylsubitramine, didesmethylsubitramine, clovoxamine vilazodone, 
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N-[( 1-[(6-Fluora-2-naphthnleiiyl)methyl]- 4-pipeH–ny])amthoJczbonyI]-3-ptdine 

carbaxamide, [trans-6-(2.ohloropheoy-1 2,3,56, I0b-hexaIiydropro]o- (2,1-

(M4 5701), 

(dl-4-exo-snüno-s.ohloro-benzo-(b)-bicyclo[3.3.  I]nona-2-6 alplia(I 0 apha)-diene 

hydrochloride)(Org 6997), 

(dl) (5 alplia,8 a]pha,9 aIpha)-5,8,9,1O-Teflhydm-5,9 mthanobenzocycI000tea-8-mnine 

kydroth!oride (Org 6906), 

- [2-L4-(6-fluoro- Uj-iadol-3 -yl)-3 6-dihydro- I (2H)-pyfldigyIJthyl]-3-isopropyl-6-

(methyls,honyI)-3,4.dihydro-lH-2,I,-benzothiadiazinc-2,2-dioxide (LY393558), 

(5,6-dimethyl-2-beiuothranyl)-piperidine] (COP 6085), 

diluethyl-f5-(4-thfro-phenoxy).6,7,8,9-teftahydro-5H-benzooyclohepten-7-yl]-aniine (W 

25.591), 

,0 

(A 20426). 

(Bffl 866). 

(S33005), 
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N�OH 

CI (Org 582). 

The compounds mentioned above may be used in the form of the base or a phannaceutically 

acceptable salt, such as acid addition salt, thereof. Each ofthe serotonin reuptake ipbibitors 

specified above is intended lobe an individual embodiment. Accordingly, each of therm and 

The use thereof may be claimed individually. 

Other therapeutic compounds, which may benefit from aiigme,,taffon with gaboxadol 

include compounds which causes an elevation in the exfracellular level of 5 H in the 

Ic synaptic cleft, althougja they are not serotonin reuptake inhibitors. One such compound is 

t’aneptme. 

The above list of serotonin reoptake inhibitors and other compounds which causes an 

increase in the came ellular level ofserotonin, may not be construed as limiting. 

to an embodiment, the We is selected from citaloprame escitaiopram, fhsoxetine, sertraline, 

paroxetine, fluvoxamine, duloxetine, venlathxine, duloxetine, dapoxetine, oefazodone, 

imipramia, femoxefine and clomipramine. Just to clarify, each of force Skis constitute 

individual embodiments, and maybe the subject of individual clam’s. 

The term selective serotooin reuptake inhibitor (SSRI) mns an inhibitor of the monoamine 

ptea clirch has stoiier irAbitory affect at - atnionin taspfls –sne 

dopamine and the noradrenaline Usnaporters. 
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Selective serotonin reuptake iitbjtors (SSms) are among the most preferred serotoflin 

reuptake iiUbitors used according to the present invention Thus, in a Thither embodiment 

the Sm is selected from SSIUs, such as citalopram, escitalopram, fluoxetine, fiuvoxamine, 

serfialrne or paroxetina. 

The active ingredients acoordingto the invention, 19. guboxa,J md the, SWoraoompeI1M 

causing an increase in exwaoellular serotonin levels, may be used in the free base fonn or in 

the form of a phaimaceuticafly accertzble acid addition salt thereof; the latter being 

obtainable by reaction of me base fieren with an appropriate acid. 

10 

Citalopram is preferably used in the form of the hydrobromide or as the base, escitalopram 

in the lanai of use oxalate fluoxetine, sertra]ine and paxoxetine in the form of de 

hydrochloride and fluvoxamine in the form of the maleate. 

is As mentioned above the combination ofgaboxadol with a serolonin reuptake æahibitor 

unexpectedly shows a syterstic effect on the M. As a consequence, combination 

therapy using gaboxadol and lower doses of the serotonin reuptake inhibitor than normally 

used in monotherapy, maybe effective, and side-eftcts associated vdth the larger amomits 

of sorotonin reuptake inhibitor used in nionotherapy may be reduced or prevented 

20 altogether. 

Additionally, combination therapy with gaboxadol using a normal dose of serotonin 

template iobibitor has the advantage that an effective (NS effect may be obtained in the 

often large nmnber opatienIs who do not respond to conventional monotherapy with 

25 SSRIs. 

The amount of gaboxadol used in combination therapy may range from about 0.1 to about 

150 mg/day, such as from about 0.1 to about 100 mg/day, from abouto.5 to about 50 

mglday. from about to about 50 mglday, or from about Ito about 5 mg/day. Low amounts 

30 of Portended having no significant effect on Sep disorders have shown clear and 

significant effect in coanbination therapy with a serotonin reuptake inhibitor, such as 

escitaloprain. Low amounts are typically seleos from about 0.1 to about 2.5 mglday, such 
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as from about 0.1 to about 2.0 mglday, whereas higher amounts ara tpioaUy selected from 

about 2.5 to about 150 mglday. 

Serotonin reuptake inhibitors, including the SSms specifically mentioned hereinabove, 

differ both in molecular weight and in acthty. As a consequence, the amount of serotonhi 

reuptake inhibitor used in combination therapy depends on the nature of said serotonin 

reuptake inhibitor. In one embodiment of Idea invention. the serotopin reuptake iathibitor or 

the compound causing an increase in the level ofextracellular 541T, is administered at 

lower doses than required when the compound is used alone. In another embodiment, the 

0 serotonin roupteke inhibitor or the compound causing astrodome active level of 

extracellular 5 -HT, is administered in normal dcse. 

To prepare the pharmaceutical compositions of this invention, an appropriate amount of the 

Sactive inedient(s), in and form or base form, is combined in an intimate admixture widi a 

15 pharmaceutically acceptable canier, which can take a wide variety of forms depending on 

the form of privation desired far administration  Thesephaimaceucat compositions are 

desirably in unitary dosage form suitable for administration orally, rectally, percutaneously 

or by parenteral injection. For example, in preparing the compositions in oral dosage finite 

any of the usual pharmaceutical media may be employed, such as, for example, Water, 

20 glycols, oils, alcohols and the like in the case of Foal liquid preparations such as 

suspensions, s)Tups, elixirs and solutions; or solid carriers such as starches, sugars, kaolin, 

lubricants, binders, disintegrating agents and the like in the case ofpowders, pills, capsules 

and tablets. Because of their ense in administration, tablets and carsules represent the most 

advantageous oral dosage unit form, in which case solid pharmaceutical carriers are 

25 obviously employed. 

It is especially advantageous to fonnulate the aforementioned phamiaceufical compositions 

in dosage unit form for ease of workstation and uniformity ordosage. M used in the 

spicification and claims, unit dosage form refers to physically discrete units suitable as 

o unitary dosages, each unit containing a predetermined quiddity of active ingredient(s) 

calculated to produce the desired therapeutic effect, in association arm the required 

pharmaceutical carrier. Examples of such dosage unit forms are tablets (including scored or 
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coated tablets) capsules, pills powder packets, wafers, injectable solutions or suspensions, 

teaspoonfuls tablespoonfals and the like, and seegated multiples thereof. 

Gaboxadol may be administered before, during or after the adminisnifon of the serotoin 

5 reuptake inhibitor proided that the time between the administration of gaboxadol and the 

adminisalion of Too serotothn reuptake inhibitor is such that ingredients art allowed to act 

synergistically on the eNS. iflen simultaneous adntinisfration of gaboxadol and a serotonin 

reuptake inhibitor is envisaged, a composition containing both a serotonin reuptake inhibitor 

and gaboxadol may be particularly convenient. Alternatively, gaboxadol and the serotonin 

10 reuptake inhibitor may be administered sepeiately in the form Of Middle compositions. The 

compositions may be prepared as described hereinabove. 

The present invention also comprises products containing gaboxadol and a serotonin 

treuptalce inhibitor as a combination preparation for simultaneous, separate or sequential use 

IS in psychiafric drag therapy. Such products may coxaptise, for example, a kit comprising 

discrete unit dosage forms containing gaboxadol and discrete unit dosage forms containing a 

serotonin reeptake inhibitor, all contained in the smie container or pack, e.g. a blister pack. 

The above mentioned preparations for simultaneous or sequential adojinisQation may 

zo instead oft serotooin reuptalce inhibitor contain another compound causing an elevation in 

the level of exfracellular 5 -MT. 

pharmacological Test of antidepressant effect of gaboxadol 

25 The Tat chionic mild sfress (eMS) model of dspresaion has a high degree of preditive 

va2idily for antidepressant aodvihj (Willner (1997), Psyckopliamaacol 134:319-329). 

Furthermore the prooedure is an appropriate model to study onset of antidepressant action in 

animals. ehavioural Phamiacology 14:45-470, 2003, Sanchez, C. et at). The principle of 

the model is based on the relation between stsess and affective disorders. Rats exposed to 

30 chronic stress MIl show a reduced sensifity to rewards (e.g. a palatable sucrose solution). 
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Experimental Procedure chronic mild stress 

Male Wistar rats (Grnzkowska, Warsaw) were brought into the laboratory two months 

before the stall of the experiment. The animals were singly housed with food and water 

freely available, and maintained on a 12-h ligh&dark cycle at a temperature of 22 f 2 C, 

except as described below, 

The animals were first trained to consume a 1% sucrose solution; training consisted of eight 

lh baseline tests in which sucrose was presented, in the home cage. following 14h food and 

In water deprivation; intake was measured by weighing pro-weighed baffles containing the 

sucrose solution, at the end of the test. Subsequently, sucrose consumption was monitored, 

under tim1cs coo,diticrss, tbrou%lvrnt the whole exciraeut, Ott the ban; of More sucrose 

intakes in the Iffied baseline test, the animals were divided into two matched groups. One 

group of animals was subjected to a chronic mild stress procedure for a period of 

is consecutive weeks, The weekly stress regime consisted of 2 periods of food or water 

deprivation, 45 degree cage tilt, intermittent illumination (lights on and off eveiy 2 Ii), soiled 

cage (250 ml water in sawdust bedding), paired housing and low inteiisit stroboscopic 

illumination (ISO flashe&min), end 2 periods of to stress, All seasors were ’0-14 In of 

duration and were applied individually and continuously, day and night. The other groups of 

20 animals, the unstressed controls, were housed in separate rooms and had no contact with the 

sIitsse mnmah. The ’an woxe deprived Of food md water for the 14 If preonling tazh 

sucrose test, but otherwise food and water were grossly available in the home cage. On the 

basis of their sucrose intake scores following 3 weeks of stress, both stessed and oonfrol 

animals were divided into matched subgroups, and for the stthsequent five weeks they 

25 received wiice daily intrapcaitorieal drug injections (at epproximately 10.00 and 17 00), 

Sucrose tests were performed at 10 am, on a weekly basis (Tuesdays). Different groups of 

animals in 8) were administered vehicle (1 mlIlcg per thy) or test drug. Before test 

sessions drugs were administered at approximately 1O.00h and the sucrose tests were carried 

out 24h following the previons drug injection. Stress was continued throughout the entire 

iti t,anentpeæod. Body vkSs welt assessed abaaeht and y the end of drag tttttmet’t. 
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Results chronic mild stress 

The testing of gaboxadol in the rat chiothe mild shess model showed that the compound had 

a significant anti-depressant.Jilce eftect. The dose of 2.5 mg/kg per day had a clear and 

5 significant effect in this nodal. 

