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Causal: Incumplimiento de requisites de patentabilidad {Thulo 1}, Capitulg |, Decision 486 de 2000} Se violan los

articy.os 14, (|35 patentes de invencién deben ser nuevas, tener nivel inventiva y ser suceptibles de aplicacian industrial), 16

funa inveneicn se considera nuava cuands ne es obvia, ni se deriva de manera evidente del estado de |3 técnica), 18 { una

mwencisn tiene nivel inventivo si no es obvia para una persona versada en la materia) 20, { no son patentables los métodos

terapeaticas o quirlirgicos) v 20d flos métodos terapéuticos o quirirgicos para el tratantiento humano o ammal, asi coma los
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DEPRESION Y OTROS TRASTORNOS AFECTIVOS”

PUBLICACION: Gaceta 573 de 28-02-2007, numero de publicacion
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/

JOSE LIS REYES VILLAMIZAR, mayor de edad, identificado como aparece al
pie de mi firma, abogado en ejercicio, titular de la tarjeta profesional nimero 44655
del Conseje Supernor de ta Judicatura, obrando en calidad de apader?&e ta
sociedad LABORATORIO FRANCO-COLOMBIANO LAFRANCOL B.A,

desarrollo de lo dispuesto por les articulos 42 y siguientes de la Decision 488 de
2000 de Ja Comunidad Andina de Waciones, me permio solicitarle, muy

en

respetupsamente, dar curso a ta siguiente

I PETICION

Negar el beneficio patentario a la solicitud contenida en el expediente 05-129-157,
por no cumplir con 10s requisitos de patentabilidad a gue se refieren los articulos
14, 16, 18 v 20 de la Decision 485 de la Comunidad Andina de Nacicnes, con base

Carrera 17 No. 88-23 OF. 205 Tels.: +57 1 655 7795, +57 1 621 2631, Fax: +57 1 621 2542
infoi@reyes-abogados.com - www.reyes-abogados.com - Bogoti, Colembia.



en los fundamentos de hecho y de derecho gque me permito exponer a

continuacian.

Ii. LEGITIMO INTERES /

Asiste a LAFRANCOL S.A., en su calidad de industria farmaceutica, legitimo
interés para presentar esta oposicion, pue?/fa eventual concegion de la solicitud
restringiria injustificadamente el empleoc de ciertas sustancias, derivados y
procesos gue a nuestro juicio carecen de nivel inventivo, en detrimento de sus
legitimos intereses comerciales. De igual manera mi cliente esté interesado, por su
miama condicion de industria farmacéutica, en evitar la concesion de privilegios de
patente que incumplan los requisitos materiales de patentabilidad establecidos en

las normas vigentes, y gue supongan un riesgo para la libre competencia.

Il. FUNDAMENTOS DE LA OPOSICION

3.1. Un método para el tratamiento de la depresién, gue comprende administrar a
un individuo que lo necesita, una cantidad farmacéuticamente aceptable de
gaboxadol en forma de una sal de adicion de dcido, o un zwitteridn hidrate o
zwietterion anhidrato, en forma de dosificacion oral ¥y gue puede estar en
gombinacién con un inhibidor de la reabsorcion de serotonina (SRI) como
citalopram, escitalopram, fluoxetina, serralina, paroxetina, venlafaxina,
duloxetina, dapoxetina, entre otros o sus sales, ademas de ser como un
método terapéutico de prohibide patentamiento a la luz de las normas™
andinas, carece al menos de nivel inventivo, por obra del conocimiento previo

de todos los constituyentes gue se administran en diche método.

En efecto, el solicitante en la memoria descriptiva de la solicitud colombiana
en tramite, admite que el gaboxadol es conocide y que se describe en
documentos como la EP 0000338 B1 y EP 0840601, por su parte los
inhibidores de la reabsorcion de serotonina SRI y algunas combinaciones q}s/
los contienen, también han sido revelados en documentos como la sclicitud
internacional WQ 01/41786 A1 (14-07-2001), anteriores a la fecha de

publicacion de |a solicitud colombiana en tramite.

i
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3.2. Por su parte, la patente eurapea EF 1 254 868 A2 publicada o § de
noviembre de 2002 y titulada “COMBINATION OF A SEROQTONIN
REUPTAKE INHIBITOR AND A GABA-A ALPHA 2/3 AGONIST FOR USE
IN ANXIETY AND DEPRESSION”, revela un méfodo para tratar la depresion
o la_ansiedad en un mamifero, incluido el humane, caracterizado por la
adrministracion de un agonista GABA A alfa 2/3 con un SRI, en cantidades
adecuadas gue permiten fratar la ansiedad o Ja depresién con una eficacia

aumentada.

Adicionalmente, en la pagina 3 de este documento se describe:

[0016] The compositions of ihe present invention are especially uselul for the treaimeni of depressign, especially
refrattony SRTISRSION O aiviety where The USe of an aridepressant ar anxiolytic agent, respectively. is generaliy pre-
seribed, By the use of a combination of 3 GABA-A alpha 213 agonist and an SRI antidepressant agent in accordance
with the: presenl inverion, 1tis possible I treal depression, especially refraciosy depression, and’or anxisty in patienls
for whom genventional anidepiessant of antianiety therapy might ot be wholy suctesshul o where & tasier pnset
af actign is neeced.

Supone o expuesto que la solicitud en tramite busca resclver el mismo
problema téonico que ya habia atendide 1a patente en cuestion- equivalente a
la solicitud internacional WO G4/112786 A2-, al puntc de describirse en la
pagina 4 al final del parrafo lo siguiente:

In addition, gaboxade! may be used to augment and provide faster onset of (he therapeutic
effect of serolonin reuptake inhibitors, in particular citalopram and escitalopram.,

It has now surprisingly beer found that gaboxadol may be used to augment and provide

{agter onset of the Fherapeutic effect of serotonin reuptake inhibitors.

In one aspect, the invention relates to use of paboxadol for the preparation of 2
pharmacentical composition to be used in combination with a serotonin reuptake inlitbitor or

3wy uther compound, which vauses an elevation in the level of extrace/lular serotenin,

Es evidente, por lo expuesto, gue tanto la anterioridad mencionada como la
soicitud en wamite buscan proporcionar una formulacion farmacéutica que
comprenda un agonista de GABA-A alfa 212 y un inhibidor de la recaptacion

de serotenina (SR}, que permite un inicio mas rapido del efecta terapéutico.




Fara compiementar lo anterior, es impartante resaltar que la patente europea
entre los compuestos refgrenciadeos como agonistas de GABA-A alfa 2/3
incluye a gaboxadol, ganaxclone, fengabine, entre otros y que son
cembinados con compuestos SRI gue si bien es clerto no son los mismos de la
solicitud colombiana en tramite, no lo es menos el hecho gue en ambos

documentos se hace referencia a la combinacién de Gaboxadol y un SRI.

Es claro entonces, que la solicitud colombiana en tramite y en consecuencia la
combinacion alii revelada, carece por complete de nivel inventivo dadas las
evidentes similitudes encontradas con la formulacion propuesta en la EP 1 254
668 A2,

En lo que respecta a las dosis de gaboxadol reveladas en las reivindicaciones
4,12, 28, 27, 42 y 43 de [a solicitud colombiana en tramite ¥ que corresponden
a una cantidad que varia desde 2.5 hasta 20mg, tal como 5 hasta 15mg de
gaboxadol por dia; o gue comprende gaboxadcl en una cantidad gue varia
desdea aproximadameante 0.1 hasta aproximadamente 2.5mg, carecen tantc de
novedad como de nivel inventivo puesto que la solicitud europea tantas veces

mencionada en su reivindicacion & sedala:

9. Apharmaceulical composition according to any ene of claims 5-8 wherein the amount of Ine SRI antidepressant,
or pharmaceutisally accentable salt thereof. in caid composition is om about 0.5 Mg to about 1500 mg and the
amount of the GABA-A aipha 23 agonist o pharmaceutically acceptable salt thereaf is from aGout 0.1 mg 1o about

500 mg.

3.3. En adicion a lo descrito anteriormente, &s importante resaltar lo revelado en la
solicitud internacional WO (01/41768 A1 pubilicada el 14 de junio de 2001 de
titulo: “THE COMBINATION OF SEROTONIN REUPTAKE INHIBITOR AND
IRINDALONE”, pues en este documento tambieén se busca obtener una

combinacién de un farmaco como irindalona con un inhibidor de la recaptacion

de la serctonina (SRI) ) seleccionade de citalopram, escitalopram,

fluoxetina, fluvoxamina, sertraling, paroxetina, venlafaxina, dapoxetina,
nefazodona, entre otros, u otro compuesto, el cual provgca una glevacion




en el nivel de sarotonina extracelular, para el tratamiento de la depresion

¥ otros desdrdenes afectivos.

Nuevamente es importante resaltar que se esta frente a la misma finalidad o
solucion que propone la solicitud colombiana en tramite —equivalente a la
solicitud internacional WO 04/112786 A2-, pues ésta describe en la pagina 4,
parte final del parrafo, 1o siguiente:

In addition, gaboxadol may be used to augment and provide faster onset of (he Lherapeutic

cffect of serotonin reuptake jnhibitors, in particular citalopram and escitalopram.

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

fastor onset of the therapsulic effect of serotonin reuptake inhibitors.

In one aspect, the invention relates to use of gaboxadol for the preparation of a
pharmaceutical composition ta be nsed in combination with a serotonin reuptake inhihitor or

3 any other compound, which causes an elevation in the level of exiracellular gerctonin.

Es necesaric concluir, entonces, que tanto |a anterioridad explicada como en la
solicitud en curso buscan proporcionar una formulacién farmacéutica que
comprenda un compuesto bien sea Gaboxadol o Irindalona y un inhibidor de la
recaptacion de serotonina (SRI) gue es capaz de elevar ei nivel de serotonina

extracelular.

En consecuencia, la solicitud en trdmite no esta resolviendo un nuevo problema,
pues se limita a realizar otra combinacion predecible, que al igual que la de la
revelada en |a solicitud internacional mencionada, puede potenciar la accion de los

farmacos.

3.4. La siguiente publicacion cientifica también evidencia el uso de Gavoxadol o
TPI {4,5,6,7-tetrahydroisoxazolo[5,4-¢] pyridin-3-ol) ¥ su posible uso con otros

farmacos, los cuales pueden incrementar la actividad de |as compasiciones:

al



3.5

Pharmacodynamic effects and possible therapeutic uses of THIP, a
specific GABA-agonist’,

THIP (4.5 8.7 Aetrahydroisoxazolol5 4-c|pyridin-3-of} is a potent and specific
GABA receptor agonist which does not influence the GABA uptake system or
GABA metabolizing enzymes. The specificity for the GABA receptor i3 also
demonstrated by lack of action on monoarninergic, cheolinergic, histaminergic or
opiate receptors. Since in recent years GABA receptor stimulants-ammong
others THIP-have become availahle many have speculated as to what clinical
indication GABA-argic stimulation might be an important element. The first
suggestion was that GABA-ergic drugs by an inhibitery effect on the dopamine
neurens would improve the antischizophrenic effect of neuroleptics and improve
tardive dyskinesia. Furthermore, studies on brains of deceased Parkinson and
Huntington's chorea patients have demonstrated a low level of GABA and its
synthesizing enzyme glutamic acid decarboxylase (GAD) in the basal ganglia.
Alsp fn epilepsy and diseases with dementia a deficit in the GABA system has
heen proposed. Thercfare a therapeutic strategy for these diseasss may be
supplementary treatment with drugs which increase GABA receptor activity.
Furthermore, recert resulls in numans have shown that GASBA agonists
pethaps also could be of benefit in mania and depressions. When considering
the neurophysiological elements of nociception and muscle tone it fs also
reasonable to suggest that GABA-ergic stimulation may reduce pain perception

and muscle tone.

