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JOSE LUIS REVES VILLAMIZAR, mayor de edad, identificado coma aparece al 

pie de ml firma, abogado an ejercicio, titular de Is tarjeta profesional nümero 44655 

del Consejo Superior de to Judicature, obrando an caYidad de apoderado,Ae a 

sociedad LABORATORIO FRANCO-COLOMBIANO LAFRANCOL IA., an 

desarrorlo de lo dispuesto par log articulos 42 y siguientes its la DecisiOn 488 de 

2000 de Is Cornunidad Andina de Naciones, me permto solicitarle, rnuy 

respetuosamente, dar curso a a sguiente 

1. PETICION 

Nagar el beneficio patentaho a Is solicitud contenida an ci expedients 05-129-157, 

porno cumprir con log requisites its patentabilidad a qua SB refieren log articulos 

14, 16 18y 20 de Is DecisiOn 486 deJa Comunidad Arcing its Naciones, con base 

Camera 17 No. S-23 01.205 1es.: -57 1 655 7795,+57 I 621263 1, Fax: +57 16212542 
inforeyes-abogados.com - wwwreyes-abogados.com - Bogota, Colombia. 



on los fundamentos de hecho y de derecho quo me permito exponer a 

continuacrOn. 

II. LEGiTIMO INTERES 

Asiste a LAFRANGOL S.A., on su caidad do industria tarmacŁutica, Jegitimo 

interes pace presenter esta oposición, pueyla eventual conce,Phi do la solicitud 

restringiria injustiticadamento el omplea do ciertas sustancias, derivados y 

procesos qua a nuostro juicio carecen do nivel inventivo, on detrimento de sus 

logitimos intoreses comerciales. Do igual manera ml clients osth interesado. POE SLI 

misma condiciOn do industria farmaceutica, an evitar Is concesion de privilegios do 

Ig patente qua incumplan los roquisitos materialos de patentabilidad ostablecidos an 

las normas vigentes, y quo supongan un riesgo pare Is libre compotoricia. 

Ill. FUNDAMCNTOS DE LA OPOSICION 

3.1. Un metodo pace el tratamiento de la depresiOn, quo comprende administrar a 

Un individuo quo Ia necosita, one cantidad farTracØuticamente acoptable de 

gaboxadol an forma do una sal de adjcion de ªcido, 0 Un zwitteriOn hidrata a 

zwietlerion anbidrato, an forma do dosificaciOn oral y qua puede estar an 

combinacian can Un inhEbidor do la reabsorciOn do sorotonina (SRI) coma 

citalopram, escitalopram, fluoxetina, seriralina, paroxetina, venlafaxina, 

Sduloxetina, dapoxetina, ontre otros a sus sales, adomÆs do ser coma Un 

mØtodo terapeutico do prohibido patentamionto a Is luz do las norma 

andinas, carece at rienas do rival invontivo, par obra del conocimiento prevlo 

de todos los constituyentes que as administran an dicho metodo. 

En ofecta, el solicitante en Is momaria descriptive do Is solicitud colornbiana 

an tramite. admite qua el gaboxadol as council y quo so describe en 

documentos coma Is EP 0000336 81 y EP 0840601; par so parts los 
/ 

inhibidores do Is roabsorciOn do serotonina SRI y agunas combinaciones 

los contionen, tambiØn han sido revelados an documontos coma la solicitud 

intornaciorial WO 01141766 Al (14-07-2001)! anterioros a Is fetha as 

publicacion de Is solicitud colombiana en tramite. 
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32. Por so parts. Is patents europea EP 1 254 668 A2 publcada of 6 as 

noviembre de 2002 y titulada COMBINATION OF A SEROTONIW 

RELJPTAKE INHIBITOR AND A GABA-A ALPHA 2/3 AGONIST FOR USE 

IN ANXIETY AND DEPRESSION", revere on metodo pare tratar Is dopresion 

pJ&?nsiedd en Un mamifero, incluido of huriiano, caracterizado per Is 

adrninstraciOn de on agonista GABA A alfa 2/3 con on SB!, en cantidades 

adecuadas que permiten tratar is ansiedad or Is depreson con one eficacia 

aunientada. 

Adicionalmente, en Is pagirla 3 do oste documento so describe 

100161 The Oompes’tns or he presenr invenrn are especia!ly useful for the trealmeni or depression, especially 
� rectcr) het sO5 0! trie us qA an ilepressanr or anxiolytic agen!, respective1. is generaly pre-

scribed. By re use of a combina!s of  GABA-A arpdia 02 shorthand an SRI anlidepressant agent in accordance 
with re preseni ine’tion, it is possible Ic treal depress, especiarly reIracioydepiession. arworanxiety in patients 
or whom convenhonal ar epcesatot atianm Scp  nuchat Woneu sttsMtr whme a$asm onset 

or action is fleed. 

Supone Jo expuesto quo Is solicitud en trÆmute busca resolver at  mismo 

probterna tŒcnico quo 
va 

habia atoridido a patents en creation- equivalents a 

Fe sojicitud internacional WO 04/112786 P2-, al punte the descæbirse en Is 

pagina 4 at final del pÆrrafo Ic siguiente: 

In addition, gaboxado{ may be used to augment and provide doter onset of line thampeutic 

etThcr ofssroornin renzptake inbibitors, inparticular citMopnnni and escita!opram, 

to has now suiprisingiy been found that gaboxadol maybe used to augment eiid provide 

faster onset of the therapeutic effect of serotonin reupwke inhibitors. 

in one aspect, the invention relates to use of gahoxadol for the preparation of   

pharmaceutical composition to be used in combination with a serotoninl ’euptake inhibitor or 

any othen coniptiurid, which causes anelevMion in the level of extraceflular seroloflin. 

Es evidento, per Ia expuesto, quo tanto he anterioridad moncionada como Is 

solici%ud en trâmite buscan proporcionar una formulaciOn farmaceutjca que 

comprenda on agooista de G.BA-A alta 2534 on inhhoidor do Is recaptacion 

de serotor,ina (SRI), quo permite on nicio ruas rapido del efecto terapeutico. 



Pare complemenlar Ia anterior as imparlante resaltar qua Is patenle europea 

antre loss compuestos referanciados coma agonistas de GABA-A alfa 23 

inoluye a gaboxadol, ganaxalone fengabine, entre otros y quo son 

combinados con compuestos SRI qua Si died as &erto no San Ids mismos de Is 

solicited coIombana on tramite, no to as merlos of hocho qua an ambos 

documentos Se hace referencia ala combinacion do Caboxadol y on SRI. 

Es clam entonces, que to solicitud colombiana on trØmito y an consecuencia Is 

combinacón atil rovelada, carece par  completo de nivel nventivo dadas ]as 

evidentos similitudes encontradas con Is formulaciOn propuesta an Is EP 1 254 

�668 A2, 

En Ic qua respecta a Jos dosis de gaboxador rovoladas an las reivindicaciones 

4. 12, 26 27, 42 y 43 do Ia solicitud oclombiana an tramite y qua corrosponden 

a una cantidad qua varla beads 2,5 hasta 20mg, tel come 5 hasta 15mg S 

gaboxadol par dia; o qua comprende gaboxadol an una cantidad qua varia 

desde aproximadamente 0.1 haste aproximadamente 2.5mg, carecen ¶an%o do 

novedad coma de rival inventivo puesta quo Is solicited europea tenths iecos 

mencionada an an reivindicaciOn 9 senala: 

9. A pharmaceulical composition according to anyone of claims 58 wherein the amount of the 
snr 

antidepressant, 
or pharn\aceuItall9 acceptable salt thee&. in saId toposion is hon about.5 ,lig It aboA 1O mg and IN 
amount of the GABA-A alpha N agonist or pharmaceutically acceptable salt thereof is From about 0.! mg to about 
500 rag. 

3.3. En adioion a to doscrEto antoriormento, as importante resaltar lo revelado on Is 

soWtud internacional WO 01/41766 Al publicada el 14 do hunts do 2001! de 

titulo: THE COMBINATION 
or 

SEROTONIN REUPTAKE INHIBITOR AND 

IRINDALONE’, ones on este documento tambien as busca obtoner and 

combinacion do un fŁrniaco coma irindalona con Un inhibition de Is rocaptaoOn 

de Is serotonina (SRI) ) seleccionado de citalopral escitalopram, 

fluoxotl tiuvoxamina sertralina paroxetins, venlafaxina. dapoxetina, 

nefazodona, entre otros, u otro compuesto, el coal Drovoca area elevation 
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on of nivel do serotonina extracelular, Para el tratamiento de la deDresión 

y ofros desordenes afectivos 

Nuevamente as imporlante resaltar que Se esta frente a Is misrfla finalidad 0 

solucion que propone Is solicitud colombiana en tramite �equivalente a Is 

solicitud internacional WO 04/112786 A2-, pues We describe en Is pÆgina 4, 

parte final del pØrrafo, In siguiente: 

In addition, gaboxadol may be used to augment and provide faster onset of the tharapeutic 

effect ofserotoriin reuptake inhibitors, in promoter citalopram and eseiSopram. 

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

faster onset of the therapeutic effect ofserotoniu rcnptske ithibiters. 

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

pharmaceutical composition to be used in combination with a serotonin reuplakc inhibitor or 

ally other compound, which causes an elevation in the level of extracellular serotonin. 