Gaboxadol in combination with escitalopram 

In order to modulate the activity of systems, ronsible for antidepressants activity, we 

to have ehanoterized the interaction between gaboxadol and escitalopram (en SSRI) in a 

behaomal model ofserotonin reuptake inhibition, the mouse 51TrP potentiation test, and 

a model that is predictive of antidepressant aethity, the mouse forced swim test (of. C. 

Sanchez et at, Psychophaxmacology (2003), 157:353-362). 

Experimental Procedures 

15 Male NMRIIBOM mice (1S-25 5; Bontholtgaard, Denmark) were used. The mice were 

housed inPlastic cages (35 x 30 x 12 cm), 10 in each end habituated to the animal facilities 

for at least a week beibre test. The room temperature (2112-0, relative humidity (55 

5%), and air exchange (16 times per h) were automatically coollohled. The animals had free 

access to commercial food pellets and use water before net  

20 Potentiation of 5-HTP-induced behaviour. 

The test procedure for studies in mice is described in detail by Hyttel et at (1992). Briefly, 

30 mm after s.c. administration oftest compound nice wan, given 5-FTP (100 mflg, iv.). 

Thereafter the animals were evaluated in their home cage during a 15-rain observation 

parind with respect to stereotypy (lateral head movements), tremor, and hind limb 

25 abduction. One point was given for each symptom being present. A total ofs-16 mice were 

usedper does. 

Inhibition of forced swimming-induced hmnobllity. 

A mouse that is forced to swim in a spatially constrained container vdll exeil acbaracteStic 

immobile posture Pretreatant with an antidepressant will counteract this effect. The test 
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was conducted as described in detail by Sanchez and Meier(Psychophaimacol 129:197-205; 

1997) Imefly, a fully automated lest system with 6 swim units (2000 ml glass jars filled 

with 1200 ml soiled water in - 25CC) in which a mouse had been placed previously) was 

used the assessment of immobility was performed by image analysis. Thirty minutes after 

drug or vehicle eatneot the mouse was placed into the glass jar and left in the waler for a 

total of 6 mm. The accumulated duration ofimniobffity was measured during the last 3 mm. 

A total of 9- 18 mice were tested per dose. 

Results 

10 Gaboxudol (2.5 mg(kg) strongly potentiated the acute effects ofescitsdoprani ( 0.5 to 0.025 

mg’kg) in the 5-HIP poten6ation not and a gaboxadol dose (2.5 mflg) that was not active 

by itself in the forced swim test potentiated the antidepressant-like effect ofescitalopram 

(2.5 and 5 mglkg) significantly. 

S 

32 
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Claims 

I A method for the freatment of depression comprising administering to an 

individual in need thereof a pharmaceutically acceptable amount ofgthoxadol, 

5 

2. The method of claim I wherein gaboxadol is in the foim of an anid addition sult, or a 

z’itter ion hydrate or rN tter ion aithydrate. 

3. The method of way one of claims 1-2 wherein gaboxadol is in the form of a 

to pharmaceutically acoepIble and addition salt selected from the hydrochloride or 

hydrobromide salt, or in the krm of the zwitler ion moTlohydrale. 

4. The method of any one of claims 1-3 wherein the pharmaceutically acceptable 

amount ranges quit 1.5 mg to 20 into such as   mg to 15 mg ofgaboxadoi Pan day 

IS 

5. The method of any one of claims 1-4 wherein gaboxadol is administered as an oral 

dose tbrm. 

6. The method of my one of claims 1-5 wherein gaboxadol is a solid oral dose foam, 

20 such as tablets or capsules. or a liquid oral dose form, 

7 The method of my one of claims; 1-6 wherein said gaboxadol is crystalline. 

8. The method of any one of claims 1-7 wherein said individual is a human. 

. 15 

9. Use of gaboxadol for preparing aphaamaceuffca composition for tinting 

depression. 

10. The use of claIm 9 wherein gaboxadol is in the form of an acid addition salt, or a 

30 zMtter ion hydrata or zvdtter ion a–mydratt 
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11. The use )f my one of crania 9-10 wherein gaboxadol is in the lbmi of   

pharmaceutically acceptable acid addition salt selected from the hydrochloride or 

hydrobromide salt, or in tile form ofifie zviitter ion monoltydrate. 

5 12. The use of any one ofolaims 9-I1 wherein the pharliilceutioal composition 

comprises from 2.5 lag to 20 mg. such as 5  m to 15 mg of g*oxadol. 

13. The use Many one of alarms 9-12 wherein gaboxadol is in an oral dose fbhn. 

ID 14. The use of my one of claims 913 wherein gaboxadol is in a solid oral dose from, 

such as tablets or capsules, or a liqitid oral dose form. 

15, The use ofany one of clones 9-l4whereinread gaboxadol is crystalline. 

IS 16. The use of any one ofclajms 9 1 wherein said phani,aceutioai composition is for 

treating a human having a depression. 

17. The use of gaboxadol for the preparation of   pharnmceutical composition to be used 

in combination with a serotonin reuptalce inhibitor or any other compound, which causes an 

20 elevation in the level ofextacellular serototiin. 

18 use of gaboxadol for the preparalion of a pharniacetitical composition useftl for 

segmenting aodlorprov thngfoster onset of the thereutic effect Ma serotonin reuptolce 

inhibftor or any other compound, which causes an elevation in the level of extracellular 

25 serotonln. 

19, use ofgaboxadol for the preparation of a phennaceulical composition far the 

treatment of an individual to be treated with or undergoing treatment sth a serotonin 

reuptake ithibitor, or any other compound which causes an elevation in the level of 

30 extracellujar serotonin, wherein said individual suffers from diseases or disorders responsive 

W the therapeulic effect of  serotonin reçtakeSibftoraranyothercompound canting an 

elevation in the level ofextrucellular serotonin. 
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20. The use of my one ofolaiins 17-19 wherein to serctothnreuptake inhibitor or the 

compound which causes an elevation in the level of extncellular serotonin is uaed in the 

treatment of depression, anxiety disorders and other affective disorders, caning disorders 

such as bulimia, anorexia and obesity, phobias, dysth)snia. premensthial syndrome, 

5 cognitive disorders, impulse control disorders, attention deficit hyperactivity disorder and 

drug abuse. 

21. The use of claim 20 wherein the serotontnreitake inhibitor or the compound which 

causes an elevation in the level cfexfracellular serotonin is used in the freatneent of 

if depression. 

22. The use of any one of claims 17 to 21 wherein the serotonin reuptake inhibitor is 

selected from cilaloprani, escitalopram, fluoxetine, sertTaline, psioxetine, tluvoxasnine, 

Svenlafaxine duloxeline, doxetine, nefazodone, imiwtnifl, femoxetine and clomipramine 

Is or apharmaccutically acceptable salt of my cf two compcuJsds. 

23. The use of my one of claims 17 to 22 wherein the semtonin reuptake inhibitor is a 

sekctive serotonin reuptake inhibitor. 

20 24. Theuseofanyoneofclaims l7toz3whereingboxadolis’mthe won Ofansaid 

addition salt, or a zthtter ion hydrate or z’%1tter ion anhydiate. 

25. The use of my one ordain’s 17 to 24 wherein gahoxadol is an to form Of  

pharmaceutically acceptable acid addition salt selected from the hydrochloride or 

25 hydrobroinide salt, or in the form ofthe zwitter ion inonohydrate. 

26. The use of my one of claims 17-25 wherein the phasmaceudoal composition 

comprises gaboxadol in an amount ranging from about 0.1 to about 2.51mg. 

30 27. The use of my one ofolaims 17-25 wherein the phaimacenUcal composition 

comprises gaboxadol in an amount ranging from about 2.5 ins to about 20 mg. 
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fl. The use ofany one of claims 17-27 wherein gaboxadol is in an oral dose form. 

29. The use of anyone of elders 17-28 wherein the sexotonin reuptake inhibitor or the 

compound which causes an elevation in the level ofextracellular serolonin is in an and dose 

5 form. 

30. The use of claim 28 wherein gaboxadol is in a solid oral dose form, such as tablets Or 

capsides, or a liquid oral dose font. 

10 31. The use of claim 29 wherein the serotonin reiiptake inhibitor or the compound which 

causes an elevation in the level of extncollujar serotonin is in a solid oral dose form, such as 

tablets or capsules, or a liquid oral dose form. 

32. The we of my one of stoma; 17-31 wherein gaboxadol is crystafline. 

IS 

33. The use Of any one ofolaims 17-32 wherein theplmtmaoeutical composition 

prepared is adapted for simultaneous athninisfration ofgabox&lol and the serotonin reuptake 

inhibitor. 

20 34. The use of any one ordains 17-33 wherein zaboxadol and the serotonin reuptake 

inhibitor are contained in the same unit dosage form, 

35. The use of any one of comes 17-34 wherein the pharmaceutical composition 

prepared is adapted for sequential adminisfration of gaboxadol and the sezotonin reuptake 

25 inhibitor. 

36. A pharmaceutical composition comprising gaboxadol and a compound, which is a 

serotonin reuptake inhibitor, or any other compound which causes an elevation in the level 

Of exfracellrslar serotonin, and optionally pharmaceutically acce,table courners or diluents. 

3° 

37, The phannaoettical composition ofclaim 36 charactensod in that the serotonn 

uptake inhibitor is selected from citaloprani, escitaioprmn, fluoxetina, sertialine, pazoxetine 
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Ouvoxan,jne venlafaxine, duloxetine, dapoxetine, nefezodone, imiprmnin, femoxetine and 

o!omipramiae or a phaunaceufically acceptable salt of any of these compounds. 

38 The pharmaceutical composition of my one ofentries 36-37 which is adapted for 

5 sirnoltaneous adminisfiation of gaboxadol and the serotonin reuptake inhibitor. 

39. The phamiaceuioal composition ofany one ofolaims 3638 wherein gaboxadol and 

the serotonin reuptake isthibitor are contaitied in the same unit dosage form, 

In 40- The pharmaceutical composition of any one of claims 36-39 wherein gaboxadol is in 

the foo ofan acid &d,on sdz, ore z1tt& ion hydrate orzwifter ion anhydride. 

41. Thepharmaceutical composition of my one ofolaims 36-40 whereingaboxadol is in 

48 the form ofaPharmaceuticals acceptable said addition salt selected from the hydrochloride 

15 or hydrothromida scalt or in the form of the zwitter ion monohydrate. 

42. The pharmaceutical composition of any one of clause 36-41 wherein gahoxadol is 

present in an amount ranging from about 0.1 to about 2.5 mg 

20 43. The pharmaceutical competition of any one of Occurs 36-41 wherein gaboxadol is 

present in an mount ranging from about 2.5 Mg to about 20 mg. 

44. The pharmaceutical composition of any one of closed 36-43 wherein gaboxadol is in 

an oral dose both such as a solid oral dose form, such as tablets or copse. Or a liquid oral 

35 doseform. 

45 The phannaceutical composition of any one of claims 3644 wherein the serotonin 

reuplalce inhibitor is in an oral dose fomi, such as a solid oral dose form, such as tablets or 

capsules or a liquid oral dose font 

30 

46. The pharmaceutical composition of any one ofolaims 36-45 Macrein gaboxadol is 

oiyslaliine. 