Por Qltimo, reitero gue 'a solicitud coiombiana en tramite pretende el
pateptamiento de un método terapéutico {refvindicaciones 1 a 8) y un yso (9
a 35):

En este punto es del caso recordar gue, segun e articulo 51 de la Decision
484, ! alcance de Ya profection conferida por la patente esta determinado
“por ¢ tenor de ias reivindicaciongs” La clara e inequivoca redaccion
transcrita demuestra, sin mas, que la proteccion solicitada en las
reivindicaciones 1 a 8 versa Unica y aexclusivameite en e método oe
trafarmiento en cuestion, sin gque sea dado reaiizar interpretaciones diversas

sobre &l alcance pretendido. Una simple lectura de dichas reivindicaciones

' Chitstensen AV, Svendsen D; Krogsgaard-Larsen P. Pharmacodynamic effects and possible
therapeutic uses of TP, a specifc GABA agonist. Phormateutisch Weekblad, Sclenbfic Edition
[Pharm Weekhl Sci] 1982 Oct 22; Vol 4 {5}, pp 145-153.

qL



demuestra gue el objeto de la solicitud es un méiodo terapéutico para el
tratamiento humano o animal, excluido expresamente de |a posibilidad de
abtener patente segun el articulo 20 (d) de la Decisldn 488,

Lo expuasio supone que 1as renvindicaciones mencionadas son inaceptabies
a ia luz del ordenamiento subregional anding, por la clara @ inequivoca
pretensidon de cbtener exclusiva sobre un metodo de tfratamienio, cuyo

patentamiento estd expresamente prohibido por la norma citada.

Tambien sob inaceptables las rewindicaciones © a 35, dirigidas al "uso” de
una composicidn, pues esia categoria no gsta incluida en el conceplo de
"Productos o Procedimientos” que establece el articulo 14 de la Decision 486
de 2000. Lo anterior, adamas, en consonancia con (3 reiterada interpretacian
de la SIC sobre este punto.

En consecuencia, me permito reiterar que adn si los usos o0 métodos
terapéuticos fueran permitidos en nuestro medio, éstos deberian cumplir
necesariamente con 108 regquisitos materales de patentabilidad, novedad,

nivel Inventivo y Aplicacién industrial.

Aunaue a la ausencla de ios dos primeros nos hemos referido ya, cabe
deste ahora anotar que el Otimo resulta de imposibie cumplimiento, en tanto

la reproduccion industrial del uso separado, combinado o secuencial de

medicamantos para tratar ciertas patologias es del resorte de la profesion

medica y no de las actividades industriales,

De igual manera es importante resaltar 2n este punto de la solicitud que, si la
novedad y el nivel inventivo estan dadoes por la combinacion de dos grupos
de principios activos en una formulacién farmacéutica, y a su administraciaon
como parte de un método terapéutico, no hace falta ser un experto en la
materia para saber que el efecto singrgico pretendide estd dado por et efeclo

combinade de los principios activos, onentado at iogro de un resuitado maycrr_]

al que produciria la suma del efecto de cada uno de ellos individualmente

considerado.



En farmacologia v en la industria farmacéutica son muy comunes vy
conocidas las combinaciones de varios farmacoes, y para ellp exisien
multiples ejemplos que no viene al caso mencionar, debide a su amplia
divulgacion y uso, La combinacion de un compuesto como el descrito en la
solicitud colombiana con otro tipo de agente como los mencionadaos en
dichas reivindicaciones tlene la misma finalidad que en lo expuesto
anteniormente, esto s, hacer que el efecto en el tratamiento de la depresion
y @ ansiedad, sea mayor que aguel que se oblendrnia mediante la
administracion individual de los componentes. Para el caso en cuestion no
sclo son conocidos tales componentes, sino que es absolutamente
predecible la posibilidad de su combinacion y (a obtencion del efecto
sinérgico pretendido.

El despache deberia considerar, ademas del conocimiento individual de los
componentas de la combinacibn farmacéutica pretendida, ia predecibiidad
del pretendido efecto sinérgico entre ambas sustancias por obra de la
compatibilidad y complementariedad de sus mecanismos de accion y de
Iratamiento de los sintomas o diversas manifestaciones para Jna patologia
determinada, razdn por la cual la caracterizacién que nos ocupa carece de

nivel inverttivo,

Asi tas cosas, ¥ con fundamento en los argumentos expuestos a lo largo de
presente escrito, respetupsamente reitero ia solicitud para que su despacho se
abstenga de conceder el privilegio de patente solicitado, y ordene en

consecuencta el archivo del expediente respectivo.

V. FUNDAMENTOS DE DERECHO

Sor fundamentes de derecho el Capituio 1, articuios 14, 16, 18 vy 20-d {Requisitos
de Patentabilidad) y el articulo 42 (Opuosiciones) de [a Deacision 486 de 2000.

V. SOLICITUD DE PLAZO EXTRA PARA SUSTENTAR LA OPOSICION

En desarrolle de lo dispuesto por el articulo 42, inciso 2° de la Decisidn 486,
solicito comedidamente a su Despacho el plazo adicional de sesenta dias para



sustentar la presenie oposicion. Para los anteriores efectos, me permito anexar la

constancia de pago correspondienie,

Vi

PRUEBAS

Rusgo que se tengan como tales, sin perjuicio de que el Despacho considere

oficiosamente, en paricular de las ailegadas por el suscrito a los expedientes

mencionados én este escrito, las siguientes:

6.1.

6.2,

6.3,

VIl.

La patente europea EP 1 254 668 A2 publicada el 6 de noviembre de 2002
y ltitulada "COMBINATION OF A SEROTONIN REUPTAKE INHIBITOR
AND A GABA-A ALPHA 2/3 AGONIST FOR USE IN ANXIETY AND
DEPRESSION" pag 2, 3, 9 y capitulo reivindicatorio.

La solicitud internacional WO 01/41766 A1 publicada el 14 de junio de
2001, de ftitule: “THE COMBINATION OF SEROTONIN REUPTAKE
INHIBITOR AND IRINDALONE", pag 2-4, 8 y capitulo reivindicatorio.

Publicacién  Christensen AV, Svendsen O; Krogsgaard-Larsen P.
Pharmacodynamic effects and possible therapeutic uses of THPI, a specifc
GABA-agonist. Pharmaceutisch Weekblad. Scientific Edition [Fharm Weekbl
Sci] 1982 Oct 22; Vol 4 (5),Abstract.

ANEXOS

Para efectos del tramite correspondiente, me permito anexar al presente escritc

los siguientes anexos

A

Cernificado de existencia y representacién legal de Lafrancol S.A.

Poder para actuar.

Constancia de pago de [as tasas de tramitacidn de oposicion.

Constancia de pago para sustentar la solicitud de prérroga a que se refiere el
articulo 42, inciso 2° de la Decision 486.

Copia para correr trasiado al solicitante.

Los mencionados en el acapite de pruebas.

é’:?
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VIi. NOTIFICACIONES

El suscrito recibira notificaciones en la secretaria de su Despacho ¢ en mi oficina
localizada en la Carrera 17 No. 88-23, Oficina 205, Fax (1) 621.2542 de esta
ciudad. Lafrancol S A las recibird en sus oficinas localizadas en 'a Cantera 1 W
46-84 de Cali,

Sefior Superinten(deﬂré,'/

JOSE LIS REYES VILLAMIZAR
C.C. 79'152.473 de Usaquén
T.P.A. 44855 de C.5.J.




EP 1 254 668 A2

I o
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b Of|ce surapben des brevets {11) EF‘ 1 254 668 A2
(121 EURQPEAN FPATENT APPLICATION
47 Drate o potbication {511 mt 17 AB1K 45/06, AG1P 25/22,
0%.11.2002 Bulletin 2002/45 AB1P 28124

(27 Anphicaten munher 32252683.4

{Z2) Date of filng: 16,04.2002

(B4} Designated Contracting States: {72} Invanior: Howard, Harry Raiph, Jr.,
ATBECHCYDEPKESFIFRGEGRIEITLILY Pfizer Global Resaarch
WO HL PTSETR Groton, Connecticut 08340 (US)
Crezignated Extension States)
AL LT LV MK RO 81 {74} Reprosentative: Stuart, Peter Graham ot al
DK Patent Degpartment,
(303 Priority; M.05.2001 US 28TEM P Plizer Limited,
Ramsgate Road
LF1) dpmhcant. Plizer Products We. Sanddwich, Kant TT13 34 (GB)
Graton, Connactlcut 06340 [US)

24y Combination of a serdtonin reuplake Wnhibitor and a GABA-A alpha 273 agonist for use In
anxiety and dapression

iH#1 The present invention relatas to a method of to pharmaceutical compositions gontaining A pharma-
trésling) depressian or anxiety in a mammal, Including a ceutically atcaptable catrier, o GABA-A alpha 2/3 ago-
hurian, by administering to tha mammal a GABA-A al- nlst, and an SRI antidepressant agant,

a2 annast in CcomEination with an SR anlidepres-
sAnl agent with improvament in efficacy. It also ralates

Crintad Ly Jota, 75005 PAHYE [FH!
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EP 1 254 68 A2
Description
Barkground Cf Tha Invention

0061)  Tre prasent invenuon relates to a mathod of Ireafing anxisty and deprassion with improved efficacy in a
rasrenal, insluding & human, by administaring to the mammal 3 GABA-A& alpha 2/3 agomist in combanation with a
saratonin reuptake inhiciter (SR UL also rlates te pharmaceutical composilions conjalning a pharmaceutically a¢-
uEftakia camier, A GABA-A alpha 203 agonist and g serotonin reuptaka inhibitor (SR}

[6102]  Major depression is chatacterized by faehfgs of inlense sadnags and despalr, mental slowing and loss of
congeantration, pessimistic womy. agitation, and self-deprecation. Physical changes also oocul, especially i severe ar
"melancholic” depresson. These indudse insamkla of hypgrsomnia, anoraxia ahd weight loss (or somelimes overaal-
ing], decreased energy and liklde, and disrupticn of nommal circadian rhythms of achvity, Body tamparatura, and many
enfocina funcions,

[0a031 Sarotonin Selective Reuptaks Inhibifors (55RMs) curms nlly provide effleacy in the Irsalmant of major deprassive
disardar (MDD} and ara genarally perceived by psyehiatists and primary care physicians as effeclive, wall-tolaraled
ANy eakily admiristersd, Howaver, they are ssseciated with bhdesirgble festuras, such as high Intidence of sexual
eysfunstion, delayed anget of action and a level of non-ragponsivengss estimated {o be as high as 30% (ses M. L
Gillin, Joumal of Clinicel Psychiatry, 1994, 55, 408-413 and B. T. Segraves, Jowmal of Clinical Fsychiatry, 1992, 10
L2), 4-100. Brachrical and clinizal evidence nas Indicatad that the sexual dysiungtlon associated with S5R) therapy can
be reduced through the use of seroionin reuptake inhlbltars [SRI) and dopamine reuptake inhibitors (DRIs) such a5
bupropicr (ses AL K. Ashion, Joumal of Slinical Psychiatry, 1998, 58{3). 112-115). Furtharmete, the combmation of
J50 ot TYRI may nasten tne onsst ot action a5 watl as offering refief to refractony patiants, possibly through a synergistic
mechamsm (sea B 0. Marshall gt al, Jepnal of Pgychapharmacology, 1995, #03), 254.286) and prove beanalicial in
the lreatment of substance abuse and attertion deficit hyperactivity disorder (ADHD) according to Barickman e af,
Aurartiat of ing Ametican Acaterny of Thild and Adolescant Peychalogy. 1995, 54{5), 649 and Shekim af al, Joumal of
Hervous and Mental Disease, 1989, 177(5), 298,

ey 8 The irveraon

{6004} The prasent wintion relates io a pharmaceutical compogition for the trealment of depression ahd anxiety
SRR (B B LOMmpoati thad eNDis activity as &8 Serctonin Reuptake Inhititor, o a pharmaceulically acceplable
saill thereof (b) 8 GABA-A alpha 23 agonist or pharmaceutically acceptable sall thereof; and (¢} a phamaceutically
accaptable carder; whergie: the active agants "a" and “b" abowe arg presant in gmounts that render the composition
RHECiag in aakng, respectively ardaly o depTession TelraeieTy 10 e siment with tradiiered antdepressam therapas
alone,

[A8G5]  This invention alsc retates to a methad of freating depression or anxiety in a mammal, comprising admiRis-
bear g b 2313 oaattrnal, respectivaly, an ansieiytic or antdenressant eff prive amount of a pTharmeseutins compusiten
LOMPREMG (A) A Serotonin Reuptake Inhibitor (SRI1Y compound that gxhibits activity a3 an antidgpressant, or & phar-
maconbcolly acceptable salt thareof: () a GABA-A alpha 213 agonist af phamnasaulically acoeptable salt thereof, and
i) noprarmacsutically acnentahls carrier wharein the active spents 'a” Bnd B abOVe BRR PrEsEnt In armoanas hEt
ender the enmposition effective in traating. respectively, anxiety or tepressicn with improvamsnl in Ihe efficacy
acheved hy sither component indivicd sl