Es necesaric concluir, entances, que tanto In anterioridad explicada coma an Is 

solicitud en curso buscan proporcionar una forrnulaoiOn farmaceutica que 

compendia Un compuesto bien sea Gaboxadol 0 Irindslona y Un inhibidor de la 

recaptacion de serotonina (SRI) que es capaz de elevar el nivel de serotonina 

S 

En consecuencia, Ia solicitud an trÆmite no esta resolviendo Un nuevo problems, 

pues so limits a realizar otra combinaciOn predecible, que al igual que Is de Is 

revelada an la solicitud internacional rnencionada, puede potenciar Is accion de lost 

farm acos - 

3.4. La siguiente publicaciOn cientifica tambien evidencia el use de Gaboxadol 

TPI (4,5,6,7-tetrahydroisoxazalol5,4-c] pyridin-3-ol) y so posible uso con otros 

farmacos, los cuales pueden incrementar la actividad de las composiclones: 
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Pharmacodynamio effects and possible therapeutic uses of IFlIP, a 

specific GABA-agonist1. 

THIF (4S,67-tetrahydToisoxazoot54-cpyridin-3-or) is a potent and specific 

GABA receptor against which does not influence the G4SA uptake system or 

GABA metabolizing enzymes. The specificity for the SARA receptor is also 

demonstrated by rack of action on rnor,oa,ninergic, cholinergic, histaminergic or 

opiate receptors. Since in recent years GABA receptor sGmutants-aniong 

others TH(P�have become available many have speculated as to what clinical 

indication G4B4-ergic stimulation might be an important element. The first 

suggestion was that GASA-ergic drugs by an inhibitory effect on the dopamine 

neurons would improve the antischizophrenIo effect of neuroleptios and improve 

receive dyskinesia. Furthermore, studies on brains of deceased Parkinson and 

Huntington’s chorea patients have demonstrated a row level of GABA and its 

synthesizing enzyme grutamic acid decarboxylase (GAD) in the basal ganglia. 

Also in epilepsy and diseases with dementia a deficit in the GABA ssteni has 

been proposed. Therefore a therapeutic strategy for these diseases may be 

supplementary treatment with drugs which increase GABA receptor activity. 

Furthermore, recent results In humans have shown that GABA agonists 

perhaps also could be of benefit in mania and depressions. When considering 

the neurophysiorogicar e’ements of nociception and muscle tone it is also 

reasonable to suggest that GABA-ergic stimulation may reduce pain perception 

and muscle tone. 

3.5. Per Orion, reacro que is solicitud coiornbiana an trSmite pretende el 

patentamiento do on metodo terapeutico (reivindicaSones I a 8) y on use (9 

a 35): 

En este punto as del used recordar que. segn at articulo 51 ic Ia DecisiOn 

486, of alcance as as protecciOn contends par he patente estŁ determinado 

per at tenor be ias reIvindioaciones’. La clar9 e nequivoca redacciOn 

transcribe demuestra, sin ms, que Is protecciOn soNcitada an as 

reivindicaciones 1 a 8 versa Unica y exciusivaments en at mØtodo do 

tratamiento an cuestion, sin qua sea dado realizar interpretaciones diversas 

sobre or alcance pretendido. Una simple hectors the dichas reivindicaclones 

Otn,stensen AV: Svendser, 0; Krogsgaatd-Larsen P. Phamiacodynanirc effects and possible 
therapeutic uses or wi a specitc GAB-agor4st. Pharmaceutisolt Weel<blad. Sherri Edition 
[Pha,rn Weekbl Soil 1982 Oct 22: Vol .4 (5), pp 145-153. 



demuestra qua & objeto de Is solicited as on metodo terapØutico para al 

tratamiento humane o ann1a!, exclude expresamente de is po&bilidad de 

obtener patents segün el arlrculo 20 (d) de Is Deci&an 486. 

La expuosto supone quo ias roMnthcaciones menconadas son naceptaIles 

a a luz del ordenamlento subregional andino, par Ja clara a irlequivoca 

pretension de obtener exclusive sabre on metodo de tratamiento, curie 

patentamiento osth expresamente prohibido par Is norms citada. 

TambiØn son inacoptables as rSindicaciones 9 a 35, dirigdas & uso  do 

one coniposciOn, plies asta categoria no estÆ include an or concepto de 

Productos o Procedimientos’ qua estabrece at edicuro 14 de Is Decision 486 

do 2000 Lo anterior, edemas, an consonanca con Js reiterada interpretaciOn 

de la SIC sabre este punta. 

En consecuericia, me perrnito reiterar qua son Si Jos USOS 0 mØtodos 

torapeuticos fueran permitidos an nuestro medic, Østos deberian cumplir 

necosariamente con Jos requisites materiales ia patentabiridad, novedad, 

nivel Inventive y AplicaciOn Industrial  

Aunque a Is ausenca S us dos primates nos homes referido va, cabe 

desde ahera snorer quo at ultimo results de imposible cumplimiento, an tame 

Is reproduce/On industrial del USC separado, combnado a secuencial de 

medicamentos pare tester cierhas patologias as del resorte do Is profesOn 

medica y no de las actividades indushriates. 

De igual manera as importante rosaltar an este punto de Is solicited que, Si la 

novedad y el rival inventive estarl dados per Is combinacion de dos gropes 

de principios activos an one formu!acian farmaceutica, y a so adniinistracjOn 

come pane do in metodo terapeuticc, no race falls set on experto an la 

niateria pain saber qua at efeoto sinØrgico pretendido estÆ dade POT a Macto 

combnado do as, prncipios actvos, oæentado & Inge de in resultado mayor 

at qua prcduciæa Is some del efecto do coda one de glios andividualmenta 

cons Id a ra do 
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En farmacologia y en a industria tacmacØutica son muy comunes 

conocidas las combinaciones do varios farmacos, y para ella existed 

multiples ejeniplos que no viene al caso mencionar, debido a all amplia 

duIgauiOn j uso. La combnacOn de up compuesto corilo el descrjto an la 

solicitud colombiana con ono tipo de agents como los mencianados en 

dichas reivindicaciones Uene Pa misma finalidad que an to expuesto 

anteriormente, esto as, honer que el efecto an el tratamiento de la depresiOn 

is ansiedad, sea mayor que aquel qua se obtendra rnediante Is 

administraciOn individual de los componentes. Para el caso an cuestión no 

solo son coriocidos tales componentes, 5mb que es absolutamente 

predectie a posibilidad de su combinaoiOn y is obtencion del efecto 

sinergico pretendido. 

EJ despacho deberla consjderar, ademas del conocimiento individual de Jos 

componentes de Is cornbhaciôn larrnactutca pretendida, Is predeciblidad 

del preteridido efecto sinergico entre ambas sustancias par obra de la 

compatibilidad y compternsntariedad de sus mecanismos de acciOn y del 

tratamiento de Ins sintomas 0 diversas rnanifestaciones para una patologia 

detern,inada, razon par la coal is caracterizaciOn que 00$ ocupa carete vie 

nivel inveritivo. 

Psi as cones, y con ftjndamento an los argumentos expuestos a to largo dot 

presente escrito, respetuasamonte regard Is soPicitud para que su despacho Se 

abstenga de conceder eJ privipegia de patente saltcitado, y orders an 

consocuenca el archivo del expedients respectivo. 

IV. FL)NDAMENTOS DE DERECHO 

Son funrliannerpos de derecho e) Captumo I, articulos 14, 16, 18  20-d (Requisitos 

de Patentabilidad) y el adicuPo 42 (Oposiciones) de a DecisiOn 486 de 2000. 

V. SOLICITLJD DE PLAZO EXTRA PARA SLJSTENTAR LA OPOSICION 

En desarrolPa de Jo dispuosto par el arliculo 42, incisor 20 do Is DecisiOn 486, 

solicito comedidamente a su Despacho el plazo adcJonal de assents class para 
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ustentar Is presonte oposicOn. Para los anteriores etectos, me permito arloxar Is 

constancia do page correspondiente. 

’IL PRUEBAS 

Ruego quo se reirgan coma tales, sin porjuicio do qua of Despacho considers 

oticiosamente, en particular its las allegadas par at suscrito a loss expedientes 

rnencionados an este ascribe, las sguentes: 

6.1. La patente europea EP 1 254 668 A2 pubricada el 6 do noviembre do 2002 

y titulada "COMBINATION OF A SEROTONIN REUPIAKE INHIBITOR 

� 
AND A GABAA ALPHA 2/3 AGONIST FOR USE IN ANXIETY AND 
DEPRESSION g 2,3, 9 y capitulo roivindictorio. 

6.2. La solicitud internacional WO 01/41766 Al publicada of 14 S junio de 

2001, do titulo: THE COMBINATION OF SEROTONIN REUPTAKE 

INHIBITOR AND IRINDALONE. pâg 24, 8 y capitulo reEvindicatoria. 

6.3. PubjicaciOn Christensen AV; Sver,dsen 0; Krogsgaard-Larsen P. 

Pharmacodynaniic effects and possible therapeutic uses of THPI, a specific 

GABA-agonist. Pharmacoutisch Weelcblad. Scientific Edition [Pharrn Weekbr 

Sci] 1982 Oct 22; Vol .4 (5),Abstract. 