GABOXADOL PAPA ET. TRATANIENTO DE LA DEPRESION I OTROS TRANSTORNOS 
AFECTIVOS 

Campo data invenciOn 

La presents invenciOn so relaciona con of USD do gaboxadol en Is 

preparacibn de medicamentos Miles pare el tratamiento do Is depresiOn. La 

presents invencibri adornS so retaciona con of use do una conibinaciOn do 

gaboxadol y on inhibidDr des reabsorciOn do serotonina (SRI, par sus siglas an 

ingles), 0 cualquier are conipuesto qua logre una alevación  an el nivel do 

serotonina extracelular, pare el trataniiento de Is depresiOn y otros trastornos 

afectivos. 

4 Antecedentes de In invencion 

El gaboxadol (TI-lip), descripto an Is Patente EP 0000338 BI y an Ia 

Patente EP 0840601 131, he dernostrado gran potencial en el tratamiento de 

trastornos del sueo. 

Los inhibidores do to reabsorcian do serotonina sedatives (do aqui an 

sealants, referidos como SSRI (per sus sig!as en ingles)) so han converted an led 

agentes terapeuticos de elecciOn para of tratamiento do to depression, de dertas 

formas de ansiedad y fobias sociales, dada sin eticacia, buena tolerancia 

favorable cent do seguridad, an coniparacian con los clasicos antidepresivos 

triciolicos. 

00 
Sin embargo, as estudios clinicos sabre Is depresion 1  loss trastarnos do 

ansiedad indican una insensibijidad sustancial a los SSRI, de hasta at 30%. Otto 

factor qua influye an of tratamiento antidepresiva es el cumplimiento, at qua a 
menudo so to resta importanda este refleja on efecto muy profunda sobre Is 
motivacion del paciente pare continuer con Is farmacoterapia. 

211.178 
ssr 
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Descripdon de Is invenciOn 

Canforme a Is presents inverleión, as proves Uris coniposicion 

farmaceutica pal-a el Iratamiento de Ia depresion. 

Gaboxadol tiene Is formula general 

OH 

IN 

y on local esta descripcion, el termina gaboxadoI tene Is intendon de 

abaroar cualquier forma del compuesto, tal coma Is base (zwitterión), sales 

farniaceuticamente aceplables, par ejemplo, sales de adicion de acido 

farmaceuticsniente aceptables, hidratos 0 solvatos de Is base o sal, como asi 

tamben anhidratos, y ademÆs, formas amorfas a cristalinas. 

Mas especlficaniente, Is presente invencion Se relaciana eon el uso de 

gaboxadol, qua none la formula general 

OH 

S pars Is preparacion de una composicion farmaceutica pars & tratamiento 

de Is depresion. 

En otro aspecto, Is presents invancian as refiere a un metodo pare el 

Irstamienta de Is depresian, qua cariiprende adniinislrar a un individuo quo lo 

necesita, una cantidad farmaceuticamente aceptable de gaboxadol. Dicho 
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indivEduo preferentemente as un bumano, tel coma un ser humano hombre a 

mujer, mind. adulto a anciano. 

Conforms a Is invencion, gaboxadol so puede user coma Is base (el 

zwilteriOn), o coma use sal de adicion tie acido farmaceuticamente aceptable do 

esta, 0 comD un hidrato o anhidrato de dicha Sal abase. Las sales del compuesta 

utilizadas an Ja invencion son sales farmadas con acidos organicos a inorgªnicos 

no toxicos. Ejemplos de dichas sales organicas son aquellas con acidos maleico, 

fumrico, benzoioo, ascOrbico, succinico, oxalico, bis-metirensajicllico, 

metnosulfonico, otanodisulfOnico, acetico, propionico, tartarico, salicilica, citron, 

glul lªctico, maPico, mandelico, cinaniica, citracOnim aspartico, esteAnca, 

palnillico, taconico, glIcoIico, p-amino-benzoico, glutamico. bencenosulfonico Y 

teofilinacØtico, coma asi tampon las 8-haloteofilinas, par ejemplo, 8-bramo-

teofilEna. Ejemplos de dichas sales inorganicas San aquellas con acidos 

clorhidrico, bramhidrico, sulfUrco, sulfÆmico, fosforico 
y 

nitrico. Gaboxadol 

ader,iàs as puede user como of zwitteriOn, par ejernplo, como su monohidrato. 

Las sales de adiciOn do acido de canformidad con Is invenoiOn as pueden 

oblener mediante el tratamiento do gaboxadol con el acido. an un solvents irierte, 

seguido de precipil aislacion y, opcianalmente, recristalizaciOn, por metodos 

conocidos  y si so dosea micronizacion del producto cristalina por media de 

malienda an hmedo o an seca, o do otros proceeds convonientes, 0 preparaciOn 

de particulas a partir de un proceso de emulsion de salvente. Los metodos 

adecuados Se resorted an Is Patente EP 0000338. 

La preip%tadôn de 15  sa Se aeva a tabo, an general, an un SDvenIe inane, 

par ejempPo, on solvents polar inane, tal coma un alcohol (por ojemplo, stand, 2-

propanol 
y 

n-propano!), aunque tambiØn as pueden user agua 0 mezclas do ague 

y 

soJvente inerte. 



En una realizaciOn, gaboxadol so use an forma do una sal de adicion do 

acido, C Ufl zwitteriOn hidreto a zw[tterion anhidrato. En otra realizadon. gaboxadol 

as use an forma do Is sal do sdiciôn de acido farniacØuticamente aceptable 

seleccionada entre Is sal do clorhidrato 0 bromhidrsto, a on forms del zwitteriOn 

monohidrato. Es mas conveniente utilizer gaboxadol an forma cristalina. 

Conforms, a Is invencian, el gaboxadol se puede administrar por cualquier 

via adecuada, por ejeniplo, por via oral o parenteral, 
y 

puede presentarse an 

cuslquier forma adecuada farm dicha adm]nistracian, por ejemplo, on forma do 

comprimidos, càpsuias, potvos, jambes 0 soluciones 0 dispersiones pam 

inyecciOn. Preferenternente, 
y 

canforme at proposito do Is presente invencion, 

gabaxadol as administra an forma de una entidad farmaceutica sOlids. de 10mm 

conveniente, como Un coniprimido o una capsule, a an forms de una suspension, 

solucion o dispersion pars inyecciOn. 

Los metodos para Is elaboración de preparaciones farmaceuticas sOlidas 

son bien conocidos an el aria. En consecuencia, los comprimidos Se pueden 

preparar mezclando los ingredientes activos con adyuvantes 0 diluyentes 

habituales, a ambos, 
y 

posteriormente, comprimiendo Is niezola en una maquina 

de prensa apropiada. Ejemplos de adyuvantes 0 diluyentes abandon: slrnidon de 

maIx, lactose, talco, estearato do magnesia, gelatins, lactosa, gomas 
y 

similares. 

Se puede utilizar ademas ctalquier otro adyuvante 0 aditivo, tel came colorantes, 

aromas, conservantes, etc., siempre quo sea compatible con Ins ingredientes 

�activos 

Una formulacion adecuada do gaboxadol as describe an WO 0rl 

presentada el 17 de map do 2002. Sin limiter Is invenciOn de manera alguna, Se 

tiene Is intencion de qua cualquiera de los aspectas 0 realizaciones do said 

solicitud de patente sea una realizacion adecusda del medicamento 0 I, 

coniposiciones farmaceuticas de oats documento. 
) 
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EnEn general, gaboxadol so adminisira como one forma de dosificacion oral, 

del como one forma de dosificacion oral solids, habitualmento, camprinlidos 

capsulas, a como one forma de dosificaciOn oral liquida. La manera mØs 

conveniente de administrar gaboxadol as par via and, an formas do dositicaciOn 

unitarias tales coma comprimidos a cÆpsulas, qua cantered el ingredients activo 

an one cantidad desde aproximadamente 0,1 hasta aproximadamente 150 mg par 

dia, tal coma desde aproximadamente 0,1 hasta 100 mg par dia, an general, 

desde aproximadamente 0,5 hasta aproximadamente 50 mg par dia, 

preferentemente, all airededor de 2,5 hasta airededor do 20 my par dia, par 

ejemplo, desde aproximadamente 5 hasta aproximadamente 15 mg par all La 

cantidad do gaboxadol as calcula a partir do Ia forma de base libro. 

Gaboxadol so administra como Un tratamiento Unico, a nionoterapia, 0 

coma tratamiento a terapia do combinaciOn curl arms farmacos. En on aspecto 

particular, so puode combiner gaboxadol con on inhibidor de Ia reabsarcion do 

seratanina, segUn Se describe mas adelante. 

Combjnacjon de gaboxadol con on inhibidor do Ia reabsarcion de 

seratanina 

Adicionalmente, so made user gaboxadol a fin de proveer on comionzo 

miss rapido del efecto torapeutico do Ins inhibidoros do Ia reabsorciOn do 

serotonina, an particular, do citalopram y escitalopram, y aumentar este efecto. 

Ahora as he descubierto, do manera sarprendente, qua gaboxadot so 

puede utilizer para praveer on cani erom mÆs rapid. del efecto terapeutico de 

inhibidores de Ia. reabsorcion de  srptqni.a, y para aurnentar este efecto. - 

En on aspecto, Ia invencian so rolaciona can of use de gaboxadal an Ia 

preparaciOn de one composicion farmaoeutica para sor utilizada on conibinacion 
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con un inhibidor do ’a reabsorcion do serotonina 0 can cualquier otro compuesto 

qua logro Is elovaclon del nivel do serotonina oxtracelular. 

En otro aspecto, la invenciOn ae refiere al coo do gaboxadol an Ia 

preparaciOn do una composiciOn tarmaceutica Oil’ para proveer un comienzo ones 

rpido del efecto terapeutico de un inhibidor de la roabsorcion do serotonina a de 

cualquier otro compuesto quo iogre una elevaciOn del rival de soroionina 

exlracelular, o para aumentar este efecto, 0 ambas. 

En otro aspecto, Ia invenciOn so melaciona con one composicion 

farmaceutica a equipo quo comprende gaboxadol 
y 

un compuesto inhibidor do Ia 

reabsorcion de serotonina, a cualquier otro compuesto quo logre una elevacion an 

el nivel do serotonina extracelular, 
y 

opcionalmente, portadores a diluyenies 

farmaceuticamonte acoptables. 

En 
aun otro aspecto, la invencion so relaciona con un metado pare el 

tratamienta de enfermedades 0 trastomos sensibles a un inhibidor do la 

reabsorcion do serotonina o a cualquier otro compuesto qua logre una elevacion 

an el nivel do serotonina extracelular, quo comprende admirisirar gaboxadol 
y 

un 

inhibidor do Ia reabsorcion do serotonina a un compuesto qua logre una elevaoiôn 

en el nivel do serotonina extracelular, a in jndjvjduo quo lo riecesita. 

En on aspecto adidonat, is invendon so jeiaciona con at usa do gaboxadol 

y 

un compuesto inhibidor do la reabsorcion de serotonina 0 cualquier Otro 

compuesto quo logre una elevaciOn an 01 nivel do serotonina oxtracelular, para la 

ISO 
proparacion do una composiciôn farmaceutica para �1 tratamionto de 

enfermodados 0 irasiornos sensibles a’ efecto torapeutico do un inhibidor do Is 

reabsorción de serotonina o do cualquier otro compuesto quo logre una elevacion 

an el nivel do serotonina exiracelular. 