(00G6]  Ths irvention alse relates i a method of weallng anxighy o depreseion ina mamenal, corpiizing Bdeinks
tanig tr Said mamman [4) 3 Sergtonin Reuptake |mhibitor {SRI) compoond that exhiblts activity as, respactivaly ah
anfideprossant. of a pharmaceutically acceptable sall thereof: and (b a GABA-A alpha 203 agonist or pharmaceutically
atvepinhie salt thereof: wherein the active agents "a" st "h" abnve are nragenk in amounts hat rendar tha combinatioh
of Ima tv0 agents effective n traating, respactvely, anxiety of depression with improvement in ha aficacy achievad
Iy @ilther companent individualy in e Irsatment of anxiety, depragsion, aspecially rafractary depressian,

0007 itwill be appracialed that whan psing a combination mathod of lhe prasent neenkian, cafarad bz inradlabey
above, polk ine GABA-A alpha 23 agonist and the SR1 antideprassant will be administerad to a patiant withis 2 raa-
sohable petiod of time  The ompoUunds may ba in the S2mae pharmageuticafly acteptebls carmsr and therefora admin-
satered sirdltangously. They may be in separate phamaceatical carriers such as convanlional oral dasage farme that
are takan simultdneously. Tha term comblealion, as rsed above, also refers to the casa where the ¢ompounds are
prowidal v sepatale dosage forms and are adminisliared saquanlially. Tharafore, by way of exarmpla, the SR antide-
pressant sgent may be adniristered as a tablet and then, within a reasanabls period of ima, the GABA-A alphe 213
ayerist may be administered either as an oral dosage form such as a tablet or 4 fast-gdissolving oral desage form. By
a “fast dissalving oral formulation’ is meant, an gral delivary form which when placed on the tongue of a patient,
rEsahear within about seconds.
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[O008]  The compositions of the present invention that sontain & SABA-A alpha 213 agonist and an SR1 antidepressani
are: useful for e treatment of anxlely and deprazsion, espaslally refractory depression. As usad herein, the term
rapression” includes depressive disarders. for exampla, single episedlc or recurrant major depressive disorders, and
dyzthyrnic disorders, depressive neurosis, and neurotic depression: malancholic deprags o [peidding anate i, weaight
I imaamnia and early meming waking. and psychomotor retardation; alypical dapression {or reacive deprassion)
neliclic g ihereasad appetite, hypercomnia, psychomotor agitatien or Imtability, aniety and phobias, seasonal affeclive
fhaneder, or bipofar disorders or mante depression, for exampla, bipolar | deorder, bipolar || disorder, cyclothymic dis-
frter ant ehaessive- compulsive disorder (CD).

{0D0%]  Cther mood disorders ancompassad within the temm "depression” includa dysthwmic disorder with early or
T naaet and with or withnut alypical faaturas; dermentia of the alzheimer's lype, with early or tate onset, wilth depressad
o vascular damentia with depressaed meod, disorders induced by alcohol, amphetamines, cocaine, hallucinogens,
infizlants, opigids. prencycligine, sedatves, hypnotics, ansiclyties and other substances; schizoaffeclive disorder of
the depressed type) and acjustment disorder with depressad maod,

t0016]  The composiions of the pragant invention that contain a GABA-A alpha 2/% agenlst and an SR1ate Leeful for
the quick-miset reatment of anxiety. As used herain, the term anxiaty” includes anxiaty disomers, sugh as panic
diserdar with or without ageraphabia, agoraphohia without history of panic disorder, specific phobiss, for example,
spedific amimal phebias, social phobias, cbsagsive-compulsive disorder, strese dizordars ngluchng post-traumatic
stross digorder ard Athe Stess dioorder, ant fenstilizen arely AisrOers,

(0011} "Generalized anxiety” is typically dalinad as an extendad pericd (8.q. atlaast slx months) of excasslve andlely
of wWarry with symptoms on most days of that period. The anxiety and wormyis difficult Io control and may be accompanled
iy restiessness, heing easily fatigued. difleulty concentraling, irilability, musels tension, and disturbed sleep.

[0042]  "Parac disorder” is definad as the presenca of raguirant panic attacks followed by al least ane month of per-
sittent concarm about having another panic attack, A “panic attack” is a discrete pericd in which there is a suddan
srset ol intanse apprehension, larfulhess o terror. DuAng a pars Attack, the individual may expariance a variety of
syrptorng including pelpitatlions, swaating, frembling, shorthess of breath, ches! pain, nausea amnd dizziness. Fanic
L rdsT May coour with or without aoamankshla,

(0013 “Phoheas includes agoraphobia, specific phebias and social phobias. "Agoraphobia” is characterizad by an
angety shoul being 1IN places or stluations [iom which sscape might e dffleull of embarrassing or inwhich help may
nol e avaiabla in he event af a panic attack. Agoraphabia may coour wilhout history of a panic allack. A "specific
phehia’ is charactedized by clinicarly significant anxiety provoked by feared object or siluation. 3pecific phebias include
Hha inllowing subtypes: animal typa, cugd by animals orinsects: natural snviranment type, cuad by objgetsin the natural
arvcranment, fos example storms. heighte o water; Hlood-injaction-injury Iype, cusd by tha slghl of Blaad ar an mjuny
or by serifg or receiing an iyectlan or oiher invasive medical procedure; siuational type, coad by a spacific situaticn
=reh as publdic ranspertaton, tunnals, bridges. elevators, fylvg, drivirg or enclosed spaces; and other type where fear
i e by cther stimuli. Spacific phobias may also be refarrad 1o as simple phobias. A "social phobia” is characterized
iy clinically slonsficant anxiaty provoked by exposura to ¢artaln types of social or performance circumstances. Social
probia may also be referrad to 85 social antiety dlsordar,

100F4]  Oinar anxigty disorders encompassed within the term "anyiety” Itclude anxlaty disorders induced by alcohal,
ampretamines, caffeing. cannabis, cotaine, hallucinogens, inhalants, phencyldine, sedatives. hypnotics, anxiclytics
artid ciher aubstances, and adjiustmant dlserders with anxdaty of with thixed anxlety and deprassion,

[O01E5]  Arxiety may be presenl with or without aothar disorders such a5 depression in mixed anxiety and depressive
gizaiders. The compasifions of the present invention are therelare useful in the guick-onset reatment of anxdaty with
o eTE STCTTIEET NG DErEESIoNn,

iI@18]  The compositions of the prasgnt Invention are especially useful far the iralment of daprasslon, espocially
refractory [ rpression of anxiely where the usa of an anlideprassant or anxiolylic agent, respactively, is ganerally pra-
actipel. By the use of 8 combinalion of 3 GABA-A alpha 203 agonist and an SR anfidepraszant agent in accordanca
"iin the mrasent inventon, itis possible to treat depreszlon, especially refractory depression, andfor anxiety in patients
fra wim convertional anddepressant or antianxiety therapy might not ba wholly successful or where a faste_r onset
cf 2otz needed. - .

..l.dﬂwi_""'l'he term “treatrentl”. as used herein, refars 10 reversing, alleviating, inhibiting the prograss of, or prevenling

whe fisnser or candiiicn [ wiich such tarm, apnlies, or gng of more sytetome of such comdifon of disorder. Tha teem
“weslrent” az usad Mersin, refers to tha aet of treating, as "reating” is defined immadiately abcve.

[W91E]  Examples of Serotonin Reuptake inhibltars {SK1) that may be used in the mathods and pharmaceutical com-
pozatiors of tg inwgntion are compounds of the fomuala
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i#-1 3.4 Dichtomphencsy b 5« Samathyl-[ 1, 2, 3]l adiazol-3-y| -benzyl]-mathylamina;
203, d Dichfooaphancy -5 2 4-dimathyloxa zol-5 4 -benzyl -methylamine;

4 03 AT hlorophenoy - 5-[ 2 4-dim ethilihiazol-5-ylk-banzyl |-methylamine,

214 4-Jichlorophencdy - 5-[1,2 4 trig zol-1-yIba nZzyl]-rethylamiee;

=03 A dchlnronbe ey v B B et 1, 2 Alazol- | l-penzel-metesaming,
T-id-Uhlorophenany ) 503 3-dmedhyl-[ 1,2, 4] tiazob 1-u)-benzyl]-meliylamine;
JE--Chlerophenney’-5-tetrarol-1.yibenzyl|-methyl amine;

U2 Chlorophasoey -5 (B-methyltetrazol-1-y)-benzyl | -dimeathylaming;

| #-[4-Crinraphenroxys5-[1.2, 4] triazed-4 -yl banzyl]-dimeathylarmins;

[ -{d-Crigrophenoey }-5.[1-mathyl- 1 H-tetrazol-5yl banzyl}-dirmethylamine; and
{1213 4-Diehlarophenos y)-5-{ 1-metyl- TH-tetrazol-5-y1 - phanp]-ethy )-dimathylamine.

[0pd3]  Suitabrle classes of 2 GABA-A alpha 213 agonist that may be used in lhe compositions and methods of this
inverMion inclode the follnwing compounds:

panadol [4.5 6 F-trirabydroisokazolo)S,4-cipyridln-3-ol);

Faqauclene o hpdroy -1 mathyl-Sa-pregnan-20-one);

tergatre (2-|(bntyliming)-{ 2 -chicrophetyl imathyl]-4-chlorophaneol);

A fd-methoxy eyl -k 8 6.7 8 8-haxahyd ra-pyrazolofd, 3-clcinnolin-3-one;

7 -rypetan Lty Ge( 2 rmethyl -2- 1, 2 4triazol-3-yimethoxy)-3-pheng-1 2 4-Idazckol4, 3-B] pyridazine;

i -luora-A-methyipheny ] N[ 1-]{2-mathyiphenyimathyi]-banzimidazal-2-yimathy -M-panbylcarbaxamide; and
A-iaminom et w!i-G-methy lhexancic acil,

eialed Description Of The enffon

(23] The ‘clliowing :eferences rafer fo novel Blary! sther dervalives useful 85 monoamine reuptake inhibitors that
rtulnt aniivey 38 5 Seroteor: Heuptake Inhibitor and that can be ussd, in combination with 2 GAB#&-A alpha 213 agonist
n ihe pharmareutical compesidions and methods of this invantion, and to metheds of prepating the same. PCT appli-
wation e RCVABCOESi373 Filed Sept 27, 2000 and PCT application Ne, PCTAB0N00S flled Feb 2. 3000, Unilsad
Stales Patent Mo 4 1B A0 issued April 15, 1997, refers bo phenylthicaralkylamines and 2-phenylihiocbenzylarmines
whine are aotive a8 anbipsthythmics.
[0D45] w1 8THITE25, Intersational Publication Date May 18, 1987, refers lo derivatives of M,N-dimethyl-2-{arylihio}
henzylamine whech salactively lnfluence sarotonin transport in the ceniral nervous syslem and are uséful a5 antide-
ur=EsAnts.
[0046]  Unibsd Sravza Patent § 190955, izawed Marsh 2, 10063 and United Slates Patenl 5430 087, issuerd July 4
1985, 1ater b phenoxypaeny derivatives wiich have whilty 1In the Irsatmenl of deprassion,
(9471 Urited States Patent 4 161,629, jasued July 17, 1979, refars 1o pyrroliding darivatives that possess antic-
henaskaraic 403 Syooipemic activity,
[adsr  Jnited Stales Provisional Application Mo, 80121313, filed February 23, 1988, refers to biary| ethers that have
achv by e pribiting rouptike of both serotonin and depaming, The foragoing patents and patent apphealons are in-
sofputate:r narein by seleransa in their entirety.
[@048F  “he 5RI andidepressants of tha fermula | can be prepared as described in the foliowing patent application.
wilich 5 reterred e above and incorporated harein by referance in its entirety; PCT applicaton NO. PCTIBONO1EFE
Fiec! Saptomben 27 2000, 521 antidepressants of Formula || can ba prepared as described in the following patent
apgeag, whicn is sefermen 4o abnye and incomoratad hareln by raferance o lts antlmty: PCT application No. PCTY
Eean o 08 Fled Fetntary @ 2000

AL The GADRA-A aipha 254 agonists that can be uged, together with an SRI antldeprassant agent [n the pharma-
vEratual corgasitiong and mothnds of this jrvention are those compounds and pharmacautically acceptable salls de-
sunbed i tor fallosang references:

M gdtwsracal 03 B Faerahydioispazolol5.4-glpyridin-3-ol) claimed in JP-54 036280 issusd (3-16-T9) and LIS

TOMRETR Rl (T 18 AT

GnAaxn.oat Ckeetn sy 3 i-methyl-Se-pregnan-20-one) elaimed In DE-2, 162555 issued {6-22-F1)and LUS-
R A el (2706,

sengaaing {e - [[buivemngi-{2-chiorophenylimalhy]-4-chigeophensl | claimed in FR-2,475, 543 iss0ea (8-14-81) and
L S T e E AR T B Rt S K R

2epseismboy pie iyl 25 6,7, B.8-hexahyd ro- pyrazolo4, 3-clcinnolin-3-one claimed in YW0-99/00331 publishe
C1TAON e VI5-, B0 sd0issued (4-12-00):
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1007 Vihen administersd in combingtion, eithar as a siogla o 48 eoparate pharmacaliitsh composiors), A
LAl A aleha 200 agonsst andt a SR] anfidepressant agent, arg presented in a ratio which is congmstent wilh the man-
daslenen of the zearad effsct In particular, the ratio by weight of tha GABA-4 alpha 23 agonist and the SRlantide-
P BTl T wil Sunbatily e belween (U001 to 1 and 10040 to 1, and espaclally betwaen 0.01 o § and 100 o 1.
[MO78T  Ax used hersn s term “mammal” includes animals of economle impoRance such as havine, ovine, and
ol ele arinas, ssnsraly ose hat produce meal, ez well as domestic anmels (.9 <3t and dogs), 2pons aninis
L Faerses], 2oc gfiteals A hemans, the iatter being prefarraed.