I. 
I VU. ANEXOS 

Para efectos del trthmite corresporidiente, me permito anexar at presents escnto 

Jos siguientes arlexos 

1. Certificado do e,dstoncia y representaciOn legal do Lairanco! S.A. 

2. Parlor para sctuar. 

3. Constancia do page de Jos tasas do tramitaciOn do oposiciOn. 

4. Constanda do p290 pare sustentar Is solicitud do prorroga a quo as refiere ci 

articuro 42, incise 20 do Is Decision 486. 

5. Carlo para corner traslado al solicitante. 

6, Los mencionados or, of scapite do pruebas. 
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VIII. NOTIFICACIONES 

El suscrito recibira notificaciones an a secretaria de so Despacho o on ml oficjna 

ocazada an a Carrara 17 No. 66-23, Oficina 205, Fax (1) 6212542 de esta 

ciudad. Lafrancol SA., (as reciblrØ an sus ccc’nas oca(zadas an a Garrera 1 M 

46-84 de Cali. 

Seæor Snten 

� 
JOSEJJ.Jts EYES VjLLAMIZAR 

CC. 79!5 473 de Usaquen 

1P.A. 4465 do C.SJ. 

� 
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DfIlce european des brevets EP 1254 668 A2 

(171 EUROPEAN PATENT APPLICATION 

Oa plhhcetion.. (51) an Cl .7: A6IK 45106, A6IP 25/22, 
00.11 1002 Bulletin 2002/45 AOl P 25/24 

chicoll yffi2sli 

(22) Date of fill rig: 6.04.2002 

(84) Desiqnared Contracting States: (72) inventor: Howard. Harry Ralph, Jr. 
AT BE CH CV DECK ES Fl FR GB OR Eli LI LU Pfizer Global Resnspth 
MC 4IL WV SE IR Grown, ConoecOcut 06340 (US) 
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UK Patent OePartuerll 
(30) F’rteriry: 01.052001 US 267821P PIker Limited, 

Ramsoats Road 
(71 pctllcant: PIize pdri WE, Sandeith, Kern Cria mu (Os) 

Grotopi, &onnoctlut 00340 affin 
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154) Ccsnbnaton

 

of a serotonhi reuptako alefaltaw and BGABAA alpha 2i3 agonist for use in 
anxeW and depressIon 

/ The recent nve,t tion relates to a methc@ If to pharniaceuticat conlpoitions cofltsning a Thai 
in, It no  depreseien or a niety in a mammal. Iplcludi rig a Ceutically acce ptoble carrier. a GAOAa alpha 2)3 ago 
Iltrr, n - by ad ni lii fteri ng to the teammaF a GABA-A sk net  and an SRI antidepressant coat’ F. 
pMo 2Y3 agorest in nymbini sm an SRI antloepres- - 
Sent aen t with ire prove merit in efficacy It also rel ales 
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In 
I. 

Ar 
Ep1254flsA2 

is 

Oescrip lion 

6ani,io U Pd Of The I nventioFl 

cog 1 TI  present invenlAon relates to a method of Irealing analety and depression With improved efficacy in a 
an FInal. i noludi ng a human, by ad of nistering to the mammal a CABA-A alpha 2/3 agonist in combpnation ,in a 

Sc rn!oni n reu ptake nhibitor (SRI). J t also reJates to pharmaceo tical c.omposflions conialning a phanasce ufically cc-- 
�:;s/iTa hie r;s Friar, a GABA-A alpha 2)3 agonist and a serotoni n reiipbke inhIbitor SRI). 
Imago Ma(or depression is characterized by teel,ngs of All sadness and despaIr, mental slowing and loss of 

I’ coriee nira Lion pessimistic worry d0itation and selt.depreceOn. Physical dianges also occur, es pedatry ,n severe Or 

melancholic" depress’ on These indtjde insonl nla or hype,s osnnia, anore 5w and Might loss (Or some ti Fees overeal- - 
,,g) decreased energy and fund  and disruption of nomial Cut rhythms 01 sclpvite body temperature, and many 
enocdne functons, 
[0003) Sorotonin Select ye Re uptake Inhibitors (SORts) curls nliy provide effIcacy in the irealment ci major depressive 

F, d iscrd Cr (MOD) and are generally perceived by psychfatuists and phn’sry care physicians as effeclive, weJl-tserated 
In, many somnolent  However, they are esscc&ted with lindesi ra ble features, such as high lnddence Of sexual 
dystu notiorl, delayed onset of action and a Was of non -responsiveness estimated to be as high as 30% (see M. 
sJitl in. ’los mal of Clinical all ry, 1994 55, 40.4 13 and F. T Seqaves, Journal ot Clinical Psychi atrv. 1902, 10 

eE), 4.10) Painful and clinical evidence flas Indicated mat the seulJ Cl dyslu notIon associs ted sq8i SSRP therapy can 
2li be reduced through the us, of serotoni n reu ptake inhIbItors SRI) and Al reuptake inhibitors (0 RI a). suds 55 

buprop ion (See A. K. Asnton. Journal of Clinical Fsychta , 1998 , 59(3). 112-115). Furserniore. the corn b,nation Of 
5H’, aria PHI may hasten she on eeL ot action as wet symbol  reLief to refractory patients, possibly through a eyne rgisbc 

’Ile cha nit Fe (sea R. 0. urshall of 11, Journal of Psychopha rrnacoloqy, 1995, 9(3), 284,286) and prove beneiicial in 
thu lros tmenl of substance abuse and attention deficit hyperactivity disorder (ADHO) according to aar.i Os man of CF. 

lynalof thernoyican scactersv areas And Adoloscent Pecholog. ’995, 34(5), 649 and Shekim et al, Journal of 

eruni!sa led Sir Dis else , 1909, 177(5). 296. 

Cl The nereon 

00041 The pro sent !nven Lion relates to a phansaceutical composition for the frealfnent of depression and anxiety 
c<r’.ociene; ta a coraprainFi tha& summer, agtkvtly, ass Seroflonln Reuplske lnhib’ior, or a phormaceulicsly acceplable / 
saIl thereof. to) a GASA-A alpha 2/3 agonist or pharmaceutically acceptable sell thereof: and (C) a pharnssceu ti sally 
acceptable carder  wherein the aclive agents a" and By above are present in amounts that rensle r the rIeni postlion 
etdec;U’ie in [vesting s�epe*U, anxiety AT PTSSS)On refyselory totseatmentwmi,aomonsl aflodepreseani olerapies 
alone 
[0005] This invention also relates to a method of treating depression or anxiety in a rsanimap comprising ad m,nis- - 
ti.Fr.ng Fr) said oaamossl, ceegactiv&j, an ar.siQt or tl6epy ante nnsc,)ntrjt a pfiaimaoeutinai conipodmon 

coisipri eng: ma Serotonin Reu pta ke Inhibitor (SRI) corrçoijfld her eshib its scfvity as an anvdepressant, or a phar-- 

acn litic011y acceptahle salt thereof: to) a ’SARA-A alpha 2/3 agonist or pha rrnaceu ticall V aceeptaDle salt thereof; and 

c) pti;srrs.sceuticolJv acrephof carrr; ehwr*t tt\e acltve aersto a aod "b sbosa bra PTSSCM in arntwnts that 

end Cr the composition effective in treating respectively, ansiety or depression w]tb inor ovemen I in May efficacy 
.1 c:hie sed by slither t:Currently individ,i ally. 
10006j TIas invention also relates to a niethod of seating e0xW or depreusion a rsaIW[iat. convlsing sdretnts 

I] Fig to "Id nra tiniar: (a) a Serotoni n Remake Inhibitor (SRJ) compound that eshiblts activity as, respecdively an 
liii as’ .. ant, MY pharrsa ceutical ly aeptable cart thereof: and ) fa OABA.A alpha 2/3 agonisl or pha rrnaceuably 

iic.: mine lr salt thereof: woerein the aclive agents a" and be sorwe are pre Nlneoaoeurtltiatrender thet0tiJrr[C’ 

I f He two agents effective in treating, respecavely, enuiely or depresston with improvement in thus efficacy adsieved 

I  is itber e.o]npossen t mood ready in the Ireatment of anxiely. depression, especially refrar.tory deprt. 