En No aspecto, la invoncion so rolaciona con el uso de gaboxadol para Is 

proparacion de una composicion farmaceutica pare el tratamionto de on individuo 
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que Va a ser niedicado, a que esta medicda canal inhibidor do Is reabsorciOn do 

serotonina o con tualquier afro compuesto que ogre jim elevaciOn an at nivel do 

serotonina extraceluLar, on dande dicho individuo sufre de una onfermedad 0 

trastorno sensible al efecto torapØutico do un inhibidor do Ia reabsorcion de 

serotonina ode cualquier otro compuesto que logre una elevaciOn on el nivel de 

serotonina extracelular. 

En aun otro aspocto La invencian as relaciona con el usa do gebaxadol 

un compuesto inhibidor do a reabsorcin do serctonina a cualquier otto 

compuesto quo logre una elevacion an el nivel do serotonina extracelular, pare Is 

preparacion de un equipo pare el tratamiento de enformodades 0 trastornDs 

sensibles al efecto terapØutico do un inhibidor do Is roabsorciOn de serotonina C 

de oualquior otro compuesto qua lagre una elevación an el nivol de serotonina 

exfracel ul a r. 

En un aspecto adicional, is invencion as relaciona con on mdtodo pare 

provoor un comienzo miss rapido del efecto terapØutico do un inhibidor do Is 

reabsorciOn do serotonina ode cualquier otro compuesto que logre Una elevacion 

del nivel do serotanina extracelular, 0 pare aumoritar su efecto, a ambos, quo 

comprende administrar gaboxadal a un individun quo Va a ser medicado a quo 

esth medical con el inhibidor do Is reabsoroiôn de serotonina a  con cualquior 

otro compuesto quo logo una elevacian or, of niveL do semtnina ox(racekjiar. 

Dicho individua, preferentemente, as un humano, tel coma un ser humano hombre 

a mujor, nub, adulta a anciano. 

En una realizacion, el inhibidor de Is roabsarcion do serotonina a el 

compuesto quo ’ogre una elevacion on el nivel de seratonina extracelular as use 

en el tratamiento do Is corrosion, trastornos de ansiedad 
y 

Dtros trastornos 

afoi desOrdenes do is alimontacion tales coma bulimia, anorexia 
y 

obesidad, 

fobies, distimia, sindrome premenstrual, trastornos cognitivos, trastomos del 



control do inipulsos, trastorno do hiperactividad con deficit do stencian 

drogadependencia, an particular. depresiOn. 

En otra realizacion, el inhibidor de Is reabsorcion de sorotonina 0 el 

compuesto quo logra una e(evacion an el rival de serotonina oxiracelular as usa 

on el tratamiento de trastornos de ansiedad, entre ellos, trastorno de ansiedad 

general, ansiedad por panico, trastorno obsesivo-compulsii trastorno do estrØs 

agudo, trastorno do estrØs postraumatico o trastorno de ansiedad social. 

En otra realizacion, el inhibidor de Is reabsorciOn de serotonina se 

selecciona 
entre citalopram, escitalopram, fluoxetina, sortralina, paroxetina, 

fluvoxamina, venlafaxjna, duloxetina, dapoxetina, nefazodona, imiprarnina 

femoxetina 
y 

ciornipramina, a una sal farmacevticamente acoptabio de cualguiera 

do estDs conipuestos. Con propositos de aclaraciOn, as establece qua cads uno 

de Was inhibidores de Is reabsorcion do serotonina especificados tiene Is 

finalirlad de constituir una realizacion individual. Par Ia 
tartar cada uno do ellos 

y 

su usa pueden reivindicarse de manera individual. 

En sun otra realizaciOn, el inhibidor de Is reabsorcion de sorotonina as Un 

inhibidor do Is reabsorcion de serotonina selectivo (SSRI). 

En one reslizacion adicional, Is composicion farmaceutica 0 equipo 

preperado Se adapts pars administraciOn simu!tanea de los ingredientes activos. 

En una realizacion, los ingredientes activos estan conteriidos an Is misma forma 

do dositicacian unitaria. 

En sun otra realizaciOn, Is coniposicion farmscØutica 0 equipo proparado 

Se adapts para administracion on serie de los ingredientes activos. En una 

realiacion, los ingredientes activos estAn contenidos an formas de dosificacion 

unitarLas separadas. 

En on aspecto adicional. Is presents invendón so relaciona con el uso do 

gaboxadol pars Is preparacion de una conlposición farmaceutica para set utilizada 



an combinaciOn con on inhibidor de Is reabsorciôri de serotonina aeon cualquier 

otro compuestD que ’ogre una elevacion an el nivel de serotonina extracelular. 

En particular , Is presents invonciOn se relaciona con el uso do gaboxadol 

para Is preparacion do one composicion farmacØutica util para proveer un 

comienzo mas rapido del efecto terapØutco de un inhibidor de Is reabsorciôn do 
serotonina 

ode cualquier otro compuesto quo logro one elevation an el rival do 

serotonina oxlracelular, a para aumentar dicho ofecta, 0 ambos. 

Ws en particular, to presonto invention so relacions con el uso anterior do 

gaboxadol, pars el tratamiento do Is depresian, trastornos do ansiedad 
y 

otras 

trastornos afoctivos tales como trastorno do ansiedad generalizads, ansiedad par 

portico, trastorno obsesivo-compulsivo, trastorno do estres agudo, trastorno do 

estres postraumatico 
y 

trastorno do ansiedad social, desOrdones do Is 

alimentacjon tales camo buliniia, anorexia 
y 

obesidad, fobias, distimia, stndromo 

premenstrual, trastornos cognitivos, trastornos del control do impulsos, trastorno 

do hiperactividad con deficit do atencian 
y 

drogadependencia, an particular, 

doprosiOn, con on inhibidor de Is reabsorciOn do serotonina o con cualquier otro 

compuosto quo logro una elevation an el rival do serotonina extracelular. 

Los trastornos de ansiedad mendonados anteriormente abarcen trastorno 

do ansiedad general, ansiedad par panico, trastorno obsesivo-compulsivo, 

trastorno de estrØs agudo, trastorno do ostrØs postraumatico 0 trastomo de 

ansiedad social. 

SegUn Se utilize an el presents documento, el termino aumentar" abarca Is 

mejorla del ofeoto terapeutico o to potonciacion del ofecto torapØutico, 0 ambos, 

de un SRI o do un compuesto quo cause to ele’iacian an el rival de 5-HI 

extracelular. 

En one roalizsciOn adicional. Is inventiOn Se relaciona con of usa do 

gaboxadol 
y 

un compuosto inhibidor de la reabsarcion de serotonina o un 
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compuesto quo logra una elevation an el nivol de serotonina exiracelular, para Is 

preparacion its una composicion farmacØutica para el tratamionto de 

enfermedades 0 trastornos sensibles at ofecto terapeutico do un inhibidor de Is 

reabsoroion do serotonina a its cualquior otro compuesto quo logre Ufla elevaciôn 

on el nivel do serotonina extracelular. 

En otra realizaoion, Is invention so reactors con el use do gaboxadol y un 

compuosto inhibitor its Is roabsorcion do serotonina 0 un compuesto quo logra 

una elevacian on el nivel do serotonina exiracolular, para Is proparaciOn de in 

equipo do partos equipo) para el tratamiento do enfermedades a tratornos 

sensibles at efecto terapeutico de un inhibidor do Is roabsorcion its sorotonina a 

do cualquier otro compuosto quo logro una elevacion an el rival de serotonina 

extracelular. 

Las enfermedades sensibles a un inhibitor do Is reabsorcian its serotonina 

abarcan dopresion, trastornos do ansiedad y otros trastornos afectivos, 

desordenes de la aljmentacjan tales come bulimia, anorexia y obesidad, lobes, 

distimia, sindrome premenstrual, trastornos cognitivas, trastornos del control de 

impulses, trastorno do hiperactividad con deficit do atenciOn y drogadependencia, 

an particular, depresion. 

Er termino irastarnos de ansiedad as define segtn lo descripto 

anton Drm e nte. 

En una realizacion, Is presents invention as refers at use its gaboxadol 

pars Is preparacion do uris composician farmacØUtica sogCin as define 

anteniormente, adaptada para Is administration simultØnea de los ingredientes 

activos. En particular, dichas compasiciones farmaceuticas puoden contener los 

ingrodiontos activos dentro do Is misma forms de dosificacian uniteria, per 

ojomplo, on la misma capsule o comprimido. Dichas formas de dosificación 
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unitaria pueden contener log ingredientes activos cortlo una mezcla homogenea 0 

an compartimientos separados de Is forms do dosificacian unitaria. 

En otra realizacian la presente invenciôn SO relaciDna COfl of ISO de 

gaboxadol para la preparacion de una composicion farmaceutica 0 equipo, SegUn 

Se define anteriormente, adaptado para la administracion an serie de log 

ingredientes activos. En particular, dichas composiciones farmacØuticas pueden 

widener log ingredientes activos an fames de dosificacion unitaria separadas 

per ejemplo, cÆpsulas 0 coruprimidos separados qua contienen cualquiera de log 

ingredientes activos. Estes formas de dosificacion unitaria separadas pueden 

estar contenidas an of rnismo contenedor a envase, par ejeniplo, an un envase do 

ampollas. 

Conforme a lo utilizado an of presents documento, el termini ’equipo’ 

significa one composicion farmaceutica qua contiene oada uno do log ingredientes 

activos, pero an formas de dosificacion unitaria separadas. 

La invencjon ademØs so relaciana can one composicion farniaceutica 0 

equipo quo comprende gaboxadol 
y 

Un compuesto inhibidor de ]a reabsorcion de 

- serotonina, 0 cualquier otro compuesto one li una elevaciOn en of rival deS-

HT extracelular, 
y 

opcionalniente, portadores 0 diluyentes farmaceuticsmente 

aceptables. 

La composicion farmaceutica 0 equipo de Is invenciOn se puede adapter 

fare administraciOn simultnea de log ingredientes activos, 0 para administracion 

an serie de log ingredientes activos, segUn Se describe anteriormento 

Finalmente, la presente invenciOn Se relaciona con Un metodo pars of 

tratamiento de enferniedades 0 trastornos sensibles a Un inbibidor de la 

reabsorcian de serotonina o a cualquier otro compuesto qua logre one elevscion 

en of rival de serotonina extracelular, qua camprende administrar gaboxadol Y on 
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inhibitor de Is reabsorcion do seratonina 0 Ufl compuesto qua logre ufl& elevacion 

an el rival its serotonina extracelular, a un individuo qua to necesita. 

En particular. Is presents invenciOn se reIaccna can un metodo pars 

proveer un comienzo mAs rÆpido del efecto torapØutico its un inhibidor de la 

re,jbsorcjan de serotonina ode cualquier one compLiesto qua logre uns elevacion 

del nivel its serotonina extracelular, 0 para aumentar su etecto. 0 anibos, qua 

comprende administrar gaboxadol a un individuc quo Va a ser medical a qua 

esta medicado can el inhibidor do Is reabsorciOn do serotonina o con cuslquier 

are compuesto qua logre una elevacion an el rival do serotonina extracelular. 

Los individuos qua pueden beneficiarse can el tratamiento de una 

conibinaciOn coma Is quo so describe anteriormente pueder sufrir do depresion, 

trastornos its ansiedad 
y 

otros trastornos afectivos, desordenes de Is alimentsciOn 

tales coma bulimia, anorexia 
y 

obesidad, fobias, sindrome premenstrual, distimia, 

trastornos cognitivos, trastornos del control de impulses, trastorno de 

hieractividad con deficit do stencil 
y 

drogadependencia, an particular, 

depresiOn. 

ml come Se menciona anteriormente, los trastornos do ansiedad abarcan 

trastorno de ansiedad general, ansiedad par pØnico, trastorno obsesivo-

compulsivo, trastorno be estres agudo, trastorno de estres postraumatico a 

trastorno de ansiedad social. 