Cirearfctes

1.

A COMbINanen emprsing 3 compound that exhlbits activity, respechivaly, as an SR antitepressant, or 8 phanma-
couticalty accoptadle salt thereof: and a GABA-A alpha 203 agonist or a phamaceUtically acoeptable salt theraof.

£ eombirahon according fo ciem 1, wherain the SR| anligeprassant agant, or pharmacsutically accaptable salf
Eretenh o cebeied e compounds of frermata ), aidd neir poamatevically acoeptaie salte:

3

wiErein phenyl feg 4 200 phaotyl ring B can sach, indspendently, be replated by a haphthyl grovp, and wherein
whan phony pnig A is repiaced by 8 naphthyl groun, the athareal crygen of stuchare L and the Carbon o which
972 and MK are altachad, are attachad 1o adjacent ring sarbon atorns of the naphthyl group and naither of
sAH S0 AT g Garpen atoms IS also adjacent lo @ fused ring carbon algm of salg naphthyl group,;

1ot s, selected ndepandently. from ohe, two and three:

R and 37 are sslected  mdenandantly, foam fiogen (o Oyttt (G ateany), and (TS habiomit, or Rl
arg 17 tagednac with the nitrogen to whreh they are attached, form a four to gight membargd saturated ring
RENEAITRY 202 0 e Neteroatoms, including the nitregen to which R and R2 ara attached, wherein the second
Tetsroatom, whan presant, is sefected from oxygan, nitrogen and sulfur. and wharaln said ring may sptionally
e sussTit dea Al availalle bindleg sitas with from ong (o three substiblents selectsd, ndependeantly, from
Fedtvday A QL2 - alkogl

Bl b oang ssimcted, independanlly, from hydi‘éﬁ% and {C4-C.] alkyl aptranally substituted with from ane
b hresa lianeise ainms, or 9% ang B9, togethar with the catbon t0 which they ara attashed, form a four to aight
weiharl satraled carboeyelic rng, and whereln said rirg may splionally e substituted at available bindrig
aihes Wi 4o Gl to three subsiiluents selacted, indapendantly, from hydroxy and (G- Clalkyt;

T it b oakhiar wet the mittoge™ oewhich F2 s atisthed and the caran © whith R is attacned, farm
s hat Ry e mbared satyrated fing containing one or two hatercatoms, including the nltrogen to which
2 iz adtachad, whersin the second hetersatom, whan prasant, is salacted from oxygen. nitrogen and sulfur,
At i e n Sai g may colionally be substituted at ayailabla hinding siles with from ona lo thrae substitugnts
seieckuy indcrendanty, from tydreky and (C4-Cgratkyl;

fi XA aaet iR seiected, ndependentty. from Yrytrogen, hato (e, chitom, @gﬁrg Brema oriode), {L.-C)
alivy aononglty siEnslitgled with from one 0 three Fuoning atems. (C,-C,Jalkoxy optionally sobstitutad with
o gne o e fuorne Aloms, Syana. nitra, aming, (G4-Cgjalkylaming, di-{C.-C,jalkyllanine, MR¥C=0)
[42,-80 Malayl whoareds R hydrogen or (0-Cglalkyl, and 20,00 ,-Cyjalkyl whersin pis 2ere, one or wh: and
walh e apoeids St (a0 no more than one of NR1R?, CR3RY and RZWCR? can form a ring; and (h) at least
Gree K T Y RS 4 TiGTigen when 11 R and B are botr ydrogen, (i) R and R are selacted, inde-
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pardanly. from hypinges and {C-C,Jalkyl, and (i) fing B is mono- or disubstitited with, respectively, ohg or
farey Higild et
nr & eharmastuticsly aeeeptable salt thereof,

A 4. & vombainanos sooordog b clim 1 whersin the SR antidepregsant agent, or pharmaceutically acceptable salt
theranf "s seierted from compounds of drowla 1, and thelr pharmacaubically accepable salts:

iy
1
20
11
M
whars noohery? ring &« phony! ring B San each, independently, be replaced by a naphthyl group. and whamin
wher: Zharyl Lng A s reptaced by a naphthyl group, the ethersal oxygen of formula W atd the carban o which B3,
it ancl NS2VRE are sttnehed @re afached to adjacenl fing carbon atoms of the naphthyl group and neithar of said
kL aclfacent ving carmon aloms is also adjacent to a fused ring carbon atom of said naphthyl group:

Mo L ATE | sE Goad, independantly, from ong, o and thres,
R et % 608 s coted, independently, from hydrogan, {C-Cyjalkyl, (CxCylalkenyl, and (C,-Cqlalkyng, o
14" and [i Aagarer wilh the nitrogen 1o which they arg altached, form a four to gight membered satudatad
i rirgt Sanlaning ore oF e heteroalams, including the nilregen Lo which BT andé R? are attached, whetsin the
sinel heternalom whan present, is selocted Trom oxygan, nitrogen and sulfor, and wherelh said rfing may
apannaly be sulesinled at available binding sites with from ane to three substituahts selecled, indepetidanty,
Inan hgclioyy and (93-S alkyl)
B i 0% are geizcted. ingependently, from Mydrege amd (Oq-0, ) alkyd apiionally subslituted with from ane
0 te trres ficor ne atees, or B and R, together with tha carbon to which Whey are attachad, form a Teur to sight
memnbered salnratad sarbocyalic ring, and whereit sald ring may optionally be substituted at available binding
aites with ren ek 1o three subsliuents salected, Independently, from hydroxy and {Cy-Cglalkyl;
o 18 and K ingeehiar with the nitrogen to which B2 |s attached and the carbon 1o which R is attachad, form
a four e might nweihered satoraled ring containing ohe of two kateroatoms, including the nitrogen 1o which
47 K7 x alticnhzd wharsin the second Rateroatom, when prézant, is selagled from oxygen, nitrogan and sullur,
Il P 2R 5 g may opticraly be substituted at avallable binding sltes with ffom one lo threa subsliuents
sl indegends -ty fram hydroxy and (C-C-alkyl,
ainch X i3 selcted ndependently. from phanyl, heteroaryl and haterﬁ'gﬂ. and wherain etigh X may be lurther
sulwshtubes by fyed agen. halo, {G =0 4 Jalkyl optionally substit ted with fram one to lhrae fluoriha stoms. {C,-C,)
S0 ey oozl substituted with from ane to three fuoring atoms, cyano, nitro, aming, hydroxy, carbonyt,
0 Mweyiersng, 0O atkylaming, NRICSONC -G alkyl, SONRIRE and SOLC,-Cglalkyl, wharein
seoand B aed naectest, independantly, from hydrogan and [G,-Cglalkyl, and o is zero, ana or bwo,
cach ¥ £ srlectsd nonpendently, from tydrogen, hals, {$,-Cylalkyl optionally subsiiluted with fram one to
e 4 aorive s 0.-C)alkony optinnally subshiluted wilh from one to three fuarne atoms, cyane, mitre,
g5 s, 0, Gy gkpmming di-[(10-Coalkyllaming, MRHC=01C,-Calkyl, SO:MRERE and S04{T4-Cylalkyl.
e e o 3 e senccted, inde pandently, from hydrogen and (G4-Cglalkyl, and pls zera, one of tyo: ahd
ach & semcted ndenendently from hydrogen, halo, (-G, )alkyl optionally subslituted with from one to
Cered Pt Qieeme Dy kAt ey
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Wi pharraoauhosly accaptable salt therac,

& cgnkanainn according e any one of claims 1-3, wheraln the GABA-A alpha 2/3 agonisl, or & phammaceutically

aosratatlE herect s Swlected frorms

gaEago 4 08 Taegahyd misoxazolo|S4-c)pyridn-3-ol);

Hanarolong (G- Medroxy- A-methyl Su-pragnan-20-Gne ),

ferngnbiing (2 4ty fninn )l 2-chlarophenyTimathyt]-4-chiorophanol},

FArngtony ey i-2,5 6. 7.8 Q-nexahydre-pyrazolold, 3-cloinnalin-2-ong;

fazining i penyi-2t-1.2 d-triazol-3-yimethexy s 3-phand-1,2 4-Wiazokld 3-pjpyridazing,

P e eyl e ng U MU [C2-methdphenylimethy ] -benzim idazol- 2-wifmedhy - N-pentyicarboxaitiide,
drud

Seamippmenby-oresnyihenanoic ackl,

A pharriacsutioai aeraastion for the ireatment af anxiaty OF Jeprassicn in a MAaMTIE, comimising. (318 oot Pound

et el s acivily raspuctively. as an SRI anngepressant, or a pharmaceutically acceptable salt thareof, (b} a
CARS-A mipihe 204 afarist of pharmaceutically accaptable sall thersof, and {¢) 8 pharmaceulcaily acceftable
sarrie wessn n e Acoce agents "a” and "B above are prasantin amodynts thal render the com position ffgctive
i Teang renpeshesiy sroiety of deprassion with increased gfficacy:

Eopieivieates! corposiion arcording W ¢laim 5, wherein the SRI antidepressant agent ¢ pharrnaceuticaliy
senpptabla sall e s sekcbad fiom carmpounds of the formuta |, and their pharmaceutically acceptable salts:

WRETS O] g A gen phe iy ring B can each, independently, be replaced by & naphthyl group, and wherein

Lher LA e

IE"

RERS

Son repdaced by a naphthy] group, the etharaal oxygen of struciure | and the carben 1o which
W are ullached ars attached 1o adjacent ving carbon atoms of the naphthyi group and neithar of
s atoms g also adjatent toa fused ring carbon atom of 3aid naphtty! groog

R TV H

A
Aand s e sEred, ndependenty, o one, two and thrae,
ST S ate e et INORGERGENHY, Tom hydrogan (G,-C g Jalkyl, {Cy-Caialkenyl, and {C4-Cylalkyryl. or R
ang me -.-_q-.*.tl @7 itk the ilragen to which they ang gitached, form a four ko sight memiberad saturated rng
w17 g one L e heteroatoms. including the nitrogen to which R1 and R? atg attached, whergln the Second
Fezle s nm. wne posent. is selected from neygen, Ritrmgen and sufur, and wharein said fing may oplionally
avalakle inding sitAs with frem one ke Whres substituants salected, indapandenily, from
v Elbel!
~s Al - A R TR independenty. from hydrogen and (C4-C,) alkyl optionally substitutad with from ore
e e iGN dinen s, of B2 and B togathar with né carbon B which Iney are altachad, fomm & four to&ighl
LECtlaer sl vl s cd carbooyeic ring. and wherein said ring may oplicnally be substituted at availatle binding
St i e s o e SUBSTUERtS sefecied, indepedently; figm rydesxy and [Op-Cgialkyl
Al RS togethier with the nitrogen o which B2 ig attachad and the carbon to which R? is attached, form
At b Lot ikeroaned saturated ring containing one or hwe fatarealems. neluding the pitecgan to which
A7 e g, Sheesin the sacond heterastom, when presenl, is sslacled from axygen, niroger: and sulfur,
it 2 A g may cpliovialy b substitubed 31 gvallable binging sites witn Iroen one U thrae substityants
b, rntenn ety Trom hydrosy and {C,-Cglalkyl;
S sl v e salected, inde pandently, from hydragen, hale {ie., chloro, fuera, brofmo orioda), (04-C,)

17 Ry 'I,i:u'r'-'

.J_ﬁ'l HRlall |
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ailo cafivialiy sonsbluted with from one 1o threa fluorine atoms, [C,-0,)alkoxy optionally sibstituled with
e e e theee tuarine atemsa, oyano, nitro, aming, {G-C,)alkylaming, di-[[ G- Gy dalkyllaming, NRSC=0)
O eyt i n R Ipdiogen o {CL-Cghalkyl, and SO{C.-Uglalkyl wherain g is zero, one or ko, and
ity Al ot gt (a i more than ane of NRIRZ, CRYA and R2NCRY can form a ring: and (b} &t least
i thary ~pelrogen when (i H? and R* are both hydregen, {il} R and B2 are zalacted, inde-
spehicagin dnd (5. -5, 1alkyl, and i) ring B is monc- o disubsttuted with, respectivaly, one or

sl .ar“m*'ﬁl.!iica W accepltable salt 1haraost.