100071 it ’MI I be appreciated that when using a combinsbco memondommallsomal. retested to Iae5tdlateiy 
*1 tiove for the CAEA.A alpha 213 agonist and the SRI antidepressant wilt he Administered to a patient wIthin e red-- 
,eon,file period of tim Then compounds may be in the 55016 ptsarrsaceuticaily acceptable carrier and Iherefelre edniin- - 
;slered dli’ Offal .. Sly. They ni cy be in sepa rate pha paaceu tifial carriers such as conve olional oral dosage forms that 
are taken siniijlosneousJy The terti corablnl. as used above, also refers to the casa Where the Compounds are 
proof tJ s, ueparale dosage form a and are 5dm in islered semi Therefore, by way of esani pie. the Sit I Cam,  

W’ pF IF sse OF agent niay be adninistersel as a tablet and then, within a reasonable period 01 Li ll am Barry  aloha 2/3 

a :Jon. St may he ad rein isre red ellher as an oral dosage form such as a tablet or a fast -Seoul oral dosage from  BY 

a "tact di sun lying ors I formulator i  is meant, an oral delivery torn whica when placed as the tongue of a patient. 
snlses’’,sithin about l.ec,onds, 
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100081 The compositions of the present invenon that contain a OASAA alpha 253 agonist and an SRI anedep as sani 
are useful for the treatment of analogy and depression, especially refractory depression, As used herein, the term 

pre usion includes ii epressive disord eve for esa mple. sIngle episodic or recurrent major depressive disorders. and 
yc Momentarily ii epressi we neurosis asic neurotic depression: niS ancholic depress iot ij,oiu ding anorssss weight 

he  cia and early morn in g waking, and psychomotor retardation; alypi cal depression (or reaches depression) 
no i.’g ;ncreased appetite hypersornnia psychon,otor agitation or ltd tebility. anxiety and phobias, seasonal affecliwe 
If ..;n!i!Pre or bi posar disorders or nlanic depression, for eganl pie, bipolar I disorder, bipolar ii disorder cyciothyni ic de-
(ant oheessi ye, compulsive disorder [000). 
(0009] Other mood disorders encompassed Within pay tern, ’depression" i nsdude dysihyrnic disorder with early or 
aFo 0" It and with or witi,nLms atypical features; d ersenta of me Aizheivners type, with early or tate onset. eMh depressed 

rsO’st. vat Cu lar den’ en tic with depressed mood, disorders induced by alcohol, amphetamines, cocaine, hallucinogens  
i Oils lantu. diploids pnencyciidfne, sad at yes, hypnotics, an tiolylics and Other substances; schtsoeffecli we disorder of 
she Ili rested type; and cdi u struent disorder with depressed mood. 
ICc 101 The composmim ores of she present insenhion that contain a GABA-A alpha 113 agonIst and en S ES tare useful for 
she drum m isef freasrueni 01 anxiety As used herein, me tern, haul includes anxiety disorders, such as panic 

sorde r ILL or without agoraphobia, agoraphobia without hisloiy of panic disorder specific phobias, for exampld 
sped ru; moral phobias, social phobias obsesSive-compulsive disorder, stress disorder; including post- traumatic 
stcoss dw2niec ard esutmite sMess fi,dep, and genei&sd ansisty dissedeis. 
[00111 "0 enereli tart aiixi sty" me assay donned as an extended petiod (S ,g.at least six months) of excessive anxiety 

20 or worty with syni 
p 

.0 n1 Soil mOst days of hat period,The anxiety and Sony is d file tilt ho control and may be accompanied 
ny resli esr,ne Sc being essily fatigued diffics ity concent,ahing, capacity iity, muscle tension, and d istorbed sleep, 
[fbi 2] pa ow, di corder’ is des ned as the presence of reoufreol panic attacks followed by al least One month of per-
elf ,l and ixyice m about having another panic. attack. A panic attack is a disete period in which there is a sudden 
"vet ell iotan Sc apprehension leadurness or terror, Dull a panic eftack the indkiduai may expe dance a variety of 

inlitoiir,I 001 tid sip paipitarion 5. sweating kembling, shortness of breath chesi pain, nausea and dizziness. Panic 
u,. vs mrtmr may occur with nr ci shout ago rsphahi a, 
LOCI 31 "Ill iss" includes agoraphobia specitc phobias and social phobias. "Agoraphobia’ is characteuized by an 

shots being in places or ellijalions from which escape might be dsfflcu II or embarrassing or in which help may 
fit I he normal ole in the evens of a panic attack. Agoraphobia may occur taihout history of a panic ellack. A - specific 

31 ptmc’h ia’is ohs rac ted zed by olin icafly Si gncant anstety provoked by feared objector situation. Specific phobias include 
sits ;11111111 stibsype 5  an irval sype, cued by a nina isor insects: natural envi rons, ant hype, cued by objects in the nature I 
reroncrom fo: exairl plc ssormv Llanelli blood-i njection_iniury lype. cued by the sighi S blood sir an injury 

or tic scsi rig or receiving an iiection or other invasive medical procedure; aitiatonal type. ajed by a specific situation 
sucr as pu Ni ci ra nsponat on. tunnels  hodges, elevators, fiyir. Scene enclosed spaces; and other type where fear 

35 1,i :;uemt by nsher cli ni II . SIll phobias may echn be referred 10 as simple phobias. A addial phobia is characterized 

ol 111111,11 y significant anxia!y provoked by exposure to certain types of social sir perfonsance circumstances, Social 
phobia may sf50 be hatere to as social ansiety disorder. 
100141 Of n crane iety disorders encompassed within the tern, "anxiety’ include anxiety disorders induced by alcohol, 
eni iceta ni in rn caffeine, cannabis. cocaine, hallucinogens inhalants  phencylid me. sedatives, hypnotds. ensiolytics 

’ci’ rrhomersummunin, and adj ustnient disorders seth an siefy Or eath miued anxiety and depression. 
[001 6) Anxiety may be 

p 

ieveni with or without other disorders sects as depression in mixed anxiety and depressive 
eisci’tlr is. ’she processor, of the present inveneon ate therefore useful in the quick-onset treatment of anxiety with 
is’t,iltout er,ct’cn,pariyirig oeprason. 

iS 55151 The cons positions of the present invent on are especially useful for the I malrsent of depression, especially Th 

.55 !efractnry depression or anxiety where the use of an antidepressant or ans io lytic agent respectively, is generally pre-
bed. Both use of a i:onsbinehion of a C?BA-A alpha 2t3 agonist and an SRI anedepressant agent in accordarwe 

elf this ssresent inveillinic. iris possible to treat depression, especially refractory depression. andlor anxiety in patie nis 
fc.’i’,ciioio ci unve r U onal are  a pressant or antianxiety therapy Might not be wholly successful or where a faster onsetJ 

is needed. 
"I’dd 7 .be tern treat’neot" as used herein. relers ho reversing. alieviahng inhibiting the progress of or preventing 
;he cIiscc,’here or rnodition to svtiieh such tenxs ais, or one cc astore tnlpto’ms of suctseoodttsn os disorder, the tens 
’tie ,’.ecc" freeholder refers to he act of treating, as frealinq is defined immediately above, 
[00 181 -.,more, of Serisfonmn Reuptake Inhibitors (SRI) mat nay be used in the method sand phsrmaceutcal com-- 
lit, chosen of this invention  are compounds O the forms 
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HH . Di chtorc phenosy i-S.] 5.methyl-( 1 2 31miadz4-yI (-benzyl]_rsethylami ne: 

-(3 4  Di chnpheIInsy> 5(2A -d irs eth)IDxazoi-5 I ).hanIJ.methyIamine; 
34- F)! rhIo phenoxy)- 5-12 .4-dim ethyllhiaoI_yIenzyiJ_methyiSICine; 

2-I :1.4 
- Di ch’orophellnuy)’ 5-] 11. 41tria col- 

l 

-painful memparrice  
.4.. ThcbIncCl\e;alsy methyl4 ,2 ,4Wi3101- I -ylbenzl).neØmwi0e: 

4_C hll,rnp be noxy1 S a 9 ( Irbil2.4] thazol- I -sl)-benzyJ]-meIhynline; 
2-14 ..0 hiorop ho r,nxy)- 5. tetrasnl- 1 -ylhenzyiJ-methyi amine; 

[1-14.0 nlnrnp he 111hisIS. methyItetraz- I -yl (-benzyl] .dimathylamine; 
[1 -(4-C I:InrC)P henoxy 5-El. 2,4] triazct.4.yI benzyII-dinl ethylam me: 
1. (4-Cs Is ml] henozy (.5-il - methyl- I H-teazoI-5.yP benzyl}_dimethylamine: and 
1 .-]2-( 3.4_ Dk:Jllnrophenou y(_S_(l me my i-I h-thtrazol-5-yI ]-phenl]- ethyl) -thmethylamIne. 

(0i defend CIagsa,s of a OABA-A alpha 2)3 agonist that may be used in the compeaioons and niethods of the  
I nyc p111w hi (he fail lowing co mpou nd 

unipsafor(4.5 6 7- tea-a hyd roi toxa zolo[5,4-*yrid I 
contraction 1311- hyd rouy-3 (C- methyl -’preg nan.20-one]; 
oral 1151 (2-]th!l LVI p1 ino)-(2 -thlorophenyl (methyl]-4.dilorophenol]: 
2- lO-rs elh oXYPPaIyl -2. 6.7 - S 9-haxahyd rO-pyraWoI4.3.cdnnol in.3.one: 
7- cylcSiii ulyl I-(2 .methl -2H- 1,2 A -triazol-3-yl wethoty)-3-phen5l-1 2A-ldaz0]4 .3-b] pyrldazlne; 
3-flu oro.3 -nieth yip"Mnyl 

- N- 
( 

I -]]2-methylpheyl)meThylI-benzimi dasol-2-ylniethyIN-pe nlylcarboxa wide; and 
:1 - i11111115 runcy Ihesanoic soyl - 

batch Description Or The a-:l,enffon 

]035 41 rhe ’oil oulny afere,ices rater to novel his For ether d aLive lives j aelul as monoamine reu ptake inhibitors that 
� 

111,1!. t Cdi I! ly as a So kitouli deuptake Inhibitor and that csn be used - in combine Lion with a CABAa alpha 3 agonist 
Iha ph nrnlaceu tics I Co 51(105 lions and methods of this invention, and to methods ci prepa ring he san’s: POT appli-- 

men No  PCI .1600,C 
.i 373 riled Sc Pt 27, 7000 and PGT application No, PC111800/001 05 flied Feb 7. 2000, Uniled 

.50 s(,- lea Pa tent NO tutorial  issued April 19, 1007 refers to phenylthioa ralkylamines and 2-phenyllhioben4l arni nes 

lt. are active as alThwlhythmlct 
(0045] 50() 07! 17325, I na- r ,ational Publication Date May 15, I 097, refers 10 derivative a of NLN-d imebiyl-Z- (ar)4lhio) 

hen cvi aOl ill e wh,ch sal actively Influence serotonin Iranspod in the cc olral nenous system and are useful as anode. 
CC !15 nta. 