Gaboxadol 
y 

el inhibitor do to reabsorciOn do serotonina Se pueden 

administer an forms simultªnea, segOn  as describe can anterioridad. 

Alternativamente, los ingredientes activos Se pueden adruinistrar an serie, 

par ejempLo, an dos formas de dosificaciOn unitaria separatist, segün  as describe 

con anterioridad. 

More Se he descubierto, de manera sorprendente, qua Is administration 

conjunta de gaboxadol y un inhibidDr do Is reabsorcion de serotonina produce una 
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mayor respuesta significative an un meddle animal pronOsflco del efecta 

anlidepresivo, el ensayo do nataciori obligada del ratan, an comparaciOn con Is 

administraciOn del inhibidor de Is reabsorcion de serotonina solo. 

Como as menciona anteriorrnente, los inhibidores de Is reabsorciOn 

serotonina muestran demorado comienza de accion. Pun on aquellas personas ( 

sensbles a SSRI, as necesitan varies semanas de tratamierito para lograr un 

alivio do log sintomas. Gaboxadol puede proveer un rapido comienzo del efecta 

terapeutico do log inhibdores de Is reabsorciôn de serotonina. 

El use de ma combinacion do gaboxadol y un inhibidor do Is reabsorcion 

do serotonina puede disminuir an gran medida Is cantidad de inhibidor daY’ 

reabsorciOn de serotonina necesaria para trader Is depresion y otros trastornos 

afectivos, Y per In tanta, puede redder, de esta manora, log efectos calaterales 

causados pot el inliibidor do is reabsorciOn de serotonina. En particular, Is 

combinaciOn do una reducida cantidad do SRI y gaboxadol puede disniiriLiir el 

riesgo de disfLlnciOn sexual y alteraciones del sueno inducidas per SSRI. 

La administracion canjunta de gaboxadol y un inhibidor de is reabsarcion 

de serotonina ademªs puedo ser Otil para el tralamiento de Is corrosion resistants 

al tratamiento, as decir, Is depresiOn qua no puede ser recaps sprapiadamente 

mediante Ia administracion de un inhibidor de Is reabsorciOn de serotonina solo. 

En general. as puede user gaboxadol coma Iratamiento adil a fin de 

aumentar Is respuesta a log SRI an pacientes ounce no Se he logrado one 

reduccion do log sintomas de par lo menos el 40 a 60%, durante log primeras 6 

semanss do tratamiento con un SRI. 

En general, as use gaboxadol an forma de una sal de adicion do Acida, 

un zwitteriOn hidrato a zwitterion anbidrato. En otra realizacion, as use gaboxadol 

an forma de Is sal do adiciOn do Æcido farmacØLicarnonte aceptable seleodonada 
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entre la sal de clorhidrato 0 bromhidrato, o en forma del zwittorion monohidrato. 

MS convenientemente, gaboxadol Se presenta on una forma cristalina. 

En la literature Se ban descripto diversos antidepresivos con efecto 

ir’tiibidor de la reabsorciOn de serotonina. Cualquier compuesto 

farmacolOgicamente active, que principalmente o on parte ejerce su efecto 

erapeutico mediante la inhibicion de la reabsorciOn de serotonins en el sisteriia 

nervioso central (SNC) puede beneficiarse con el aunwnto de efecto obtenido con 

gaboxadol. 

La siguiente lista comprende una cantidad de inhibidores de la reabsordan 

de serotonina que pueden beneficiarse con el aumento de efecto producido por 

gaboxadol: citalopram, escitalopram. fluoxetina, R-fluoxetina, sertralina, 

paroxetina, fluvoxamina, venlafaxina, duloxetina, dapoxetins, nefazodona, 

imipramina, imipramina N-oxide, desipramins, pirandarnina, dazepinil, nefopam, 

befuralina, fezolamina, fenioxetina, clomipramina, cianoimipramina, litoxetina, 

cericlaniina, seproxetina, WY 27587, WV 27866, imeldina, ifoxetina, tiflucarbina, 

vicualina, milnacipran. bazinaprina, YM 922, S 33005, F 98214-TA, OPC 14523, 

alaproclato, cianodotepina, trinipramina, quinupramina, doUepina, amoxapina. 

nitroxazepina, MoN 5652, MoN 5707, 01 77, Ong 6582, Ong 6997, Org 6906, 

amituiptilina, amitriptilina N-Oxido, nortriptilina. CL 255.683, pirlindol, indatralina, LV 

113.821, LV 214281, CGP 6085 A, RU 25.591 napsmezal, diclofensina, 

trazodona. EMD 68.843, BMY 42.569, NS 2389, sercloremiria, nitroqulpazina, 

ademetionina, sibutramina, clovoxamina, desmetilsubitramina, 

did esm eti ’sub itramina, clovoxa m i na vi lazodona, 

I -((6-Flu 0 r-2-n aftalen ii )meti 1]-4-pipe rid in" amino] Ca rbo ni lJ-3-

piridincarboxamida, [trans-6-(2-clorofenil)-1 .2,3,5,6,1 Ob-bexahidropirrolo-(2,1 - 

a)isoquinolinal (MCN 5707), 
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(di-4-exo-amino-8-cloro-benzo-(b)-biciclol33. 1 Inons-2-6 alfa( 10 alfa)-dieno, 

clorhidrato) (Org 6997), 

(di)-(5 alfa,8 slfa,9 aIf)-5,89, I 0-Tetrahidro-5,9-nietanober’zocidoocten-8-amina, 

otorhidrato (Org 6906). 

-12-E4-(6-fl uar- I H - i ndol-3-iI )-3 ,6-d i hid ro- 1(2H) pi rid in ill eli I]-3-isoprop i ’-6-

(nielilsulfonil)-3.4-dibidro-1 -1-2,1 ,3-benzotiadiazin-22-dioxido (LY393558), 14-(56-

dimetil-2-benzofuranil)-piperidiriaj (GGP 6085), 

dimelil-[5-(4-nilro-fenoxi )-6,7.8.9-lelrahidro-5F-I-benzooicloheplen-7-ilI-amina (RU 

25.591), 

0 

(A 80426), 

(EMD 86006), 

(833005), 



� OH 

Cl (Org 6582). 

Los compuestos arriba mencionados so puoden user an forma do to base 

do una sal farmacØulicamenle aceptable, tal como su sal do adicion do acido. So 

tiene IS intencian de quo cads uno de los inhibidores do Is roabsorcion do 

serotonina espocifloados constituya una realizacion individual. Par Ia tanto, cads 

UflD de ellas y su usa rudder reivindicarse an forms individual. 

Otros compuestos terapØuticos quo pueden benoficiarse con el aumento do 

efecto producido par gaboxadol oomprenden compuestos quo logran una 

elevaciOn del nivel extracelular de 5-HT an Is sinapsis, si bien no son inhibidoros 

de Is roabsorcion do sorotonina. Una do dIGhIOS compuostos as tianeptina. 

La lists anterior do inhibidores de Is reabsorcion de serotonina y otros 

compuostos quo provocan un aumonto on el nivel extracelular do serotonina no 

debe interpretarse coma limitativa. 

En una realizaciOn, Ids SRI Se seleccionan ontro citalopram, escitalopram, 

fluoxetina, sertralina, paroxetina, fluvoxamina, vonlai duloxetina, dapoxotina, 

nefazodana, imipramina, fernoxetina y cloniipramina. Con propositos do 

aclaracion, so ostablece qua cads uno de estos SRI representan realizacionos 

individuales, y puedon constituir el toma do reivindicaciones individualos. 

El termini !inhibidor do Is roabsorciOn do serotonina selectivo (SSRI’ 

significa un inbibidor do los transportadores do Is monaamina quo tono un efocto 



inhibidor arms fuerte en el transporlador do serotonina qua an los transportadores 

de Is  dopamina 
y 

noradrnaUna. 

Los inbibidores do Is reabsorcion de serotonina selectivos SSRI) so 

encuentran ontre los inhibidores do Is reabsorciôn do serotonina mas preferidos 

utilizados de conformidad can to presents invenciôn. Par lo tanto, an otra 

reelizaciOn. si SRI as seleccionado entre SSRI, tales coma citalopram, 

escitatopram fluoxetina fluvoxamina, ssrtralina 0 paroxetina. 

Los ingredientes activos do acuerdo can Is invendôn, as docir, gaboxadol 

el SRI 0 compuesto qua logra on oumento de ]as rilveles do serotonina 

oxiracelular, so puedon user an Is forma de base libre 0 an forma do so sal do 

suicide do acido farmacØuticamento aceptable, an donde esta ’ltLma so obtiene 

mediante Is reaccion de to forma debase con Un aoido apropiado. 

Citalopram so usa, preferenteniente, on forma del bromhidrato 0 COniD Is 

base; escitalopram, on forma del oxalato; fluoxetina, sertralina 
y 

paroxetina, on 

forma del clorhidrato; 
y 

fluvoxamina, an forma del nialeato. 

Como so monciona anteriormento, Is combinacian de gaboxadol can on 

jnhjbjdor do Is reabsorcjon do serotonina muestra, inesperadaniento, on efecto 
( 

sinergico sabre el SNJC. En consocuencia, puede ser eficaz un trataniiento de 

oamb?naciOn itilizando gaboxadol 
y 

Oasis del inhibidor de Is reabsorabn do 

serotonina inferiores a las utilizadas normalmente an one monoterapia, on donde 

pueden prevenirse 0 roducirse [as efectos colaterales asaclados can las mayeres 

cantidades del inhibidor do to reabsordon do serotonina ernpleadas on Is 

ma noterapia 

Adicionalmente, el tratamiento de combinadan can gaboxadol utiLizando 

and dosis normal do inhibidor do Is roabsorcion do serotonina poses Is ventaja do 

lograr on efecto oflcaz sabre el SNC, an on gran nmero de pacientes quo no 

responden a Is monoterapia carivencional can SSRI. 
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La cantidad de gaboxadol ulilizado an el tratamienta de combinacian suede 

varier desdo aproximadamente 0,1 haste aproximadamente 150 mg par dia, tal 

coma desdo aproximadamente 0,1 basta aproximadamente 100 mg par dia, 

desdo aproximadamente 0,5 haste aproximadamente 50 mg par We dosde 

aproximadamente 5 haste aproximadamente 50 mg par dla, a desde 

aproximadamente I haste aproximadamente 5 mg par die- Las bajas caritidados 

de gaboxadol, quo no lienon efecto significative an los trastornos de( sueft lien 

domostrado un clam e importante efecto on of Iratamiento de combinacion con un 

inhibidor de Is reabsorclôn de serotonina,  tal come escitalopram. Las bajas 

cantidades, an general, so seLeccionan deeds aproximadamente 0,1 hasta 

aproximadamente 25 mg par dia, tal come desde aproximadamente 0,1 Nasta 

aproximadamente 2,0 mg par dia, mantras quo las cantidades suporiores, an 

general  as seleccionan dosde aproximadamente 2,5 haste aproximadamente ISO 

mg par dia. 