A b ear gt ool someosition accoerding to claim §, whenein the SR1 anlideprassant agent or pharmaceuticaly
LT F RV TR
Acuvensho sk

< 1 elpeten rom compounds of the formula 1L as defined balow, and their pharmaceutically

R plwl wleuy foane phenyl ring B can each, indepandently. be replaced by a naphthyl group, and whersin
i 2 it s ed By & raphthyl group, Ihe sthereat oaygen of formula || and tha carbon to which RE
ulust, are attached to adjacent ing carbon atoms of Ihe naphthyl group and neither of said

T T e

pelianent c g s dlenics isalsg adjacet o a fused Hng carbon alom of said naphibyl group:

oy v R ke et ntenendantly, from ona, bwo and thras;

1" sl 30 arg woecad | indepandentty, from hydrogen, (G-, alkyl, (G40 )alkanyl, and (Ca-Cyatkymyl, or
P L et wtn the nitrogan e which they ara attachad, form a four to eight mambersd saturated
e, SoR ke NG CRR o two Rintataatom s, including tha nitregen to which R and RZ are attachsd, wharein the
vecn d reerdan T when prasent, is satagted from oxygen, nilrogan and sulfur, and whereln said fing may
ot e, wf sbsieed ot avdilable pinding sites with from one to three substituenis seleciad, indepandently,
P o Lot mbe 00 Gpalkyl;

W T e geinste o ndependently, from hiydrogen and (C,-C,) alkyl optionally substiuted with from one
Lo Il " s Jtums. or M and R, togather with the carbon to which they are atlached, Torm a four to sight
ik e 500 2t o nooyelic ring and whersin said ring may optionally be substitutad at available binding
siivs vl Ine are i three substifuerts sefacted, independently, from hydrosy and {C4-Cgjolkyl;

S, 11 et with ha nilogan 1o which R2 8 attached and the carbon to which £2 is attached, farm
Sv Ppnrnorad saturatad nng conlaining ona or twe hetarcatoms, including the hilrmgen to which
: 35 whErsin fhe sooond hateroalom, whan preasenl, is selected from oxygen, nitrogen and sulfur,
A 'ah- rz hsaclrae may optionally be subelltutad atavailabla binding sites wilh from one i Ihras substiluents

wiler e ety from hydroogy and {Cy-Cglalkyl;
et boa s elen ] rapandently, from phenyl, hetercand and heterocycle, and wherein each X may e lurther
s shiull bt e, hals, (-0, ety optionally substituted with from ona o threa fluonne atoms, (C4-Cq)
ey g ety bty ted with frem one o three flusring aloms, cyane, nitro, aming, hydroxy, carbony,
T RPN L T qu £ jalkyl|aming, NREC=ONE -Cylalkyl, SONRRE and SOR(C,- Cghalkyl. wherain
L e 2 oo sremnd, independently. from hydrogen and (C,-Cglalkyl, and pis zero, one or two)
ek Y wieenen inRenenasnty from hydrogen, haio, (S4-C,lalkyl optionally subshiluted with from one to

16
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Snne e gt 0G0 ) alkaxy optionaily substituted with fram one 1o three fluoring atoims. Gyano, nitra,
"--d,mmu ine. ai-iC - Cylalkylamng, NRYC=01C-Calalk, SO;NRIRE and SO(C,-Cglatky,

et 3 e S0 ars selectad ndependantly, from hydrogen and (C-Cghalkd, and p is Zeng. one or fwos and

tsh 2 e anacted v enendently from hytrogen. hala, {C4-Culalkyl optionally substituled with from ons o

e i o 0O al ey

snoeakle salt iareaf.

A TN

O ) At A ey

fnOSitinn secording 10 any one of olaims 57 whenein 6 GABA-A alpha 2(3 agofst or a phar.
Ay menpt el sl trerecf 1y setected from:

LR L itﬂnnhy.,'rmsfnxaznln[ﬁ A-c]pyridin-3-ol];
w0y ety - See-prer nan-20-one
-l -relerophenyl methl]-4-chierophena);
-3 5T RS- he xabyO . pyrapolof4, J-cloinno|n-3-ore;
SEtr lh-,. 2H-1,2 d-traeet-3-yimethoxyy-3-phanyl-1 2 4-liaZolof4, 3-b] pyridazine;
1. !| IR -.-IFI aitig Py [[1-[2- mathyl phenyl Jmathyl]-banzimidazol-2-yfmathyl)-H-pentylcarpoxamide,

A R A U St R (L T TV T el

B A nheaas el ey roeeg
or phe s
AN,
o) [N

Aiion avacrding bo any one of claims 5-R wherein the amount of the SRI antidepressant.
srgtaoee salt thereo!, i said composihon is from about 9.5 mg o about 1600 mg and the
- e 201 agomst or phamacautically acceptatls salt thareof is omn absut 0.1 mg to about

RN Ly

PR, WED o p o L n B agh B Botiagy 85 an SR antidepressant, or a pharmaseutically acceplable salk theredf
wrEark i mtor wion o GADA A aieka 273 agonist or pharmaceutically accaptabig sall thereof; i the praparation of
A e, el T P Iimatmiant of ansdety of depression in a mammal, whergin the active agenlts ara present in
ATLUT S Ll e e iha twnbination of the two agents edffective in treating. raspectively, anwety or depressin
WV TR R,

TE, TRara g e b Vi 10, wheeein the SR anfidepressant of pharmaceutically atceptable salt thereof is
B O | R S LTS A ol (L (6T e [TTE R

wbieg o pher s g Y ner poenyl fhg B ean each, indepandantly, be replaced by a naphihd group, and whergln
wWhees naem o fos ||"|;|' saent by @ naphthyl growp, 1he ethareal axygen of structurs | and tha carbon to which

PRI : sheen) are ghteched to sdiacent ving carbtn atoma of the naphihyl group and neither of
L uioma i alsn adjacent to 8 fused ring carbon atem of said naphihyd groub;

: o insependently. from one, two and Inres;

wovtes! miependerdly from hydragen (C,-GJatkd, (2 C, faikanyt, and (Cq-C faikyiny!, or R
2o i, e pitrngen to which they are attached. form a four to sight membared saturated ring

£1 e Ligbeneabns, including the nitregen towhich R and B2 are altachad, wherein tha second

Slegent 3 selected fron oxygen. nikogen and sulfur, and whersin said ring may optionally

sl tinding sites with from one to Infea substituents selectad, independantly, from

Ulziruiyl

LA LY I P A

-'I_:'\::.'..r-_l_.l':_"; L LA
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Bodre % s g bl inoepanderiy, trom hydragen and (C4-Cy) atkd optionally substituted with from sne
Eallree g anarne or Y g B together with the sarbon to which they are stlached, form a four to eight
PR 0 fal e aber rarbosyclicring, @nd whenein Said ring may opllanally ba substiwted at available binding
salEr v e noene sohstiuents selectad, independantly, from hyd roxy ang (C,-Cghatkoyl;

o B R i B pwil et Rt BT avich MR e attached shd the ¢arbon 1o which R# is atteched, form
Aot A e o] salurated mng containing ane or lwo heternatotmns, cluding the nitrogen to which
e alivavee e the second hatrroalom, when present, i5 selected from oxygen, nitragen and sulfur,
anaterme s ey cplcnatly b subsituted ot availabie binding sils s with o gna 1o (hree substitments
i ety frome hydiosy and (3-Cglalkyl;

it e Tt s salanka indapendently from Rydregen, hala (e, chigro, flugro, bromo or icdo}, (C-Ch)
alitnd st naliy s stealse with feom eng to thres fluctlne aloms, (C-Cqlalkoxy optionally substituled with
flors a0 L s S 8 OmS, Cyane, nitrg, amins, (Gq-0,akylaming, @i-{C,-Calkyllaming, NESC=0)
0 G et i lydeogen of {C.-Ughalkyl. and SO{C+Cglalkyl wherein p is 2era, are or bwe; and
vt ihe ue o e e e mare than ono of NRTR?. CRIRT and REMCR? can form a ring: and () al least
e aman bedrogen when (Y RS and R are peth hydregen, i) R and RZ are selested, inde-
cermarn fid (0 -C ek and (i) ring B is mende or disubsliluted with, respectivaly, ong or

e Mgy o
TR TR R TR I
LU R TR ST
T LT g e e G EIE SAN et

“oaae T whersin the SR antidepressant or phammaceuiically acceplable salt thareof |5
s oo e S0 adta |1,

R1
S
X N
M T
r\f'“": e \\ R'?
?.,--'.'"J A ‘ r*
o ~.

wehizre 1oty ad e syl ding B can each. independantly, be replaced by a haphthyl group, and wharein
phgoes Ta 0 cil ny A nAaphiiT gro, e ethenedl oxygan of structure | and The carbon o which
RVEANEE s, are attaches I adjacert ring carbon atoms of the naphthyl group and nelther of

snich e e g o e ln 2 is aleo adjacet io A fused fng carbon atem of zaid naphthyl group:

corag oy e e vlependenly Trom oone, twe and theee;

Mol - an fuimacd rdependesily S hvdrooen, [C,-C,08kyl, {Co-Cylalkanyl, and (Dp-Cbalkyryl, or
Boodre v conettar wita Ihe pitrogen o which Yy are attached, form & four 1o aight membered saturated
Tt onne i e e Lswnoatamn s inciuding the nitmgen 18 which B! and B2 are altached, wheraih the

DEL

W R et clesent, i selested Tom oxyoen, Milagen and suifun and whersln seld ring may
el e s v nD e e Atlabile hindic g sites with from one to thrae subslilvants salected, indapendsntly,
Foaio, . niw B IR

B e =t Ly e indgRendenty. from hydiogen and [Cq-C,) alkyl oplianally substituted with feam one
(308 I S T s P and B loretner with the carban to which they ana attached, fomm a folir to gt
PRtRe G o, sl e WSS R, Sd wiers sai ring may ppilonally be sithstinted at available hinding
MU LG o T T int Ui gabshityems selegtad, ind apendantly, from bydrouy anc {31'C5}3|W1;

8
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2 wt  In iliogan by which R s attachad and the carbon to which R 1s attashed. form
a2 salurgten rog containmg ong of twa helgroatoms, ihcuding the nikogen ta which
o L #acand heleroatam, winen present, it selecled fndm oxdygen, Aifregen snd sulfur,
ot o oraay oplonally be substiuted At avaiabla birding sitas with oot ane fo thres sybstiluents

L rule ) Fo bydrany and (G -Gyghatkop;