004l3l LIpited Smauss 1110 Per ary, a-stied LttwcJI 2, I0’&%, sod tinted Wal Psteps L43Q063, issued JIll1 4, 
193? . left  to Phi usual  ItC rivatives which have UNITO In the treatment of depression - 
[00471 II l,i Did S tare a Patent 4161,520 issued July 17, 1979, raters to pyrrid me dehva byes fact possess antic. 

his, ..otere-nic a.’a :iya]I,ipelliic activity. 
[0046] sJnilod mcdo :a Provisional Appi icaboss N060/121313. filed Februy 23, 1999, refers to Par  ethers that have 

an. ac’.ls it  a- In crude curate lit boTh seroton in and dopami ne - The foreing became and patent prices are In  
la(e:r oureir! by ’Pifarell:e musical 

[0049J - he SIP ant ilt epue sIlan Es of the formula I can be prepared as described in the following patent application. 

If 1 1 1 .5 read red to atunve Cl ,no incorporated herein by reference in its entirety; POT appliiaeon NO. P0111500)01373 

tori! tIC I 21 7000. Sol antidopre tsaflts ci Formula II can be prepared as described in the feature patent 
(I) above end ficolpola ted hare by reference Irt Its entimt1: POT applice Lion No. POT) 

llvin !Uall 0S tilaili FOh:[J503- 7.2011th 
1 he GABA-A a :p ha ’1/3 agon ists that ban be used, toge,er fch an SRI antidepressant agent In the ph arms-- 

Ir500si Ii on a 51,115’. otbnd not this invention are Thatm pounda and abnormal ae ptsb salts do-
Fear) 

C l:rIL-elt a-! a- f:il lt,o rig ree 

to

551111 14.1 ii - 7..w. ’rho) 4 r isouazol5A cE pyrid in-1 claimed in UP 54  036290 issued (3-10-79] and US-
278.til’S :551.551 C. 11 bf 
in 55fi.o.Cr;’3.. lnous,3(3-need Sn-pregnan-20-me) claimed In DE -2, 162555 issued (6-22- 71)a no US-- 

I?h:! -121] i!:s;:e.di._i_2?_ DO) . 
P*lI......  i . ma  !lI rio 

i 

-{.2..chtorophenyl ]melMl]-chlotophenol (claimed in FN-2,475, 543 issi pea (5-14-81 and 
:.I-.4.,i!l!l.S3-J isa,.lc-:l (C .Joe - 

-!iCI tios sf1? iof  .5 6,7,6. 9-tlexahyd 10  pyrazolo[4 - 3-ponnalunboday claimed in WO.99/0039 1 published 

-: 1 -7 -dill CIII:! ’S-d,’ilc-.o:to issued (4,12,00): 
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100771 V/ti en way  lered in eoni bi nation either as a agta c as seperete ptaim,cemo  I 
GA l.a .. A ,iIrha zt:f eqon:i.i ann SRJ antJdepressant agent are presented in a ratio which is conerstent s1)P1 the man-

a on of the s CCIII-: d effect. Interment, the Add by Weight of the GABA-A alpha 2/3 agonist and do, S Rb linde. 
Pt ..Cia’ eiarit will las teDdy be berwee.a 0.0111 to I and III end especially between 0.01 brand hotel 

debt As used he rein tile lerna �mammal’ End tides moral, of enomlc inlpo,Iance such as boelne, ovine and 
hall I! di me  S. espoiya vJaose her qnad Lice ateat � ea we s*pste . tats and dtgs. spoitt annals 

I i. ZOC unIt -ale a .bilnians. the lafferbeing preferred. 

Acon t � ala ii ,an coil ii, ena a raindrop mate shlbita acevity, respecheely, as an SRI antidepressant, or a pha flaw 
11I !y aCcii1i table t it thereof: end a GAOA-A erpha 2/3 agoniSt nradd wonderful acceptable SOlt thereof. 

Id 2 A name  las I i.:,i-, accord Dig to cIapm I � of the SRI anhdeprassant agent, or astronomically acceptable call 
Mitre atre ...Aed fc1’an ccoagounds ol ttwarela I, and ththr pbamlooeIJcSey acceptable Salts: 

Ra RI 

a Fire 

1n tifianyl nt .1) An )d  ohs n/i ring S can each, independently, be replaced by a naphthyl groi’p and wile An 
ran ii ProfSilt! A is r Inc ace<t by, naphthyl groep, the ettleres ogen of ttoacttcare I and the random to Cehfch 
5:’ iCC coil S.’ P Ia, C ifachell, are allached 10 adjacent no carbon atonis of the naphthyl omsip and neither of 

a  onto ii. �allq ole Don antmg is aJeo adiacent 10 a fused ring caibon alom Of said Carl group: 

:red Illa.-e. aol ecaed ’ndepe iudently. someone  yvo and thre 
and P2 are s  . independenfty, fcore tiog�n çCC4)*f. C2C nl, and C2-C4)avKyfl, t55 

L cr: to  03o h, With the nitrogen to whrch they are attached, form a tour to eight memberOff saturated dog 
n,ai.,lI-i - r.g nnCr!’ Iwo, neteroatorns tilclu ding the nifrogen to which R1 arid R2 are attached, wherein the second 

Innocenti  ache n gre sent, is aeFected from opan, nitrogen arid Cu Ito end wherel Said ring may optionally 

Ian s for 1  i, ;. is! tivaija ble binding sites and from one to three su bstituents selected, independently. lrtvla 
on  that IC ..C.Iai/iji: 

r:11,,.. k  are semi tIed in :le penden Ely from hydoi and (C1 C I aIl optionally subslhj led val from one 

liii n;i:.:e. ii tiifliS, Cr q3 and H together Andy the calbon ro whfi they ale attached, form if four to she 

’!-.,a,vifiers:c 
I-tItanIC led cc rhncyclic ring, and wherein said no may opliocial ly As Ce ben toted at available binding 

,tr-i,t ’I: Ci in to three s u bslj ruents selected, independently, from Ii ydrosy and (Ci. Ce}alk4; 
:1 1/? I-CL ,,e. santfec ’ut11tl the ndtsgen tr.Mch H2 ts attathed an the carbon to wfllcti panic attectiea, form 

faiL rIo C’0 or I IC ratia red saturated and containing one or two heteroatoms, including the nifrogen to Which 

],a had wherein (he second heteroatom when present, is seleoted from oxygen., nitrogen and sul(ij 
our An Ice, nI... I i 10 italy ootisanally be substituted d available binding tiles with from one lo three substituents 

ce: ’It !!ia 11131  he  nde only, from hyd roxy and (C1. ce)aTkyl; 
no 11K a.aaeci:i’fla’.cclsctetic inc nderdiylrona hydrogen, halo lye,, cat .ejecowbromo oniodo), (0,-C4) 

al , C ni,n !III , lb .If liii fed with from one to three Ifuceine atoms. (Cl-Ca)alkOty optionally Subsffiu ted Mlb 

i,i’,c’ )I o Dii are floor me a 10111 s c/ann nitro  amino, (C rCuIaltiamin0, di.(C1-C sIalkvflenilno, NR5(CQ 

relavi h . ici r/’ ’S tiydrogen or (/21 -Ce)alkK ndS0,OwlC6)Rky1Aawg,ma,rM, one or two: and 
I:-, f II-. :irc.’,a Ca sit: a  no more Increase N R1 R’, CR 3R4 and R2IJC R3 can form a ring: and ( h) at least 

Cr.’,, 11al ICO’ .5/ �’iar; focitigen Wnen hi) P5 and P0 are both nYdmg’I fdRImpAPIrmall. i nde- - 
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do I to  Li greoled, and SCOCIghel, and iiii Fed B is mono. or disubstitiLted with respectively, One or 

is co, 
ihaiThaceutics,14 acceptable salt thereof. 