Los inbibidares de is reabsarción do serolonina, ei ejios, los SSRI 

nlencionadDs de rrariera especifica anter’Drmente, ditieren tanta an su peso 

molecular coma an Is actividad. En consecuencia, Is cantidad do inhibidor do Is 

reabsorcion do serotonina utmzado on el tratamiento do combinacion depende de 

Ia riaturaleza de dicho inhibidor do Is reabsorciOri do serotonina. En Ufla 

realjzacion do Is invencion, el inhibidor do La reabsorcion do serotonina a el 

compuesto quo logra un aurnento on of rival do 6-FIT extracelular se administra 

an dosis interiores a las necesarias an of caso do quo el compueslo as Use solo 

En aira realizacidn, 01 inhididar do Is reabsardOn do serotonina a el compuesto 

quo logra un aumento an of rival de 5-HT exfracelular Se administra an deals 

normalos. 

A fin de preparar las coniposioionos tarmaceuticas de esta invencion, una 

cantidad aprapiada del ingrediente a irigmdientes acivos, en forms do sal a on 
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forma de base. as combine an mezcla intima CDfl on portadar farmacØuticaniente 

aceptable, quo facade adaptor one ample variedad de formaL sein Is forma do 

preparacion deseada para administraciOn. Estes compasiciones farmaceuticas, 

convenientemente, as presentan an forma de dosificaciOn unitaria adecuads pare 

administraciôn per via oral, rectal, peroutanea 0 mediante inyecciôn parenteral. 

Par ejemplo, an Is preparacion de las compasiciones en forma de dosificadan 

oral, so suede emplear cualquiera do los medios famiacØuticos habituales, tales 

comb, par ejeniplo  ague, glicoles, aceites, aIcoboes 
y 

similares, an el ease de 

preparaciones liquidas orales tales coma tuspensiones, jarabes, eljxires 

soluciones; o portadares solidas tales come almidones, azücares, caolin, 

lubricantes, aglutinantes, agentes desintegrantes 
y 

similares, an el case de 

pelves, pildoras, capsules 
y 

camprimidos. Dada so facilidad de administracion, Its 

camprimidas 
y Las capsules representan Is forma unitaria its dasiticacion oral miss 

conveniente, on curve caso as enipIearar, naturalniente, los portadares 

farmaceuticos abides. 

Es especialmente convenience formular las composiciones farmaceuticas 

mencionadas con anterioridad an forma its dosificacian unitaria, a fin de obtener 

mayor facilidad de administracion 
y 

uniformidad do Is dositicacian. SegUn so 

utilize an Is memoria descriptive 
y 

an las reivindicaciones. Is forma de dosificaciÆn 

unitaria as refiere a unidades fisicamente separadas adecuadas came 

dosifloaciones unitarias, an donde code unidad contiene one cantidad 

� 

predetermine da do ingredients oi ngred ientes a otivos, calculate Para prod uci r of 

efecto terapeutico deseado, junto con el portador farmaceutico necesario. 

Ejemplos de dichas formas do dosificacion unitaria son los compririiidos (entre 

ellos, comprinlidos ranurados o revestidos), cÆpsulas, pildoras, envases de 

pelves, ableas suspensones o soluciones inyoctables, cucharillas de cafØ (5 ml), 

cucharadas (IS ml) 
y 

similares, 
y 

mUltiples derivative de estos. 
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Gaboxadol so puddle administrar antes, durante a despues do Ia 

adniinistraciOn del inhibidor de a reabsarciOn de serotonina, siempre qua el 

liempo entre Is adrninistracion de gaboxadol 
y 

Is administracion del nhibLdor de Is 

reabsorciOn de serotonina sea suficiente para qua Ids ingredientes puedan actuar 

sinØrgicamente sabre el SNC. Cuando Se contempla laadrninistraciOnsimultanea 

de gaboxadol 
y 

on inhibidor de Is reabsorciOn de serotonina. _pede ser - 

particiarmente conveniente una composicion qua contenga tanto un inhibirlor de 

Is reabsorcion de serotonina coma gaboxadol/ Alternativamente, so pueden 

adniinistrar gaboxadol yel inhibidor de Ia reabsarcion de serotonina de rTlanera 

separada, an forms do composicianes adecuadas. Las conlposiciones as pueden 

preparar conforme a lo descripto anteriormente. 

La presents invenciOn ademØs comprende productas quo contienen 

gaboxadol 
y 

on inhibidor de Is reabsorciôn de serotonina, coma una preparacion 

de combinacion pars usa simult5n9p(aa parado a on serie, an tratamientos 

psiquiªtricos con farmacos. Dichos productos pueden abarcar, par ejemplo, on 

equipo quo cDmprende formas de dosificaoion unitarias separadas qua contienen 

gaboxadol, 
y 

formas de dosificacion unitarias separadas qua contienen Un 

inhibidor de Ia reabsorciOn de serotonina, an dandle dodo esto esta albergada on of 

misma contenedor a envase, par ejemplo, on envase de ampollas. 

Las preparaciones mencionedas anteriormente pare administracion 

simultanea a an sons pueden contener, an lager de on inhibidor do Is reabsorcion 

de serotonina, otro compuesto qua logre una elevacion on of nivel de 5-HT 

extracelular. 
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Ensavo farniaIaaico del efocto entideDresivo de galboxacol 

El modelo de depresion de estrØs ’eve orOnico de Is rata (CMS, par sus 

siglas an ingles), tiene on alto grade de validez como pranOstico do Is actividad 

antidepresiva (WhIner (1991), Psycbopharmacot, 134: 319-329). AdemÆs, all 

probedimiento as on modelo apropiado pare estudiar el inicio de Is acoiôn 

antidepresiva an animales (Behavioural Pharmacology, 14: 465470 2003, 

Sanchez, C. y col). El principle del modelo as base an Is relacion onto of estres 

log trastornos afectivos. Las rates expuestas a estres cronlco muestran una 

reducida sensibilidad a log premics (per ejemplo, una solucion de sacarosa 

sabrosa). 

Procedimiento exDenmental do estros It cronico 

Se Ilevaron al laboratorio rates machos Wistar (Gorzkowska, Warsaw), dos 

rresos antes del comienzo del experimento. Los animates as albergaron 

individualmente, can alimentos y ague tibremente disponibles, y as marituvieron 

con on clolo de 12 h lur’oscuridad, a Una temperature do 22 – 2°C. excepto lo qua 

as describe a continuacion. 

Primero as entreno a log animates pare qua consumieran una solución de 

sacarosa al 1%; el entrenamiento consistio an ocho ense,os iniciales do I Ii, an 

log wales Se lea presento sacarosa, an Is jaula de albergue, seguido de 14 b de 

privacion de alimento y agua; as rnidio Is ingests pesando log botellas 

previamente pagodas qua contenian Is solucióri de sacarosa, at final del enayo. 

Iuogo se controO ol consumo do sacarosa, an condiciones simhiares, durante 

todo of experimento. Sabre Is base de log ingestas do sacarosa an of ensayc 

inicial final, Los animates as dividieron an dos crops parejos. Un grupo de 

animales as sametia a un procediniiento de estrØs leve crOnico durante on 

perlodo de S semanas consecutivas. EL regimen do estres semanal consistiO an 2 
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perlodos do privacion do alimento 0 agus, inelinacion do Is jaula de 45 grados, 

ilunijnacion intermitente (luces encendidas y apagadas code 2 lioras), jaula sucia 

(250 ml do ague an lecher de aserrin), albergue emparejado y baja intensidad de 

iluminadon estroboscopica (150 destellos par minute), y 2 periodos sin estrØs. 

Todos los elementos estresantes tuvierori tjna duraciOn do entre 10 y 14 hands, y 

so aplicaron de marlera individual y continua, did y noche. Los otros grupos do 

animales, los corptroles sin estrØs, so albergaron en babitaciones separadas y no 

tuvieron contactc, can los animates estresadas. Las rates so privaron do alimento 

ague durante las 14 tiaras proviso a cads ensayo do sacarosa, or bien. do otro 

modo, as les permitia alimentos y ague libremente an Ia jaula do albergue. Sabre 

la base do sus clasiuicaciones de ingesta de sacarosa luego do 3 senianas de 

estres, tanto las rates estresadas coma las its control Se dividieron an subgrupos 

parejos, y durante lasS semanas subsiguientee recibieron inyecciones do fªrmaco 

intraperitoneales, dos veces par dia (aproximadamente a Las 10.00 y 17.00). Los 

ensayos so sacarosa Se efectuaron a las 10 a. in  sobre una base sernanal 

(martes). So administro veblculo (1 ml per kg par die) a farmaco do ensayo a 

diterentes grupas de animates in = 8). Antes do las sesiones its ensayo, so 

administrated los farmacos aproximadamente a las 10.00, y so Ilevaron a cabo los 

ensayos do sacarasa 24 tiaras despuØs do Ia inyecciôn its  formed prove. Se 

continua con el ostres durante todo el perioda do tratamiento. Al final del 

tratamiento con farmaco, so evaluaron las pesos corporates an comparacion con 

los valores iniciales. 
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Resultados del ostres ’eve orOni 

El ensayo do gaboxadol en of niodelo de estres leve crônico do Is rata 

mostrO quo of conipuesto lute Un efectD de tipD antidepresivo significativo. La 

dosis do 25 mg par kg par do turm on efecto clara e irnpartante en este n’iadelo 

Gaboxadol en combinaciOn can escitaloaram 

A fin de modular Is actividad do los sistemas responsables do Is actividad 

anticorrosive, hemos caractorizada la interaccion entre gaboxadol y escitalopram 

(un 58R1), on Un modelo de comportaimiento de inhibidOn de la reabsorcion de 

serotonins, of ensayo do potenciaciOn de 5-HTP del ratS, y on Un modolo 

pronatLco do actividaci antjdopresiva, et ensayo de nataciSn obligate del ratS 

� 
(cf. C. Sanchez y col., Psychopharmacology (2003), 167: 353-362) 

Procodimientos experimentales 

So uSarOfl ratcncs machas NMRI/BOM (18-25 g; BomJ,oltgaard, 

Dinaniarce). Las mores as aibergaron an joules de piÆstico (35 x 30 x 12 cm), 10 

on cads una, y as bebjtuaron a [as Instalaciones de albergue durante por In 

memos una somana antes del ensayo. La temperature ambiente (21 + 2°Cf 

bumedad relative (55 – 5%) e intercambio do aire (16 veces our hera) se 

controisron autoniaticamente. Los animales tenhan libre acceso a bobtas do 

alimenta comercial y aqua corriento, antes del ensayo. 

Potenciacion del comportaniiento inducida por 5-HIP 

El pracedimiente de ensayo pare Ids estudios an ratones es descripto on 

detalie for Hytlol y col. (1992). En pocas palebras, 30 minutos dospues de Is 

adminislraoiOn s. C. do compuesto de ensayD, Se suministrO a as ratones 5-HTP 

(100 mg par kg. i. V.) Luego as evaluaron los snirrales en su joule do albergue 
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duranto Un perlodo do observacion do IS minuas, we ’especto al estoreotipo 

(movimiontas de cabeza laterales), temblor y abdLlccion do patas traseras. Se Ims 

asignO tin panda par cada sntoma presente. So usa tin total do 8 a 16 ratanes par 

dosis, 

lnhibicion de to inmovilidad inducida par la natacion obligada 

Un retain abligado a nadar an Un contenedor espacialmente Iiniitado 

adoptarØ una posture inmOvil careoteristica. El tratamiento previa con Un 

antidepresivo contrarrestara este efeoto. El ensayo Se etectuO segUn Ia descripto 

an detalle par Sanchez y Meier (Psychopharmacot, 129: 197-205; 1997). En 

paces palabras, Se utilizo Un sistema de ensaya completamente automatizado, 

quo here 6 unidades do unitarian recipientes de vidrio de 2000 ml, cargados con 

1200 ml do aqua sucia (23-250C), on las cuales los eateries habian sido colocados 

proviamente). La evaluacian de inmovilidad so realize par media de analisis do 

imagenos. Treinta minutos despues del tratamiento con IÆrmaco C vohicuio so 

colocO �1 ratan en el recipiente de vidrio y so deja an el ague durante Un total do 6 

minutes. La duradOn acumulada do inmovilidad so midiô durante led Ultimos 3 

minutas. Se enssyO Un total do 9-18 ratanas par dosEs. 