SRt napnu iy, F0ar ey, hetersany and hetarocytle, and wharain aach X may be further
Dt bl g bl 10L-50, ekt cpionalty substiuted with f0m ohe to thres fluorine atomns, (C-C,y)
o h ey bl aard e from e e thres fluorine atons, dyand. O, aming, bydroxy, cabonyl.
Uty e L alkyTamina, MRE(C=0HE -G, jaikyl, SOMRSRE and S0,(C,-Cylalkyl, wharein

b Boans -t dey rebphed e pendently, from hydregen and (G- E‘Jallﬂ‘l and i s 2ero, ORe or twa;
g aclas e moenenaznty from hydeogen, halg, {C.-Cylalkd optionally substituted with frorn one @
Peren e e b Dglaleesy ominnally substivted with friem ane o threa flucrine alms, Ciand, hitrd,

s B alkyljamming, NRSC=0WC -G, jalkyl, SONRIRE and S5,{0,-Cglaiky!,
v, it e aendently, from bydrogen and (S Cglalkyl, and pis zero, one or by and

i derly frern frogen, hato, (0, Caatkyl aptionally subsiluisd with from one to
- il e iRl ko
Lo faetgat ke kil sallt arasd,
cr sy o uf Claimes 14512, wharein the SRI anligepressant, or pharmacaytically acceplable
a1t Lot wintg 20 agonist or pharmacedtically acceplable salt thergof, arg administered as
Y
Doew one o elaers 10-13, wherein the GABA-A alpha 2/3 agonist, or phamadceubically ac-
“oondtmistered inan amcynt from about OF tig parcay b about 500 mg per day, and tha
2 SnpdeMessarl o phatmacauticaly acceplable saltthereof, is administerad inan amount
Sunt 0 mg perd a!,r
s
A5
a5
LH]
HI
an
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S e FE e T TheE e oF & oonthieation of iindalong and a semtonin reuptake inhibitor (SR,
e D Wl il Slevalien in e lewel oF extmocliular asrotonan, for the meatment af dﬁpfﬁ-“lmfl and athor
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Slice sl S infioemeeol, TYRT, 7 suppl. 0, 245-358), A key point in their
feomitbee sl s lects of S5R1s on the release-cantrolling somatedendritic
i LD she rélease of 5-HT i terminal arcas and thus the effect of 5-
Fhe ey e chose conens, This s supported by icrodialysis experimens in
Ledcie i, st Twenerese i extracefindar 5-57 elicited by a single dose of art S8R js
sattiomne st Py o simalen ot a5 HT ) antorceeplor antagonist (Invernizzn et al, Brain

fa Bty e S ] Fontk, 50 ) Newrockem, 1993, 60, p 776-T00.

o T enoen el sdmimstooen of a compound that inhibits serotonin reuptake and
SHL e e siapems bas boen evaluated in several studies fnnis, RB. et al, Eur
S e FURT N e 093204 and Ganlside, S.E., B F Pharsace!, 1995 [/ p
Eare e T e U e sl Ty Ou Pharmigieal Sereince 109, 78 2205 In these stadies
S b e e alon wnlisgenisis would abolish the initial brake on 3-HT
Vi an e vy U serolonin reuplake wnhibitors and thus prodoce an

Ao e i A T reamission and a rapid onset of therapeatic action.

Sewvn e el swiieins e been led which cover the use of a combination of a 3-

Elot s sl serolonin reuptake tahibitor {or the weatment of depression (se

Paoerse T g AT AT
e eserzase cemminagl 5+ 107 would be through blogkade of ihe 5-HT .
Aol T nivsls cxneriments in rats hivee indecd shoven that increase of
Dol T rtalopman 15 potenitiated by GMOC 2-29, an experimentat 5-1TT
Cazotems pevelies e oomiinadion ol an $8RT and a 3-HT )y antagonist

o e s ot (Tled WY TAIS 0 [ WO GoXTT0G, P-4 TOTETD and

st e ey Lo G miedalone having the general formula

a
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v eetes i acorptalele sabis thereof may be used to augment and provide faster

ot L el e el Tecl v setotonin reuptake inhibitors.

Pl e o st s provides.

Sheg s o o elies oo the use of inndalone or a pharmzeeuticadly acceptable
bl e 6 @ Hnngceulical compesitien to be used in
Lo e e sertonen renprak e iduditor or any other compoeund. wiich cagses an

Vel estrace hular serotonin.

Sy e st e relates o Lhe wse of itimdalone ot a pharmaccuticaily

cu s thaorng b sl paeparatien of o pharmacentical compaosilion useful for

wid.ery Laster ansel of the therapeutic effect of u serotonin reuptalke

P o e orrpoud, which causes an elevation in the level of extracellular

WL i e e neae i pvenzian refates 1o the use as above, ol inodalone, ot 4
e sepaile salt e cot, Tor Lhe reatment of depression, anxiely
L e v aedens, catnge dizsorders sueh as bulimia, anorexia anil
sl Tvande, promerstrual syndrome, cegnitive disorders, Impulse control

s e e heperactvity disorder and drug abuse, in particular depression
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s e ks sahiieitor or any ollior cortpoutd, which causes an elevation in

[t 20 e itay ceralanm.

Ao e il pheve mclade gencral anxicty disorder, pamc anxiety,
cetoesee snonesivodiEnnder, acule stress disorder, post teauma stress diserder or social

e Umsadthl,

Ll sz doen suementine covers noproving the therapeutic cifeet andfor
s s omgie etfeed ol wn SIU or a compound which causes an elovation in

I. ‘et R H T S N

oo withdnenl e invention relafes o the use of irindalone or o
e et v e coplahile sali theree and a comipound, which is a serotomin reeplaky
v e e edswinieh cuoses ane elevalion i the leve! of extracetular
‘ T et o eropaedition adoopharmazculical composiion or kit for the ireatment of
Sactei g s ponsive tnthe therapeatic offeet of a4 serotonin reuptake inhibitor,

e s e liek cawses wn vlevanon in ihe level of extracellular scrotonin,

Do D Lerrarsiv sl seratomn reupiake intilhtor inglude depression, anxicly
e b b er v diorders, caing disorders suel as bulimia. anorexia and
cht o T e, prnaensiroal syeadrome, coenitive isorders, impulse control

Teenl o e o e ppenaetily diserder ond drug abuse, oparticular depression.
oo ey by s e led above,

Coomn e rimen] wnveation nelates 1o the yee of ivindalone ot 4
. chor i e e ertEnle sl hevend o e propatation of a phanmaccatical
cot o i wees b adapdad loe stmalianenus adgministeation of the active
coab o nra iy sachoeannaceulical compoesitions may contar the detive
i T i B ame e adosewe femy g it he same lablet or capsule. Such
S ot vanti th aenve ingrodients us a homogenous mixture ot in

P st e e alogzre Toem.
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S e i shibilion @ seeotomn touptake 1h the CNS, may benefit from

PR ML B VIR AN R ITRE T LT

o b et b s um e b sunetonin reapkake inhibitors, which may benefit

Er s b e wnth e alore: citaloprani, cseitaetgpram, Muoxeting, B-Muoxeting,

o T e '-"n'fﬁu:. Tpankto, senlafarie, duk}xﬂfﬁ;‘.}, damxcifﬁc._ ﬂl;‘fﬂzm‘lﬁrﬁl:“

S g ke eapramee. pirndamine, dazepinil, nofopam.
el B e Il*nu'-.'x'fﬁl'.::-_ Zlemipramine. cianoimipraming, litoxctine,

Cor o e et WYY ITART WY DTEGG, imeldine, iloxetine, tiflucarbine,

Serad oot opran e, oW 2GS 3300, FOB214-T A, QPC 14523,
oowcecm o enslodusine it pramine, guinupraming, dothigpin, amoxapine,

Fioes s e TR ST U T O HARI Qvg 6997, Oreg 900,

coe e s bl S oowide, nomiemtvline. CL 235663, pidindale, indatraline,
T T e e hiss AR 25 5800 napamezols, diclefonsine.

Boobo T E et a3 BAY A2 300 S 238Y, sercloreming, nitrogquinazing,

woe e e shne el cievogaming The compeunds menuoned above may be

coe s e Lo e yae v i nharneesutically acceptable acid addition salt thergof,

o aneds whicl nues herefis from augmentation with irindalone,
co e el cnsaee o clevatios o e exircetholar fevef of 5-11T i the

e e by e nal seralonmn reaplake inhibilees, One sueh comnound s

Ca e et renrlik s imbibitars asd other compounds, which causes an

St b el s wenendmtia, mny nol be consirued os Emiune.

Co menbong eecurding Lo the present invention, inelude
ool seee, sertvaling, paroxetme. Tuvoxamine, venlafaxing,

el en apra e deranachme and clomipraming,

oo peiakke inithiler VSR means an inhibitor of the
woens [0l s greneey pahibiey eftect at the serolonin transporter

F ce e e naneil e e Inmspoers
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Claims:

l. The use of irindalone or 2 phammaceutically aceeptable salt thereef for the
preparation of a pharmacentical composition to be used in combination with a serotonh
reuptake inmibitor inhibitor or any other compound, which causes an elevation n the level

of axiracellular serolommn,

2. 'The use of irindalone or a pharmaceutically aceeptable salt thereof for the
preparation of 4 pharmaccwical compeosition useful for augmenting andsor providing
faster onset of the therapeutic effect of a serotonin reuptake inhibitor or any other

compound, which causes an elevation in the Jevel of extracellular serotonin,

3 The use according to claiths [ or 2 wherein the serotonin reaptake inhibsitor or the
compound, whrch causes an elevation in the level of extracellular serotomn, is used in the
treatment of depression, anxicly disorders and other affective disorders, ealing disorders
such as bulimia, anorexia and obesity, phobias, dysthymia, premenstrual syndrome,
cognitive disorders, impulse control disorders, attention deficit hyperactivity disotder and

drug abusc.

1, The use aecording to claim 3 wherein (he serolonin reuptake inhibitor or tie
comtpound. which causes an clevation in the lovel of extraceilular serotomin, is used in the
treatment of anxiety disorders including general anxiety disorder, pamic anxiety,
obsessive compulsive disorder, scute stress disorder, post trauma stress disorder of social

anxiety disorder.

5. The use according to claim 3 wherein the serotonin reuptake inhibitor or the
compound, which cunses an clevation in the level of extracellular serotomin, is used in
ithe treatmens of depression.

£ The use uccording to claims 116 5 wherein the Lartrate satt ol itindalone 15 used.

7. The uze according to claims | to 6 wherein the serotonin reuplake inhibitor is
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selected from citalopram, escitalopram, fluoxeline, scrtraline, paroxetine, fluvexamine,
venlafaxine, dapoxetine, nefazodone, irmipramin, femoxetine and clomipraming or a

pharmuceuticaily acceptable salt of any of these compounds.

8. The use according 0 claim 7 wherein Lhe serotonin retptake inhibitor is a

seloctive serpvonin reuptake mhibier.

<, The use according to claim B wherein the serotonin reuptake inhibilor 15 s¢lected
from citalopram, escitalopram, Muoxetine, fluvoxamine, sertralineg and paroxetine or a

phammacettically acceptable salt of any of these compoumds.

10.  The vse of irindalene or a pharmaceuticalty acceptable salt thereof and a
compound, which is a serotomin reuptake inhibitor, or any other compound which causes
an elevation in the level of extrace!llular serotoman |, for the preparation of a
pharmacewticyl compositian or kil for the treatment of diseases or disorders responsive to
the therapeutic cffect of a serotonin reuptake intubitor or any other compound causing an

elevation i the leve] of extrace|lular serotonin.

11, The use according 1o claim 10 for ihe preparation of a pharmaccutical
compositon or kit useiul for the reatment of depression, anxiety disorders and other
affective disorders, eating disorders such as bulimia, anorexia and obesity, photnas,
dysihymia, premenstrual syndromie, cogniiive disorders, impulse contre! disorders,

attention deficit hyperactivity disorder and drug abusc,

12, The use according (o claimn 31 for the preparaion of a pharmaceurical
compesition or kit useful {or the treatment of apxiety disorders, including geveral anxicty
disorder, panic anxicty, obsessive compulsive disorder. acute stress disorder. past traurma

stress disorder or social anxicty disorder.

13, The vse accoerding w0 ¢laim 11 for the preparation of @ pharmaceutical

composition for the treatment of depression.
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14, The ust according to claims 10 to 13 wherein irindalone is vsed in the fom of a

Lutrale salt,

15.  The use according to claims 10 to 14 wherein the serolonin uptake inhibitor is
selected from citalopram, escitalopram, fluoxctine, seriraline, parowetine, Tluvoxanuine,
venlafaxine, dapoxeting, nefazodone, imipramin, femoxetine and clomipramine of 2

pharmacentically acceptable salt of any of these compounds.

16. The usg according Lo claim 15 wherein the serotonin reuptake inhibitor used is »

s¢lective serlonin reuplake inhibitor,

17.  The use according to claim 16 wherein the selcetive serotonin reuptake inhibiter
is citalopram, ¢scitalopram, tTuaxcting, fluvoxamine. serfralime and paroxctine or &

pharnaccutically acceptable salt of any of these compounds.