� A !� or  IF  flu is Icr)o 3rd: no ti ,:la iIn I wherein the SRI antidepressant a9ent or pharmaceutically acoeptable salt 
tlie rent :s,,,r mrs  n!ii�nm pounds of tormu a II and they pharmaca uhoal ly acceplable salts: 

to 

III ! ring A!.ii:’. phony! ring B Can each, independently, be replaced by a flaphthyl group, and wIe Fe in 

icr lariat I: A A a toplace. by a naphthyl goods the ethereal oxygen of Somali II and the carbon to each R4, 
I Arg OF are atlas ned or, afached to a dfeoenl ring carbon atoms of the naphthyl at and I of said 

35 arlja cc stri nçj Caro, Lows is also adiaceni to a told ring carom atom of said narhthyi drop 

� re. .cr ccc: d. independently, from one. Iwo and three: 
Sil.:! IF  scene c,t,d. independently from hydrogen. (C1-C4jalkyl. [CrCe)al kenyl and I C2C lalkynyl  or 

IF and Ii in gio  ’Icr with the nitrogen to which they OF alfached fivers a III to eight men, bored Satan, tad 
11 rino IFFip or  C (Sr San he te roatorns indud ing the nilroen to which Rt and A1 are attached, wherein the 

51:50 irL Pet....Is,  whc n present, is selected from osyge I,, nitrogen end sulfur, and wherein said ring may 
11 In nfl!1,he Si I 0; Ilion at ,pisi lathe binding ci tea with from one to three su bstituebts selecled. independently. 

Its ..I hid )or  I’d iC..Csjalkyl: 
hY:.1’d SamI s:I for fed . intyepetrdent& from hydrogen and (C, -C4 sst5f oplionaSly subalduted with froi,, One 

10 tic t: Fee ti::n,nc. ato,.m.ortiandR5,toge(herwlththecartontowhichtheyareattached,totTnafourt0e.ght 

IF  indoor  Inil I.ais: d cartascyci is rico. and wherein said ring may optionally be 511 bstituted at available Script 

it h IF m nr.c 10 three substiliJents selected, indepe ndentls( from hydroxy and {Ct .C5)alkyl: 

IF I on!! I,  .ie’Fi Cr with the nitrogen to which R2 is attached and the carbot In which R2 is attached, form 

our In ci qt ! F ’’,c:! ’bored saturatets ring containing me car two heta roatom S. inclu ding the nitrogen 10 which 
�Is H / or,  he,i seen the second heteroatomd when present, is selecled from oxygee rebels and suttiL 

iris 55: f  Q [Its, optionally be sutsetituted at available binding sites with from one 10 thl subsli tllents 

IF ,sthii Or  by by!!! nfl Ci)  halo. ad  -Ci [akyl optionally SUOStIth the with form one to three FLUdone atoms. in  ’U4 I 

50 ci K ’50  0 1:.i ’all.!Itbridge vim from ma to three fluorine today  cyono, nitro amino hyd tuxy, carbonyl. 

Is  :’n i:mp. .!i.a Ct. C.)otky lIe fly no, N R5(C0 Xci ’C4}ai kyl, SD2NR5S6 and all .csiaikyi, wherein 

vid v ’..’e.ae.s, :rc:t md C pendentiy, from hydrogen a no (Ci .C5jaikyi. and IS a zerd. one or 
11 N IF III Iaide ... I from hydrogen, halo, {Ct .C4)aikyi optionally substiluted with from one to 

Ili m:e ,Jnri i’.e arc., F .s !C,.. C jal Nosy open nally sebsliIuted WiIh from and fo arral mjoiine Imes, car7s. iiftro, 
51 ci.:,:n p P1.0 ’!5� i.,,’u iiii,in di. [(Cl  C<)a ikyi]amino. N R5(C 00 t.ca)slkyi. SO2N R5R5 and all ’C5)aIkyll. 

re.i,e’,’ ii! K’:..!sa s,r, cad . i nde tiendenoy. from hydrogen and (Cl .(6)alkyi, and pis zero, one tw 550: and 

IF  ’’ssc;’!! . U . rid enend e ntiy from hydrogen, halo. (Cl ’C )aikyi opsonally Cu balituted with from Dew to 

iL..C4aikoxy: 

14 



/ 
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3! ;i lIb I0 i,ce.LJtic.a;11 acceptable salt thereof. 

4..0  coti It. In 2:ir.i acco, ;rlq to any one of claims 1  wherein May CABA-A alpha 213 agenisl, or a pharmaceutically 

:1 aecr i Eclocted lron7 

I  3 ?.te3rahydrniuosazoIoi5,4_cpyridln_8_oI): 
Ihdiu%uoic!rle to  hydi�oxy- 39_nIethyl. 5u-ptegnan.20-one); 

oh mo ;1.:.j NJty i,in,) Q-chlerophenyl)nieeiytl.4-chlorophe nOI); 

013 Cl lvi 5.6.7.8 ,q exahyd ro-pyrazolo[4,a-c]d nnoIin-3-or,e; 
in, 1-6-12 .n . nyi-1H- 1.2 .4.tria zoI-S_yI methoKy).3.pl$nI-1 . .4-Id azolo[4 Midgetman, ne; 

(33 .313,;.3-:;io [idon, rd)  >rl [2-nlefl3lphenyL)methyi] -bsnzini idezoi_2.yf}methvi}_ W_penfyicatoxamide; 
Ill 

3 .ioIllircrrle11 % iI-o’l.elhylheanolc add. 

5. A phal F ,, , It c, I ,,I  111311 ion toT the rommentomancome or Moroccan in a manlillat. ccmlpdskiW (sy oo?por1d 

it eri:,i] I::; .dvitj F 3spe aol y. as an SRI antidepressant or a phanyaceuboally acceptable sail thereof; did, 
102:3 I- irI :31 or chance cs U tcalit, acceptable "It thereof; and (0) a phaneaceuboelly acceptable 

I:] rrie If  ... 0 the. 11 (1  aqe nth a and "b above are present in amounts that render the competition eIfectie 

in ml; :lnc; ,01l::eI6. enn1nt1 or depressionwilh increased ciacacy 

6. A 1111,11;I Ifoe. If  (:3! ll:;1 nodded according to Claim 5. wherein tire SRI antidepressant agent Or pharrnaceuticaay 

add crItob IC s:51 In, for SC :rll:tad from Rental of the ronnule I � and heir phaoaceutically acceptable salts: 

� 

3. 

. 

I Inholol I if� p1w n3 ring B can each independently, be replaced by a naphthyl group arid wtw airs 

Cr :, � 031 Odd t I!; r,’1;Who’ by a nap hthyl Soup  the etreel oxysn of shutbi re I and the carbOn 10 which 
3. .111;0/ts,oilacheo are attached to adjacent &Ig carbon atoms of the raphthyl group and neither Of 

41 saj.i;!1;,l:;:,.i 031:Lill,:13 atoms also adjacent to a fused ring catbob atom of a aid naphthyl gr0u 

1, ill  � Il(!epe nden1!l  mean one. No and three; 
"I ao r1e: I nde pa ientiy. from hydrogen (CrC 5)ail<yi, (C2-(4)alkenyi, and (Cy C, al , or F1 

.1! Id :.s m;jnti :13 .o ItI the n itrten to which hey are attached, form a door in eight meni bered sanfrared she 
"5 ;cl 1llclone u- Isso fiete roanmu. including the ni trogan to which of cml R2 are attached, wherein the 5end 

Ic. I :. In  -nI 1:1:.! anon I. is selected from oxygen, nitrogen and aulfun and wheretn said ring may opboesai ly 
13113.1. I.!, 4.. afelarlip bIr i ng sites with from one to three annotate seLected, iendenlI from 

...,!,lc:: .third 

I, nd undenty Montreal and 01C4) S kyl optionally substituted With from Em 

Ii’.n.I;c:]’.s.nrm°and R4,togetherwiththecarbontowhichlheyerealtached,foenafOLirtOeiOhl 
1.133. her  L  11131.3:3. cc rilollydlic ring and wherein said ring may opliomaily be an bstituted at 1311 able binding 
I! vii;,I Fr:;I]!l;,!7 . th rne nIJbstIlu arise selecto. independenay from hythXy and (Cu -Q$ffiy); 

...I,.! fk’ tn011 ir I with no nitrogen tracer F1 a attached and the carbon to which R3 is ettacheb, foani 
II,!., I. � .q "I 11 r r IIC red trisector net containing one or Iwo hate roaloms. Including the nitrogen to which 

I,:: rein The ,,,ad hetereatoni stars presenl, is sell (torn oxygen nitrogen no sulfur, 

411,13:113’ e:r 3w.:: 34 ,irbnyuauy Be elbaffoded etaeiata bAndtog sates wib from one to three substituente 

II,! elI I ly 11Dm hydr oxy and (C 7-Ce)ailtyi; 
;.i.uCler,tedindepandentlyfroenhydrogenhaiQ(L_chi0ro.buoro.btom0oriodo).Cl_Ca) 

15 
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I iv ::’.0 !le thu led with from one In mass flu ortne atoms (C1 ’C4 (alkoxy optionally so betittuled with 

ill" lie fume, were nitro  amino her -C4(alkylaniino, of  [(C,. 04)aIkyI]amiflO. Nil O) 
cv: al: -o n Pb a I lyl1fen ot (C1 Cellular. and S Op(Cr (alkyl wherein be is with  One or III; and 

ma: (Er:!] Fnol.e than one of NR1R2. CR3R4 and R1NCR° can farm  ring; and (b) at least 
I Ia �’!1! ropen when i be and N’ are both hydrogen. (ii) he and N2 are setected. i no,.  

I ’.r:o". .l .’. I .’:al Ii OJCI eI (C - laittyl. and (iii) ring B is mImo- ord isubsti tuted with, respebve ly. One Or 
be 11 

an pilot, e4lt llaaraof. 