ResuLtados 

Gaboxadal (2,5 hg par kg) pDtenciO fuertemento Ids efectas agudos do 

� 
escitalopram 0,5 a 0025 mg par kg) !p el ensayadepctenao 

una dosis do gaboxada! (2,5 mg par kg), quo no fue native par Si misma an el 

ensayadenataci1aa._potenciO el efecto do tipo antideprosiva do 

esoitalopram (2,5 y 5 mg par kg) do manera significativa. 
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REIVINDICACIONES 

HabLendo as[ espocialmente doscripto y deternlinodo Is naturaleza de Is 

presents invenciOn yla forma Carlo Is misnia he do sor Ilevada a Is practice. as 

declare reivindicar coma de propiedad y derecho exclusive: 

1. (Jr mØtodo pare of tratamiento de Is dopresian, qua comprende 

administrar a un indivjduo qua lo neeesita, una cantidad farmaceuticaniento 

acelMable de gaboxadol. 

2. El metodo do la reivindicacion 1, an donde gaboxadol so presents an 

forma do una sal de adicion do acido, O Un zwitteriOn bidrato a rvitteriOn 

an hid rato. 

3. El mØtodo de cualquiera do las reivindicaciones I 1 2, an donde 

gaboxadol Se presents an forma de una sal de adicion do Æddo 

farmacØuticamente aceptable seleccionada entre La sal do clarhidrato a 

brombidrata, o an forma del zwjtleriOn manohidrato. 

4. El metado do cualquiera do las reivindicaciones 1 a 3, an donde Ia 

confided farmacØuticamente aceptable varla desde 2.5 mg bests 20 rTig, tal come 

5 mg a 15 mg de gaboxadol per dia. 

5. El mºtoclo do cualquiera de as reMndicacianes I a 4, en donde 

gaboxadol as administra coma una tone de dositicacian oral. 

6. El mØtoclo do cualquLera de las reivindicaciones I a 5, an donde 

gaboxadol as una forma do dosificacion and solids, tel come comprinlidos 0 

cÆpsulas, a ma forma do dosfflcaciOn oral liquida. 

7. El mØtodo do cua!quiera do las reivindicaciones 1 a 6, an donde 

dicho gaboxadol as cristalino. 

8. El mØtado de oualquiera de las reivindicaciones I a 7, an donde 

dicbo individuo es Un hwnano. 
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9. Usa de gaboxadol an Is preparaciOn do una composician 

farmscØutica from el trtsmiento do La corrosion. 

10. El usa do Is reivindicscion 9, an donde gaboxadol so presonta an 

forma do una sal do adiciOn de âcido, 0 Un zwitteriOn hidrato 0 zwitteriOri 

an hid rato. 

11. El usa de cualquiora de las reivindicaciones 9 a 10. an donde 

gaboxadol so presents an forma de una sal de adicion do acido 

farniaceutioamonto aeptable seleccionada entre Is sal do clarhidrato a 

bromhidrato, a an forma del zwitlerion monohidrato. 

12. El uso de oualquiora do Las reivindicaciones 9 a 11 an donde Is 

composicion farrnaoeutioa commands deeds 2,5 mg hasta 20 mg, tal como 5 rig 

� 

a 15 mg do gaboxadol. 

13. El usa do cualquiora do las reivindicaciones 9 a 12, an donde 

gaboxadol so presents on una forma do dosificacion oral. 

14. El usa do cualquiera do las reivindicaciones 9 a 13, on donda 

gaboxadol so presents an una forma do dosificacion oral sOlida, tal coma 

comprimidos a capsules, a una forma do dosificaciOn oral liquids. 

15. El usa de cualquiera de las reivindicaciones; 9 a 14, an dondo dicho 

gaboxadol as cristalino. 

16. El usa do cualquiera do las reivindicaciones 9 a 15, an donde all 

compasiciOn farniaoeutica as fare el tratanhionto do ur humane quo sufre do 

� 

17. El usa de gaboxadol an Is preparacion de una coniposicion 

farmaceutica from ser utilizada an combinacian con up inhibidor do la roabsorcion 

do serolonina, a can cualquier atm compueslo quo logra una olosacian an el rival 

de serotonina oxtracelular. 
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18. El use de gaboxadol on Is preparaciOn de una composicion 

farmaceutica Otil pare proveer Ufl inicia mas rªpido del efecto terapeutico do un 

inhibidor de Ia reabsorciOn do serotonina, a de cualquier nEro compuesto quo logre 

una elevacion en el nivel de serotonina extracolular, 0 para aumentar su efecto, a 

ambos. 

19. El use do gaboxadol an Ia proparacion do una composicion 

farmaceutica porn el tratanijento de on individuo quo Va a sor medicado a estØ 

medicado con on inhibidor do Is reabsorción do serotonina, o con oualquier otro 

compuesta qua logre una elevacion an el ni’iel do serotonina extracelular, en 

donde dicho individuo sufre do enfermedades a trastornos sensibles of efecto 

terapeutico de Un inhibidor do Ia reabsorcion de serotonina 0 do cualquier aim 

compuestD qua logre una olevaciOn an el riivel do serotonina oxtraceLular. 

20. El use do customers do las reivindicaciones 17 a 19 an donde el 

inhibidor do Is reabsorcion de soratanina aol campuesto qua logra una elevaoion 

an el nivel do serotonina extracolular Se Utilize an el tratamiento do Is depresion, 

trastomos de ansiedad y otros trastornos afedlivos, desordenos do to alimontaciOn 

tales cortlo bulimia, anorexia y obesidad, fobLas, distiniia, sindrorne premenstrual, 

trastornos captives, trastornos del control do impulses, trastorno do 

Fliperactividad con deficit do atencion y dragadependencia. 

21. El use do Is reivindicaciOn 20! on donde el inhibidor do Is 

reabsorciOn do serotonina a el conipuesto quo logra una elovacLon an 01 nivel de 

serotonina extracelular so utilize on el tratamienta do Is depresion. 

22. El use do cuslquiera do las reivindicaciones 17 a 21 an dando el 

inhibidor de Is reabsorziOri do serotonina Se selecciona entre citalopram, 

escitalopram, fluoxetina, sertrslina, paroxetina, fluvoxamLna, venlafaxins, 

duloxetina, dapoxotiria, nefazodona, imipramina, femoxetina y clomipramins, a 

one sal fsrmacØuticamente aceptablo de cualquiera do notes compuestas. 
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23. El use de cualquiera do las reivindicaciones 17 a 22, an donde of 

inhibidor de Is reabsorcjôn do serotonina as Un inhibidor do Is reabsorcion do 

serotonina selective. 

24. El usa de oualquiera do las reivindicaciones 17 a 23, an donde 

gaboxadol Se presena on ibrrna de Uris Sal do adiciOn de Æcdo, 0 Ufl zw1Iteri60 

bidrato a zwitterion anbidrata. 

25. 
El uso de cualquiora de las reivindicaciones 17 a 24, an donde 

gaboxadol as presents an forma do una sal do adicion de acido 

farmaceuticamente aceptable seleccionada entre Is sal do clortitdrato 0 

bromhidrato, a an forma del zwittorion monahidrato. 

26. El use do cualguiera de las reivindicaciones 17 a 25, on donde Is 

cOmposicion farmaceutica compronde gaboxadol an una cantidad qua varia desdo 

aproximadamene 01 hasla aproximedamente 2.3 wig. 

27. El use de cualquiera de as reivindicaciones 17 a 25, an donde Is 

composicion 
farnisceutica comprende gaboxadol an una cantidad quo varia dosde 

aroximadamente 2,5 me hasta aproximadamonte 20 mg 

28. El use do cualquiora do las reivindicaciones 17 a 27, on donde 

gaboxadol Se presents an una forma do dosificacion oral. 

29. El use do cualquiera do las reivindicaciones 17 a 28, on donde of 

inhibidor dote reabsorción do serotonina aol corupuesto quo logra una olevaciOn 

an el nivel do serotonina exijacelular as presents or forme do aria dosicaöOn 

oral. 

30. El use do la reivindicaclon 28, en donde gaboxadol so presents on 

una forms do dosificadari oral solids, tal coma comprimidos a capsules, a una 

forms do dosiflcacion oral liquids. 

31. El use do Is reivindlcacion 29, an donde el inhibidor do Is 

reabsorcion do serotonina eel campuesto quo logra una elevacion an of nivel do 
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serotonina extracelular as presents an forma de una dosificacion oral salida, tal 

como compriniidos a cØpsulas, oon una forma do dosificacion oral liquida. 

32. El usa do cualquiera do as reivindicacionos 17 a 31, on dande 

gaboxadol as cristalino. 

33. El uso do cualquiera do ]as reivindLcaciones I? a 32, on dondo Is 

composiciOn farmacØutica proparads so adapts para Is administracion simultanea 

do gaboxadol 
y 

el nhibidDr de Is roabsarcion de sorotarlina. 

34. El USC do cualquiera de as roivindicacionos 17 a 33, an donde 

gaboxadol 
y 

el inhibidor de Is  roabsarciori do serotonina estÆn contenidos an Is 

misma forma do dasificacion unitaria. 

35. El uso do cualquiera de as roivindicacianes 17 a 34, an donde Is 

composiciOn farmaceutica preparada Se adapts para Is  administraciôn an sere do 

gaboxadol 
y 

el inhibidor do Is reabsorciOn de sorotoniria. 

_.. 36. Una coniposicion farmaceutica qua comprend’gaboxadoy un 

compuosto irihibidor de Is roabsorciOn do sorotonin,d’cualquior otro compuesto 

qua logre una elevacjan on el nivel de serotonina extracelular,.’y opolonalniente, 

diluyentes a portadores farmaceutoamente aceptablos. 

37. La coroposicion farmaceutice de Is reivindicadon 36, caracterizada 

porque el inhibitor do Is reabsorcion do serotonina so seleooiona entre citaldprani, 

c!SCita!npram, .uoxoUna, seriralina, paroxotina, fluvoxamina, venlafaxina -_-.. 
duloxotina, dapoxetina, nefazadona, imipramina, femoxetina 

y 

clomipramina, a 

una sal farmaceutloamonto aceptable do cualquiera do ostos cornpuostos. 

38. La composician farmacØutica do cualquiera do las reivindicadonos 

36 a 37, adaptada pars administracion sirnultanea do gaboxadol 
y 

el inliibidor do 

Is  reabsorcion de serotonina. 



31 

/ 

39. La composicion farniaceutica do cualquiera de las reivindicaciones 

36 a 38, an donde gaboxadol 
y 

of inhibidor do la reabsorcion do serotanina estan 

contenidos on la misma forma do dDsificaciOn unitaris. 