18, The use according to claimg L0-17 wherein the pharmacentical compesitien

prepared is adapted for simultaneaus administration of the active ingredients.

19 The use according to claim 1§ wherein the active ingredients are cantained in the

same unit dosage form,

20 The use according 1o ¢)aims ) 0-17 wherein the pharmaceutical composilion
prepared 15 adapted for sequential administration of the active ingredients.
21, The usc according to claim 20 whercin the active ingredients are contained

discrete unit dosage forms.

23, A pharmaccutical composition or kit comprising irindalone or a plraninacedtically
acceprable salt thereof and a compound, which is a serotonin reuptake inhibiter, or any
other compound which causes an elevarion in 1he level of extraceilular scrotonin, and

oplionally phirmaceutically aceeptable carmiers or diluents.

23. A pharmageutical composition or kit according to claim 22 contaming irindalonc

in the formt of the tartraie salt thereal

S
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24, The pharmaceutical composition or kil according (¢ claims 22 to 23 characterised
in that the serotonin uptake inhibitor is selected from citalopram, escitalopram,
fluoxetine, sertraline, paroxeting, fluvoxamine, venlafaxine, dapoxeting, netazodone,
imipramin, femoxeting and clomipramine or a pharmaceutically acceptabic salt of any of

these compatinds,

25, The pharmaceutical composition or kit according o ciaim 24 whetein the

serotonin rouptake mhihitor is a selective serotonin reuptake inhibitor.

20, The pharmaccutical composition or kit according to ¢laim 25 wherein the
selective scrotonin reuptake inhibitor is citalopram, escitalopram, fluoxetine,
fluvoxamine. sertraline and paroxctine or a pharmaceutically acceptable salt of any of’

these compounds.

21 The pharmaceutical composition according to claims 22 to 26 which is adapted

for simultaneons admunistration of the active ingredients.

28, T'he pharmaceniical compasition according to claimy 27 wherein the active

ingredients are contained in the samc unit dosage form.

29 The pharmaceutical composition of it according to claims 22 to 26 which 13

adapted for sequential adrninistraien of the active Ingredients.

30.  The pharmaceulical composition according to claim 29 wherein the active

mgredients ate contained in discrete dosage forms.

31, A method for the treatment of discases or disorders responsive (o 4 serotonin
reuptake inhibilor or any other compound which causes an elevation in the level of
extraccllular serotonin, comprising administering inndalonc or a pharmaceutically
acceptablc sait thercof and a scratonin reuptake inhibitor, or @ compound which ¢auscs an

clevation in the level extracellular serotonin, to an individual in need thereof.
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32. A method (or augmenting and/or providing faster onsct of the therapeutic effect of
a serotonin reuptake inhibilor, or any other compound which causes an elevation in the
level of extraceliular serotonin, comprising administenng irindalone nr a
pharmaceutically acceptable sall thereof 1o an mdividual to be rgated with or undergoing
5 reatment with the serotonin reuptake inhibitor, or any other compound which causes an

elevation In the level of extracellular serotonin.

33 A method according to claims 31 to 32 wherein the individual suffers from

depression, anxisty disorders and other affective disorders, eating disorders sich usg
b bulimia, anorexia and obesily, phobias, dysthymia, premenstrual syndrome, cognitive

disarders, impulse comtral disorders, attention deficit hyperactivaty disorder and drug

ahuse.

34, The method according to claim 33 wherein the individual suffers from amaery
disonder, including generaf anxicty disorder, panic auxiety, obsessive compulsive

disorder, acute stress disorder, post trauma stress disorder or soclal anxiety disorder.
35, The meathed according to ciaim 33 wherein the individual suffors from depression.

Mo 3. The method according to ¢laims 31 to 32 wherein irindalone 1s used in the fonm ol

the 1arteate salt,

37 The method according to claims 31 @ 32 wherein the serotonin uptake inkibitor is
selecled from cilalopram, escitalopram, fluoxeting, sertraline. paroxetine, fhrvoxamine,
25 venlafaxine, dapoxetine, nefazodonu, imipramin, femoxetine and clomipramine or a

pharmaceuticully acceptable salt of any of these compounds,

38 The method according to claim 37 whercin the scrotonin reuptake inhibitor {s a
selcctive serotonin reuptake imhibitor,

0
39, The pharmaceutical composition according to claim 38 wherein the selective

serotomin reuptake inhibitor is citalopratn, escitalopram, fluoxetine, fluvoxamine,
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sertraline and paroxering or a pharmaceutically acceptable salt of any of these

compounds,

40.  The methed according 1o claims 31-39 wherein the active ingredients are

admimstered simultaneousiy.,

41, The method according te claim 40 wherein the active ingredients are administered

W1 the same unit dosage from.

42, The method according to claims 31-39 wherein the active ingredients are

administered sequentially.

43, 'T'he method according to claim 42 wherein the active ingredients are contaitied in

two discrege unil dosage forms.
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VETERINARIO, PRODUCTOS DIETETICOS, COLORBNTES DR PERFUMERIAR ¥ AFINES. B) LA
REPRESENTACION 0OE Casal FABRICANTES NACIONWALES [ EXTRANIERAS DE ESTDS MISMOS|
PRODUCTDS. &) FARRICACTON, IMBORTALION, DISTRIBUCION Y VENTA DE CUARLESUUIERR
TiEcE DR PRODUCTCS VETERINARIOS. D) La REALIEACION DE TODOS  LOS ACT‘E}S,|I
COWTEATOS, (CONVENIOS, DIRECTAMENTE RELACIONADOS CON LOS FINES ANTES INDICADOS.}
N DESAREOLLO DE 5U ©OBJET? SOCIAL PODER LA SOCIEDAD ALQUIRIR ¥ VENDER BIENES
EAICES ¥ MUEBLEZ, DARLOS ¥ TOMARLOE EN ARRENDAMIENTO, GAHANTIZAR OGN HIFOTECA!
SGRRE LGS BIENMES RAICES & CON PRENDA S0BRE LGOS BIENES MUEBLES, OBLIGRCICHNES AJ
CARGD DE LA SOCIEDAD:; DAR Y RECIBRIR A MUTUG COMERCIAL DIMERD ¥ CELEBREAR LOS
COWUTRATOS COMERCIALES DE (CAMEIO EN TODAS SUS MANIFESTACIONES, FUHMDAR EMPRESLS)
QUE TENGAW LA MISMA FIMALIDAD SOCIAL O BIOCTARSE CON ELLAS.

CERTIFICA:

CERTIFICA:

ORGAENGS DE DIRECCION ¥ ADMINISTRACION: 1) ASAMBLER GENERAL DE ACCIONWISTRS; 2}
JUNTRE DIRECTIVRE; 3 GEREXNCTIA GENERAL, TAMBIEW TEWNDER UN REVISOR FISCAL.

ADMINISTRACION: LA ADMINISTRACION IWMEDIATZ DE LA SQCIEDADR, S0 REPRESENTACION
LEGRL ¥ La OGESTION DPE LOS NEGIIOS SOCTALES ESTARAN & CARGO DE UN GEREHTE,'
CESIGHADD POR LA ASAMELER CHWERAL DE ACCIONISTAS, PARR FPERIQDOS DE DE DOS [2}|
A5 REELEGIBLE INGEFINMIDAMENTE Y EREMOVIBLE LIBREMENTE POR ELLA EN CURLOUIER
TIEMOD !

PARAGRAFD PRIMERD, GUPLENTES: EL GERENTE Y REPRESENTANTE LEGAL TENDRA LOS'
SIGUIENTES SUFPLENTES: FRIMERS, SEGUNDD ¥ TERCERD QUE 1O RERMPLAZARAN EN LOS.
508 DE  AUIENCIARS ACCIDENTAL, TEMPORAL Y ABSOQLUTA CON LBS LIMITACIONES QUE
MaF ADELANTE EE ESTARLEOEN. !
I
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CERTIFICADD MNACTONATL
CaMRRA DE COMERCIO DE CALT \
Ferha - 20070528 Hora Certificado @ 123616 l

Operacion: 02NABGS52E024 PAGINA No. 4 5

Hikh Rk h o rh kg rh ket A oLy A e e AT AT Ak h Rt h Rt h et A EE AR F R EF TR h T wh

FARAGERF{D SEZUNDD. EL TERCER SUPLENTE DEL OGREENTE GEMERRL ¥ REPRESENTANTE |
LEFAL E3TREA LIMITACD> EN SUS FUNOIONES A: COMPROMETER LOS NEGOCI{OS SOCIALES
B CURMNTIL RBC  SURBRIOR A CUATRD MIL DOSCIENTOS SALARIOS MINIMOS MENSUALES |
LESALES VIGENTES (4.200 8MMLV); CELEBREAR CONTRATOS COMERCIALES LE COMPRRAVENHTA
EN GENERAL Y SEA CON LA MACION (MINISTERIOS ¥ DEFARTAMENTOS ADMINISTRATIVOS),
ENTIDAROES DESCENTRALIZADAS | ESTARLECTMIBHTOS PUBLICOS, EMPRESAS INDUSTRIALES |
¥ OMERCIALES DEL  ESTAD, SOCIEDADES DE EZONOMIR MIXTR), EMPRESRES SQUIRALES
CIVILES ¥ COMERCIBLES, CUALQUIERA QUE SER S0 NATURALEZA CON FACULTADES FARR !
EXIGIE O SUSCRIBIR LO5 DOCUMENTOS Y GREAMTIASZ MECESARLIOL HRATAR LL CURWNTIA
BNTES MENCIONADA .

FUNCIONES LCEL GERENTE: &) ... B} EBEJECUTAR Y HACEF CUMPLLE LOS ROUERDOS
DECISIONES DE LA ASAMBLER GENERAL DE ACCIONISTAS ¥ DE LA JUNTR DIRECTIVL Y |
HACER USQ DE LA FRAZON SOCLAL, ) NETRESENTAR LEGRLMENTE & LA SOCTEDAD CONFORME |

FS La LEY ANTE TODAS Las AUTQRIDADES CIVILES, JUDICIALES, MILITARES,
SANITREIAS, DE FPOLICIA, ADUANALES, POSTALES, ETC. o) LLEVAE 2 CAB0 L& GESTIQN .
COMERCIRL Y  FINAMCIERA, H! TENDRAR LA PLENA RESPOMSABILIDRD DB La ACDIOH
ADMINISTRATIVA, LA COORDINACION Y LA SUPERVISION GEWNERAL DE LA SOCIEDAD, LAS l
MIALES CMBLIRA COW BRREBECLD A LAS HWORMALS DE LOS ESTATUTOS. |
EN EL EJERSICIO DE 203 FUNCIONES, EL  GERENTE POECE: 1 .- COMERRRCRR BN LS
JIICIOS, TRRNESIGIR ¥ COMPEOMETER LOE WBEGOCIDS SOCIALES DE CUALQUIERS |
NATURALEZR QUE FUEREM, IWTELPOWMER TODO GBHERD DE REQUESJS Y CONSTITUIE )
APODERADDS (QUE L EREPRESENTEN JUDRICIAL O EXTRAJUDICIALMENTE. 2.- EBNAJERAFR b i
CUALLOUIER TITULG ¥ COMPRAR PBIENES MUEBLES, (ELEBRAR CONTRATOS COMERCIALES DE |
COMPRR ¥ VENTA EN GENERAL YA SEL COON LA MACTON (WMIWISTERIDS ¥ DELARTAMENTOS
ADMINISTRATIVOS), ENTIDADES DESCENTRALIZEADAS {ESTABLECIMIENTOS PUBLICOS), |
EMPEESARS IWDUSTRIALES ¥ COMERCIALES DEL ESTALDD, SCOCIEDADES DE ECONOMIL MIXTA:,
EMERESAES O SOCTEDADES CIVILES ¥ COMERCIALES CUALQUIERA QUE SBER 20 HMATURLLELR v '
gy CUANTIA, 0N AMBLIAZ FACULTADES OQUE EXIGIR & SUSCRIBIR LOS DOCUMENTOS, ¥
GARANTTAS HNETESARIAS . COWTRATRE PRESATAMOD CURLOUIERLR QU SER S CUARNTIA,
CELEBRAR EL CONTRATO COMERCIAL DPE MUTUO EN  TODAS SUS MANIFESTACIONES ¥ |
SUSCRIBIR LS DOCUMENTSS Y COMPROMISOS RESPECTIVDS. HACER DERCSITOS EN ERNODS
¥  ACENCTAS BANCARYAS, FIRMAR CHEQUES, LETERS, PRORRES, OIROS, LIBRZNZAE v !
CUALDUIER OQTRO DOCUMENTC, ASI COMO NEGOCIAR RETOS  INSTRUMENTOS, TENERLOS,
CORRRBLAEG, PRORRLOE, DESCARRGARLDS, ETiZ.