00 7. A pur I,la;ai I Iim 1:0 :;i Lion nr.roi iag to claim 5 wherein the SRI a nlldepressant agent or pharmeceu tically 

:,I:ce .1 o;,; l::;’’ &I if’:;el COIC 0 from compounds of the formula It as defined below, and their pharmaceutically 

IrcI;’ rut I: 

�2 

%’I I,  pill!l’vl’:aE A a Ill: enenyl ring B can each, independently, be replaced by a os phthyl group , and home 
... I  I I I:’lae vot by a as phthyl group he ethereal oxygen of formula (( and line caibon to Which by  

Na or,’ ’.1.I I ;l - ’:la new aftached to adjacent dng carbon atoms 01 Be naph thyl group and neither of said 
35 aI!al:,Ir;t ’ i 1<1 "Vi II’,; I  .l:iEV:i iv nI vi> adjacent to a fused dog carbon alone of said naphlhyl group; 

o 1 1,i. ’I11 1  ,: ln:IC[send ently. focused  It and lhree: 
11 aa in :,I low of  i ode pende nfy, from hydrogen, (Cl .C4 (all, (C1.C4 jal te nyl, and (C2.c4)alkynyl, or 

-u I";, ’.C(; tno’a tr tla n itroga Ia to which they are attached, form a four to eight membered esbl rated 
45 1 i  to’. t;, 0 Iic cac a, As boteroatoni S. ia chIding Iha nitrogen to which N’ and blue attached, wherein he 

I e.at If v’hen present  is selected loT,] Oqs n, nilrogen and sUlfur, and wtierel n said ring may 

lu:ed at ova i Ia ble binding cites with from one to three su bstituenls selecled, independently. 

’11 11 h C>ctlkyl; 
w,il!:.;. , lad opendently from nydrogen and (Cl ’C4) alkyl optionally sandmi with from one 

� 4.9 I’:: 11 we ’I’,::l;’:I ethic ’:,nrh3and N1,toqetherwththecarbontowhich they areatlahed,f0n5afOurtOeight 

en I 11 we ,a: I :ua;ed Ca: bacycl ic ring and wherein said ring may optionally he Stearns at available binding 
a; l,l;I;!’ a three aubstihuente setected, independently, from hydrlixy and (Cl ’C6 (alkyl; 

I wit I Ind nit I Oge n to wh,ch R1 5 attached and the carbon to whith f1 is attached, tortn 

Ii I we oCrea ego rated rI no conlainiog One Or Saw hetehms, including he nilen to which 
55 El ’:;: .:::r,r,n.,::, I’t’,;’r,"i rI Ella eacoi]u heternalom, when present, is selected from otygen, nitrogen and su Iftir. 

� Ii’.Th(,IC F::; I Cl rrIc Incrementally he Au bell toted at available binding sites wilb from ones, lhree su bsttluents 
II’:.,: a’llv. from hydmlc; and (C1 -05(alkyl; 

.1. t ..lI"I’.epv rldently from phenyl, latermarlynd heterocycle, and wherein each X may be lo rther 

1111ii It I if if; i! 0. of 1°, (C1 -C1)alkyl optionally ae bsfflu ted with from one In three fluorine atoms, (Cl ’C0) 
5.7 ’.0:,::; 1:1;! 0.1.1’!:,’ I: : t ’to red with from one to th lee fluorine atoms, oyano, nitro, amino, Myd Foxy. carhonyl. 

C :’,.,,:I’.:’. (I U1 ’C’,,, (elkyljamnin 0, N Nt( CO)(C1 .C4)elkyl, S02N R>N6 and SOp(Ci , 6)al Ky I, wherein 

cIlleavad, ir:dependenvsa from hydrogen and (C1-C6)altyl, and pie zero one or 
lEe lie roenfly tI’ors hydrogen, halo, (Cl ’Ca (alkyl optionally so bsliluted with from Ono to 
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. 1:.!,.’. Ii.!! i(’,.o:I I c.l alkoxy optionally subsh Luted with from one to three fluorine atmfls cyano. nitro, 

-11 . i I fili nfl. Id -[(C1. C,1] al kyl amino. N R5(CD}]C -C4]alkyl 50* RR arid IONIC,  C6)aIkl. 

IF  I sal ecled . Independently, from hyd roger, and (C1 _C5)aIkI and p is zero. one nation  and 

of ii 1: a ra.a c,e,i I: isne nd ently from hyfi rogen. halo  Oct-04)eIkyl optionally substituted with from one to 
1t3IC,-Calkoey 

.........icceiyotbl&sst tneeof 

o:,osititat accord fog in any one of datr,,s 5-7 where in a GASA-A Cl pht, 2/3 agofl.st or a phar. 
’.1 of  l:ia’a’y::cop iris salt :ereof is selected from: 

t,arlyrr our xozo big .4c]pyrin-3ol): 
....y Ii r.: y.1;]- methyl -ers-preg nan-b- one): 

’:. 
.: �lIs 1’l1 -rhlorpuhfinyl) 

av.il a2 ....7 .ftg- he tahyfiro. pyralo]4 . 3 111111011 
If I.. 7....: 1, .. :11: lbyt 1 Ft- 1.2 .44r, road -3-ylmethosy)-3.phsnyl �l.2 ,4-Idazolo]4 . 3-b] pyrid aine: 

It I!..a N- ((1- ](2- methyl phenyl ]m yl]_benzimida _2.ylneth)-FJ_pentftarbcxan1 ide: 

I I r if I.r-II lhy’,hesannic acid. 

I-:’... IS:., r’:.:5 lion aflcrd :ng to any one of claims 5-B wtiereLn the amos fit of the SRI anhdep resssht. 
or ph:.i’:ra,: :’,.I-:c’v . :, :ca, to, ,e OF In ereof in as d composihen is fro,  -n shoe L 03 mg 0 abo.J I 1500 on and the 
"I’ll I:. I. .. CU 1 1 ., 2: :1 agonrsf or poams aceuticuly acceptable salt thereof is horn about 0.’ mg to about 
Soc., 

17 In  ,.I Ce .; :1 I.I:.;,I’;u ml, :1: SI sO P  anti s,Iy as an SRI antidsbresssnt, or a pharniaceucal ly ecceplable all Irreof: 
�,ACA h,111 he 2/3 agonist or pharmaceutically acceptable seLL thereof: in the preparation of 

I no: I. ,em Ii. It-: ..I illatmIa p1 ni anxiety or depreesion in a mammal, wherein the active agents are preseni in 
11 ’1 a .I.ilsi In,  lornb,noted of the oso agents effect/je in treating, respectively, anetefy or depressbn 

....... 

If, .5 ......rrIW. silereis the SRI antfdepressai,f or pharmoceti tically acceptable salt thereof is 
� I.’a.-I; .ra:: :7 tf,o f0rmi1lai. 

For, . 0, 1 1ir.r:.: pa ansI ring El ran each, indepeenLly be repl acec by a of group, and wherel 
IF  ,:m:a,.r,’.,ce..: by a III group, the ethereal oxygen of sfructure I and the Carbon to whIch 

ISe.1rrb ago .:Itod to asiacest ring carbon atoms of The naphlhyl group and nefther of 
IF a.. III: . :5 :,..: .. ..:;I::. : no is also adjoce tn to a Infect Anp carbon atom of said naphthvl groun: 

.:i,.I;.. a.::o, ili:tnstlendentlyfrorn one ,tioand three: 
’ .0!I 01. lOCH:’:! P ond cr1117 from hydrogen (Cl -C4 )alkyf (0a- C4Jaantt. and (02.C4 jeynyl, or 

IF .a:: !. III . tI’.’l 7,; trnge n to whir.I) they are attached, form a tour to eight nlembered saturated rIng 

I I!.a,;,::: : I’Sl.\ I Is teroatosirs, including the nitrogen to wtch R1 and FF2 are altached. wherein me second 

ty:’2o, r trt :5 selected frotl oxygen nitrogen and sulfur, and wherein said ring may optionally 

I. :,v:,,i7 5k 1111,119 sires with From one 11 three Cu bstittsents selected, md epandently. from 
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H . .:i..o t!.:!i .1l!a pond en1 iv. From hyd rcen an (Cl -04) also ophoneLly subsiduted with from one 
ll, r If and k. too ether .IS the carbon to which they are atisehed farm a curb eight 

li..>o lhocvclic ring Act where in said ring may optonally be subslitu ted at ave ilable binding 
4! 5::�,!(.;l !.1,, Or, elrc:tiue 1101 selecto. md epende nW from hyd rey anc (C1 -05)eII: 

5 c-I11.::.T.0r,a4th nircagrn Ia whhh 142 is attached and her carbcv 10 Which As is attethed, fonn 
.....! ii. fl urged nil in con taming one or Iwo heroatoms, ccl m ing the nitrogen to Which 

if Ii  .l rm +! 01 in,  sacnno t1etproalom, when present, is selected from osyg An. nitrogen and 9J Illir. 