40. La oomposician farmaceutica de cualquiera do las reivindicaciones 

36 a 39 an donde gaboxadol so presenta an forma de una sal de adicion do 

Æcido, 0 Ufl zwitteriOn hidrato 0 zvitterion anhidrato. 

41. La composicion tarmaceutica de cualquiera de las reivindicaciones 

36 a 40, an donde gaboxadol so presenta an forma de una sal do adicion de addo 

farmaceuticamonto acoptable seleccionada entro la sal do clorhidrato 0 

bromhidrato, o an forma del zwitteriOn monohidrato. 

42- La compasicion farmaceutica de cualquiera do las reivindicaciorTes 

36 a 41, an donde gaboxadol so presents on una cortical quo varla resole 

aproximadamente 0,1 haste aproximadamente 2,5 mg. 

43. La composicion farmaoeutica de cualquiera do las reivindicaciones 

36 a 41, on donde gaboxadol Se presenta an una cantidad qua varia desde 

aproximadamente 2,5 mg hasta aproximadamente 20 mg  

44. La coniposidOn farmaceutica do cualquiera de las reivindicaciones 

36 a 43, an donde gaboxadol Se presenta on una forma de dosificadbn oral, tal 

como una forms do dasificacion oral sOlida, por ejomplo, comprimidos 0 capsules, 

o an una forma do dosificacion oral liquids. 

45. La composicion farmaceutica do cualquiera do las reivindicaciones 

36 a 44, an donde el inhibidor do la reabsorcion de serotonina so presenta an 

forma do una dosiIicaciOn oral, tal conic one forma da dosfficacion oral solids, pot 

ejeriplo comprimidos a capsules, o on una forma do dosificaciOn oral liquida. 

46. La composician farmaceutica de cualquiera de las reivindicaciones 

36 a 45, an donde gaboxadol as cristalino. 

p. H. LUNDSECK NS 



RESUMEN 

La presente invencjOn Be relaciona con el uso do gaboxadol an la 

preparaciOn do urm composiciOn farmaceutica para oF tratamiento do la deprosiOn 

AdemØs. Se relaciona con el uso de gaboxadol an In preparacian de ufla 

composicion farmacØutica pars ser utilizada on combinacion con Un inhibidor de la 

reabsorciOn do serotonina a cualquier ono compuesto quo lore ufla olevadon on 

el nLvol do serotonina extracolular, 
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Ms I nternati ona r searching Authorttr found multiple (groups of) 
inventions In this international application, as follows: 

1. tlajns, 1-16 (partia1y) 

Use of gaboxadol excluding Consolations with compounds which 
cause an elevation In the level of extracellular serotonl 
for the treatment of depression 

2. claims: 1-20, 21-46 partially). 21, 36-45 (completely) 

Use of gaboxadol in combination with cowourIds which cause 
an elevation In the level of ejtraceUu1ar serstanin for the 
treatment of depression and combinations of gaboxadol with 
compounds which cause an elevation in the level of 
extracellular serotonin 

3 claims iY-Ze � 22-35 (partially) 

Use of wobexado] In Combination with compounds which cause 
an elevation in the level of extracel!u]ar serotonin for the 
treatment of anxiety disorders and other affective disorders 

4. claims 17-20. 22-35 (Partially) 

Use of gaboxadol in combination with compounds which cause 
an elevation in the level of extracellular serotonie for the 
treatment of eati ngdisorders 

5. claims; 17-20. 22-35(partially) 

Use of gahoxadol IF, continati on with counds which cause 
an elevation in the level of extracellular scrotoni n for the 
treatment of phobias 

6. claims: 17-20, 22-35 (partially) 

Use of gahoxadol in combination with compounds which cause 
an elevation in the level of extracellular serotonin for the 
treatment of dysthymi a 

7. claims: 17-20, 22-35 (partially) 

Use of yaboxadol In combination with compounds which cause 
an elevation in the level of extracellular serttoni n for the 
treatment of premenstrual syndrome 

8. claims: 1/-2, 22-35 (partially) 
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Use of gaboxadol in combination with compounds which cause 
an elevation in the level of extracellular serotonin for the 
treatment of cognitive Mso’en 

9. claims: 17-20. 22-35 (partially) 

Use of gaboxadol in combination with compounds which cause 
an elevation in the eve? of extracellular sertoi,rn For the 
treatment of Impulse control disorders 

10. claims: 17-20. 22-35 (partially) 

Use of gaboxado7 in combination with compounds which cause 
an elevation In the level of etracel 1 al ar serotoni n for the 
treatment of attention deficit hyperactivity disorder 

11. claims: 17-20, 22-35 (partially) 

Use of gaboxadol In combination with compounds which cause 
an elevation In the level of extracellular serotonin for the 
treatment of drug abuse 

- - 
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Tnduia 
y 

CorneTtlO EXTRACTO PAPA PUBLICACION 
spIRrwrr1oo’crA SOUCITUCEPATENTEVEINVENGJONPCT 

(21) N do sOIioibjd: (51) mt Cl: A61 K 315437 

22) Focha de sidtud: (71)SolioitaMe)s) H. LIJNDSECK AIS 

(30) PdaqiJad (SI) No. Priodldad (32) Fool,. (33) Pals 
PA200300956 2510612003 OK 
PA100400016 0710112004 DK (72) Inverflor{os) CONNLE SANCHEZ 

BJARKE EBERT 

(74) Aederado: EMILIO FERRERO 

(6) Facha limiLe iniojo fase canal : 25 do En&m 2005 (7) PtibIicacin iLamaoioaJ 
(86) Datos reIevos a ía prosantaoIo do ía softcLud Cr Fsdia: 296o 7e 206W 

Feclia do pceer(adon de la solicitud: 25106/2004 W publicaOo: W02004/111786 A3 
No, dosoliclthd_PCT5DK20045000459 I

4I Th’s GAOOXAnOL PARk EL TRAIAA4JENTO DE LA OEPRESJON V OTROS IPaSTORNOS AFECTIVOS 

� ReMridiaoi6m(es): 
t On mAtodo pafa 0’ Iratamionto do la daprosion, quo 

co?TTprwride ad,miIstar a ,n ,divtdv quo a 
noesaa, ua cantidad Iarmacumeoto acoptable 
do gaboxacol. 

36. Uric composon farmaceutica quo coniprende 
galloxadol y on mpuesto iphibwr do la 
reab5orcion do serotonina o cualqu Isp otro 
xriipuoto quo logre uria olovaoióri en al nivel do 
setotoniria extraIu Icr, y opdon almonle, diluyentes 
a ponathms fa,nwaeutioamnMe apbAss. 
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SUPEPINTEO[NCJfl OF OJIOUSIRIA V CaMECIO 

NIT A00176009-

bsunft1Jvrn 

RECIBO IPICIAL BE CAJA I OS - 95,537 
Gin, 0mh 5-io- 

I /b 
EC I?;J7,dH FECHA 0100EOBRE IS DE 2005 

BOO AT- ttrn 47$ ffBL Wti 41 4itNUfl: 

NCvf ?l OR BE &tvlS CELLI 

tutU CUN811NACION A It  

EposoToNrE TOFU PASO DANID COENTA N/PAID FECHO;co Vr.IAGO 
---------------------------------------------------------------/ 

CAVELIEE APOGADOS 1501(003 CflNSIEM(CJQ NCO POPULAR 050-00110-& 7 27416710 15/12/20n OS,030,000.00 

4 0*0* C N C I P I U (flit 

CARL. RENTISTIE0 CONCERTO TOTAL CONCEPTO 

0 50005-01-01 SULICTIUDES 1 f.4(NIIES 01 SUL. OF ENTENTE BE IN (43.000.00 
TOTAL I 443,000.00 

SIN: CU(TROCIENIaG MARENTA V ORES MIL PESOS 

/ 
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RENBU BE 1431 APLIC000 AL EUPEDIENTE BE._______ 
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RQUtSITOSNECESARJOS PARA PRESENTACION V AGILIZACION DEL 
TRAMITE 

UuM,o R4IOft 

� 
PATENTEDEJNVENCION MODELODCUTILIDAD ) . 
- ladkaclon de quo Se seIicIIa I cencsi&o de napatactia. - 

I - Datos de id,oliffeacin deJ sollcltantn odt ft peneaaque sk u.gnta I so{kithd. .( ) 1 
- Dn&pclàn tie a i"vencion. - 

fl$u)os tie seresos pSItkIeFIItS. ( � CnprntMne tie Pag6* In asa$ a blecidn. 

�� ..CP1nA INCOMPLETA 3 ) 

.DlSESOiNDUSTRL(l-- .........................� _���_�: ......... 

I . . - Indicxlôn da clue e soBc(tc regbtro tie Dsenà Industrial ( 3 
I - Dot" de detIfcacion desodiÆnle o dea persona quo p,esenfa 
I . �� tnoIIc(tud. - 

- Rpreeniet&n grhrico fotogrMioa del Dieeno Industrial 0 muostra del  
MatæuI quo incorpora & dlselo. ) 3 

I Comprobante do pago do Jas lazes establecidas 

OOMPLETA ( I INCOMPIETA I.) 

ESQUEMAOETRAZADO 

- nthcaci&, do quo so)cIth el registro de WI Esquema do trazado. ( DMos de IckaMcnibn del solcltaifte ode 18 persona qirn prezenta 
Lasoflctud. 3 3 
RepresenfaclOr, graflva del esquema de trazado 
Comprobanle de paqo do lea tisas estab(ecdas. ) 

COMPLETA ( ) . II4COMPLtIA I ) 

Firma ResponsaidaVr, - 

I. - Fecha: 



REPUBLICA DE COLOMBIA 

BUflRXNTENDZNCXA DZ ZNDUSTEIA Y COMERCtO 

8ogot& 

2020 

Doctor (a) 
?ERBXRO ZNII 0 
Apoderado (a) y/o Repreentante de 
4. LLThiDECK A/S 

YEPERNCIA Radioacj.ón No, 5 129157 

Solicitud Internacional DlC2004/0045 

Tech, inscio Came nactonal 2/01/2006 

Tramite ti 
Evento 378 

Acttiación 430 , c 
� Oficto Mo. 

coma resultado del examen as torma, realigado con fnndawento an el articulo 38 de 

is Deoi&ihn 4e�  an is Cccastn de is Camunidad Mdina, artIculo 27 del Tratado de 

cooperaciOn en Materia tie Patentee (PM) reeLa St bta del Regleento y Circular 

Unica de IS Superintendencia de Iriduatria 7 Comerojo, Be In ooeiunica We! 

1. La solioitad no contieae la copis, del docnetto on We conata is cesiôn del 

derecho a is patente del inventor al solicitante 0 a Sc causante. (Art 3�-Ic 

DecistGn 486 

Be cujuplimiento de lo diapuesto no, el arttculo 39 U La oeciai.ón 456, no IS 
requiere para We dentro del tnttino de doe mesas siguientes a is feeha de 

notificactdrt del preaerite otiojo, con’plete los requleitos aner1oroisnte enunciados. 

En caso de no dar cumplierito al presettte reueriTent0, la solicitud Be 

considerarÆ abandonada y perdera Sc prelacidu. 

Notitiquese el 3rssente iaio cotfotme a to disDussto an el numeral 5.2, literal 

� del capltuioMvintd det/tituto prinlero de IS Circular tsnica No -10 de 2001. 

ALIX CARMENZA CESpgDS D 
Jete do 1/ división de Ntievas Creaciones 

Rl eror tequerimienco rue notificado par fijacion Be Clete de 

feckia 31 MAR 2O& 
adpai 