CERTIFLON 1
POCITMERTE ; AOTA No. %% DEL 14 DE MARCH DE 2002
ARISGEN: ASAMBLEAR GENERAL DE ACCIONISTAS |
INSCRIECIOGN: 0% DE SEPTEMEER DE 2002 Wo. 14675 DEL LIBRD IX
FUE (RON} NOMBRADO{S]) :

*wd CORTTMITL, hxk
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_ 8'8 | CERTIFICADD HACICNAL

CAMARA DE COMERCIO DE CALI

DE SOMEACHD DF Boakd Ty
Facks : 20070529 Hora Certificade @ 123814

| Uperdcion: JIZNASLSI2R024 PRGIME Mo, &

LEA A SR AL AR AR R AR AN AL ELE FEEREERE S AR XS ST RN SN LN EENEESSFAFEER A LE NS

VICEPRESIDENTE
ROBFRTO &. VENTURA ERULY
| £.C.16697614

GERENTE GENERAL Y REPRESENTE LEGAL
! JUAM MAREIL RENDON GUTIERREE
LU ITIES LT

FRIMER SUFLENTE DEL GERENTE
| ESTHER IGABEL WVENTURA DE REENDON
€0 38973831

! SEGUNDD SUPLENTE DEL GERENTE
ROBERTO M, VENTURA CRISEING
! C.C.3086003

PRESIDENTE
ESTHER IEABEL VENTURA DE RENDOW
O, 38979831

CERTIFICA:
DOCUMENTO : ACTA HNoe. 105 DEL 09 DE NOVEMBER DE 2004
| ORIGEN: ASAMBLEZ DE ACCIONISTAS
INSCRIPCION: 17 DE FEBRURRY DE 2045 No. 2032 DEL LIBRO IX
FUZIRGNY NOMBRADO!S) .
TERCER SUPLENTE ORL CERENTE

JUAN PABLO REYES VILLRMIZAR
C.C.80415709

CERTIFICA:

LR ] CGNTINUR LE X

ANAYE RN LA



CERTIFICADS NACIONAL
CAMREA DE COMERCTIO DE CALI
Fecha : 20070525 Hora Certificade : l336ls
Operacicon: (2ZNAZ0525024 PRGINA No. &

LR+ AT AR RS LR AR SRR E AL AL LTRSS ERRE IR AR Rs X a4 SR ERERESEIEES"

DOCUMENTO : ACTA Mo, 99 DEL 14 DE MBRCH DE 2002
ORIGEN: ASAMBLEA GENERAL DE ACCIONISTAS |
INSCRIPCION: 6% DE SEPTEMBRR ODE 2002 Ho. 14875 DEL LIBRD 1
DOCTIMENTS . aOTR Mo, 105 DEL 03 DE WOVEMBER DE 2004
ORIGEN: ASAMBLEA DE ROCIONISTAS
THSTRIPOLON: 17 £FE FEBRVARY LE 200% Wa. 2031 DEL LIBRD IX
FUE {RON) _RUMBRERDO 3}

JUNTA DIRECTIVA

PRINCIFALES |

FRIMER RENGLON
ESTHER. [SABEL VENTURA DE REHDON
C.C.38972831 !

SESUNDD RENGLON '
EOSAR VICTURIR VENTURA DE VISBAL
C.C. 385920438

TERCER RENGLON g
JUAN PABLO REYES VILLAMIZAR
C.C.8041970% ]

SUPLENTES f

DRIMER RENGLOR I
JUAN MARTE RENDON GUTIERREE ]
LR R A B A s R T )

SEGUNDD HEMNGLON
RUBERTD M. VENTURA CRIZPING
C.C. 8086003

TERCER RENGLON
ROBERTC 8. VENTURA PAULY |
C.C.15687614

CERTIFICH:

¥% & CONTINUR *#+
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8'8 CERTIFICADO NACIONAL

CaMBEA DE COMERCIO DE CRLT
T oMERCH: T OGO T
: Facha . 20070523 Hora Certificado : 123616

i Operacion: JZWARL0529024 FAZINMAE No. T

AR RS AR EEREAEFFI SR ST LR EEERMEEEEEEE LTS FLTEEERIEEEE R EEE LR NE 4 R ]

BOCUIMENTO : ACTA HNo. 3% DEL 14 GE MaRCH DE 2002
CRIGEN: ASAMELEFR GENERAL DE AQCIJNISTAS
INSCREPCION: 05 DE SEFTEMEER DE 2002 No, 14675 DEL LIBRQ IX

FUE{RON] ROMERRDCOLS) :

REVISOR PISCAL
ALFREDD LOFPEZ & CLA. LTDR
WIT. 8Q0026893-5

CERTIFICA:

DOCTMENTS: DOCUMENTO ERIVADD DEL 20 DE DCTOBER DE 2006
ORLGEN: ALFREDG LOPEZ & (TIA LTDAR
INGCRIFQION: 07 DE MOVEMBER DE 2006 HWo. 12672 DEL LIBRD IX

FUE[RON} NOMBRADO[E}

REVISOR FISCEL PRINCIPAL
ALFREDD  LFPPEZ CAMBED
C. 241912

EEVIEOR FISCAL, SUPLENTE
GEQVAND  GONZALEZ GRLINDOD
C.{_e6hh9852

CERTIFICH-

CAPITAL AUTORIZADD: $7,500,000,000
NUMERD DE ACCIONES: 750,000,000
VALOR NOMEIMAL: 310

CAPITEL SUSCRITO: $4,000,000,000
WUMERO OE ACCIONES: 600,000,000
VALOR NOMIMAL: $10

CAPITAL PRGADO: S$E,000,000,000
NUMERD DE RCCIONES: 600,000,000

*ax CORTEIWUSL +ww
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CERTIFTICADY) NRACIONAL
CRMBEMA DE COMERCIO DE CaLI
Fecha : 20070827 Hora Certificado @ 123616 !

Operagion: (2NAA0529024 PAGINE Mo, 8

PRSI IR S RIS L LR SR FET SRR FE L S L FARL L EAS RS LA L R EEELEERRELFEELEL EES XX EEE]

VhLOR BOMINAL: $10

CERTIFICA:

JUE & NOMERE DE L& SOCIECAD FIGURA MATRICULADS ER LA CAMARE DE COMERCIC BRAID
EL, NEOD.5234- 2 ESTABLECIMIENTO DE COMERCIO: LABCGRATORIO FRANCD COLOMBIANG
TAFRANCOL

UBICADD BN: ---K 1 45 84 DE CALI
RENGWG ; POR BL A?OQ 2007 !

CERTIFICA .

QUE A NOMBRE DE L& SOCTEDAD FIGDRAR MATRICULADD EN LA CAMARA DE COMERCIO BAJO
EL NRO.36980%- 2  ESTABLECIMIENTO DE COMERCID: LABORATORIC FRANCO COLOMBIARO
LAFRANCOL § A

UBICADO BN: --K 1 464 70 DE CALI

FECHA MATRICULE : 23 DE APRIL DE 1994

RENOYC : PUR EL A?0 2007 |

CERTIFICA:

QUE A NOMBRE DE LB SOCTEDAD FIGURA MATRICULADO EN LA CAMARA DE COMBRCIO BAJO
EL NRO.369510- 2  ESTABLECIMIENTO DE COMERCTO: LABORATORIO FRANCO COLOMBEIAND
LAFRARCOL 5 A :

UBTCAEO EN: ---K 1A 46 A 32 DE CBLI |
FECHA MBTRICULA : 29 DE APRIL DE 1994
RENOVO . POR EL A70 2007

CERTIFICA:

QUE LA SOCIEDAD EFECTUO LA RENOVACION DE 5U MATRICULA MERCANTIL EL 29 DE |
MARCH DE 2Q07 '

CERTIFICN:

#ak ok CDNTINUPL Wy



CERTIFICADD WACIONAL

CRMARE DE COMERCIL DE CARLI

Pecha 20070529 Hora Certificado 1238le

operacicn: (2NAEOE29024 EAGINA MNo. 9

R R e I At T R R S A R LA Rl
QUE N FPIGURAN QOTRRS
FEESENTE CERTI¥ICARDOD .

LOg ROTOS ¥ DOCUMENTSS  REGISTRADOS QUEDAMN EN  FIRME CQINCO (5) DIRE HABRILES
DESFJESZ DE LA FECHA DE 30 INSCRIPCION,
TERMIMNO HQ EEAN ORJETS DE RECURSOS EN LA VIA GUBERMATIVA.

LE CONFORMIDAD (CON EL DECRETS 2180 DE 1,99%5 Y LA AUTORIZACION IMPARTIDA POR
LA SUPERINTENDENCIA DE
CONTINDACION TIENWE PLENA VALIDEZ PARA TOLOS LOS EFECTOS LEGALES.

DRGD EN CALI A LOS 29 DIADS DEL MES DE MAY CEL ATO 2007 HORA: 12:25:4%

e bt
-~ L
: i
.. (,,.r-.-.W'?##
x
R hvr““
L e

INSCRIFPCIONEE {QUE MODIFIQUEM TOTAL O PARCIALMENTE EL

SIEMPRE Y {UANDD DENTRC DE DICHD,

INDUSTRIA ¥ COMERCIO LA FIRMR MECAWICR QUE AFRRECE A

\2>



feClal De CAJAR APLLLADD AL EXFEOIENIE RHG. S
* ‘1

FSTR CERTIFICACION DE EXCETENTE OF PABD S0LO FODRA SER UTILIIADA
COMD PARTE DE LA CAMCELACION DE UNA TARIFA VIGEWTE ¥ MO PODRA SER
EUSTITUIDA POR KINEUM RECIRD.

I;:'.Jr Rib ) [ I R TR .
TR R A T
I_ii:|:||l]'|f.' R T Do Lol My
St .l _:!::;:': !_.:'|ilil '.!|'|
T -""”L‘!'i-{][lﬂdﬂg
SUPERINTENTENCIA DE INBUSTRIA ¥ £ONERCID T e
R
NIT = BOOL7H6B9-2
RECIBO OFICIAL DE CAJA @ Q7 - 43,502
FECHA t MAYD 30 DE 2007
it CONSIBNARCTIOH Hhie
l!FﬂSITﬂHIE TIPE PAGD CLL IR CHEKTS L FECHA FRQ Ur. BREQ
REYES ¥ REYES ABOGADDS COMSIGNACION  BAHCO POPULAR  050-00110-& 3071068 J0A03/2007 5172, 000,00
4y L 0O N C EF T O bIM
CANT. RENTISTICH CANCEPTD TOTAL CONCEFTO
t 50005-01-04 PRESENTACION DE OBSERVACTOMES 12 HMERCAS ¥ LEMAS COMERCIALES 254,000,006
TOTRL 2 § 256 000,00

SOK:  DOSCIENTOS CINCUENTA ¥ SELS WIL PESOE

@

RESPINGABLE : /p

R/}/

RECIBR DE LAJA AFLICADD AL EXPEDIENTE Mo,




i

B |

Lol e

SUFERINTENDENCIA DE INDUSTRIA ¥ EDMERCID

RIT @ BOOL7a0E9-2

RECLBG OFICIAL DE CMA =z 07 - 4L.7%
FECH#A s Nave 29 DE 2007

Y CONSITGHRACLION #iu

DEPOSITANTE TIPD PAED BANCD CUENTA Ho. PRED FECHA PEO

¥r. PABD

REYES Y REYES ABOEADOS  COMSIEWACTON  BAMCOD POPULAR  (S0-00110-4 okhbiT54  2BSO0S 2007

ftnt C DN LD EPT O MO

215,000,00

TOTAL LANCERTO

72,0000

CANT. RERTTSTICD CONCEPTD
1 J0005-01-08 PRORROGA DE TERMINOS 31 PRORROGA Df TERMINOG
' TOTAL :

S0N:  SETENFR Y DOS MIL PESOS

. RESFOMSRELE :

RECIBO DE CAJA APLICADD AL EYRELIENTE Mo.

72,406.00

w5t
3 ?/q