C p1 north Fm subEiltIl ted t available binding site S With from one o three substttv�nts 
i,..’tl.!’:Ll1 Inch ’ tlydIOay l.ndIn, _C&alkyl: 

.;ri-’ :0 o)o aId in dard,al frets hydrege ta. halo l.. thloro fhjoto. brorno Or iodo), {Ct-C4 
� .:,ntr. ’I .11 1 aIr; lie C ’.Sit San one to thirty fluorine atoms. (Cr -C4 (alkosy optionally substituted With 

C hand  cy ann. nitro, amino. (Cr 04)alkylamino, di-[(Ci .04)alkylla mi rio, NR6(Cs 0) 
(C1.. yl. andS0Ci.JawteinpS m ,di &h:add 0t10.-06)alk he 

U cc :, .:ai,a:l flU n,ora than n no of N Rt Rt 0R3W and 2NCR3 cart form a ring and (b) at least 
1, 1;. . .Fl, F a/drops n whsn {i R3 and S4 are both manager .. (ii) St and AS are selected i ride 

. ..mar: r.nd (C1.Caielkyi. and {iii( ring sismono-ordiaiJbslitutedwith, respectiely,onot 
I  1 11., 

..!,.:,la.:!,..?Fe:Cma- .iob salt tnereclf. 

12. The ,l :i.:�L  l . a; : . . 1 0, I onerel rI the 35’ anti’tep ressant or phertriace lilically acceptable Sal L coal Is 
-’e, I0.la ’,: or lr:c(olran I1. 

v.h1 r !:,laSyl no Stc,arm each ingapsi be replacee by a naphthyl grOu p. and whe rein 
. ! . i;4’�FFl�l ’Dy Aml.Sph thy1 group fie etrielmet osflen d savclttr, I and he carbon to which 

41 It S p ;.-.. Itt..;,�;,’t1>�;t. ;. are it1che1 In adjacent ring cSoO atoms added nsphthyl group and neither of � 

Ii aal srI ad 
i 

scent to a fused nng carbon atom Ahead naphthyl group: 

..led lill c.!per,ltensly floni tale ..oand three; 
:.,- a’t rse’psr.de,>f 

’ 

Woos hycl roper,, (C .C4)alkyl, {C,_(I4(alI<g nyl, and (C1-C4)alkynyl, or 
Of R If. l .: ,:.le r Off thin nitroaen to which logy am attached, form a four to eight niershered satorated 

in!.. aI lsao toalcIni a of ing the nitrogen ’0 which hr and 92 are attached. whereih the 

SC ��1 s1  sent, IS selected Fhtm oxyge,. lithogen end sldIuI, and wher&n setd mY may 
......l;.,:. :1: IS ala his hind im’ 

p 

siteS with from one to three slobettuenta selected ’national 
..-j,:li’<yi 

55 FjC a ...l:c., . .1 1110 soc Ildelifly. from hydrogen and C1. 04) alkil oplion ally subsiLtuted With from erie 

LI:I I ..ii0 OlIn Fl4 log toner with the carbon to which they are ettathed, form a four to e.ght 
� I, :.:.:.l’le,. SO 11 ring, end strerso setco dog may cvonsly be elI bstiluted at available binding 

Cl’a.., j beiltIjenI C sl md epersntiy from hydroey and (C,. Co 01 Kyl; 
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�,.i .. I,, r11,19r, to whi co R2 is attad and the handed to which FO treat  to 
�. .1 ItI,], ;iteit it,containing one or two hete roaLonIs. includ/ng the F1i(rogeTl fo w/ierli 

� . .. ..... 1! t.e .Cnrtd he Leroato ni. Mien p!esenr, Is selecled from oxygen, ntogsn and sthtur. 
� .i.c. i .v i .nnatly ... abstRu ted at available binding sires w/th toir i3oe to ffires set,sttuents 
.1. i’i!!..ii<in Sill and 

05 
i 

t,’,in Thn r’nanN. tia04 aM hete,ccycl,. had wIlsrekn each )C tees be further 
...�t,..ii’h;ii.:. :C,_C,kyIoptonaIai,bsttutedwithhomon$tothreefIuoeatot5s.(Cl-C) 

..I,.;; ,tI.’r)io0, Iron’ one to three fluorine atohi cyano, nlo, am Inc. hydroXl certortyL, 
.,i:.i S kyPan ,no N O)(C i-C )aIk, S02NlRR6 and III -Ce}aI kyl. wherein 

It it  peniLeritly from hyd rcie n and (C, -05)alkyl and 0 is thro, one or two: 
’it y. fr�,m hyilonge a, halo, (C -C4)alI<yl optionally su bstLtuteo wqth *001 one 0 

ii 0. .. C:.,) .iIeoxy octinna ILy substItuted with from one to three fluorIne atoms. cyano. ,,itro. 
.i-i 11 11,.i(CI _L1: ci kyl (a nii no. N R5(CO)lCr C4JayI. S12NR5R end SOp0I -C6awyI. 

.. ::. . i�,, ltd ins’let rdeltlre (lore hydrogen and IS,  C6)aIkyI, and 
p 

iS Zero. One or Rem and 
......i+;ici,heart fts,ra hyiirog en, nab. (Cl C43aa/ co6anaIy subsetafad with ocan one to 

:.i...,L::..� .I Ali 
.i.I:.C?hie es/I neared. 

3. Till, 1 or;,’ t el si toe 10.12. it is in los SRI anlifepressant, or pharniautic2lIy acceplable 
.eIi!tnI,er-: ,i . ..,..A:.i: o,ao 2/3 agonist or pharmaceutically accaplsb selL thereof. are admInistered as 
part.;’ 

14. Ihi ..!. i ie tit cI si r.s lit -I 1 isherein the QABAA algha 213 agonist, or pharInaceutroaLly CC-- 
....i.:iai,’wliired ir,an arrant n.nstouta.tmg parody toabout She are par ilatc and the 

20 IS Hi ....: e ii C rest  I or pha ’meceutically acc2pteble salt the,, of. is administered San amount 

froii,.i.:2is/lcngperdey 

r 
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� Irii;r a! . :f!...Li! inliavnnwoT. ]9S7. ;.uppI. C,. 245-35S). A keypint in their 

?![cctss,i aSR li, r)n]It i rcIese-ccntrolIingsomtitodendtic 

jimij.;hctt]c:asr nF5-11J to lenninal amjs and thus the effett of5-

I.I.H.;.Ose r. orIt. ibis is supnc(I Ivrnicrodiitlysis edmentsin 

I.. ;H;y;i �.,:;l . ;h:ftrS: ill zxtice]Iu]ar S-HrcIicitcdya sing]edoseofan SS is 

cli’ S HTi. aI’toeeptorthtagopist(Invczzi eta]. BFUifl 

".’.i. �?4 M.’�[ Fi1ortL. S. �1. IYeuyr)chco,. 194.3.60,076-779) 776-779). 

II},!l!:] ,jrnl]1]s]ratio) Ma coniioond that injijbitssero]onin rcuptakc and 

t: ;.t)?ts has :,ocn c, treated niseverd sIu linnis, RB. 0 a]. Ear. 

��. ...’1M7 Li; ]5 u)u5-:]]i4 and Goode, S , or  .1. Phat-,,rncr)/. I99 1/S.]) 

f’/,-?a(,(o( 3rtrc.e 994,15 220). In I,csc studies 

. �; I >F] ’. ’c.,]cr ;ltLtagtHliStS wtttt]o abolish thc initial brakc en S -Hi 

....In, ti scroloruiii I eLtplake inhjhjtorsand thus prodtice at, 

rransl,1issiat-, and itapidoneeticiftooraperatc etioii. 

:2Vcb.on i]jtj w)ticbrovor the nseoIa cornb1nation of  5 -

:.,.Hp.] trtt]ttrIilI it uptake inhihiior for the treatment ofdoprcssion (see 

lEd’ ..\�I_7Li.&ii) 

I..!.. H! t’;tciase t Mir i ill i .]]l’ would be through blockade olilie 5-NT1 

.;]i’.sis ;.s cri’no!lts in rats have i’tdecd shown that incrcase of 

A,  IS F,OLCTiI:III GMC 7-29, an cxperiinental 5-lIT11, 

Ittll:: ,’\ rat0 rae co,i,,inatjopu at ad SSRT and a 5.HT11t antagonist 

.. . .ii,;:., hcc:i ]i]cd I 9712g141, WO 96tU4<XI P.it 70IRI])ard 

s.In... :Iu ii Lutad VItal tn nt hiuinne having thegoneral formula 



PCT/DKOO/00667 

salts EhcIruI may he used to saturant and provide faster 

I. ,:j Ic LUCL erototiin rcuptakc 
inhibitorshe

 i

 

I III i.I:iIc:; III ’lie LIe ofirindalone or a phaaceuticaflv accepub]e 

I.. ..I1 .r:.ImriI;iu. 0 1]}I]arIrLuceutLcaI cumposition to he used in 

:l:; ,cru Al) n:;i rejptakc ij,lubituror any otltereumutid. which causes 1111 

.li’:cl’,tls;r<,toiin. 

. .III.iIIlII.l nlitos 10 the USC ofirincJalone or apIlan!i000LttictISly 

I   IIIL iIlc,,aratie:i OT  phaniiaccntieal composition useful for 

!I!IVRII" ansetof(lie therapeutic effect ufa serotonin reuptalce 

��,:��I’, r ..oimp,i,jpd. wltich causes anclevation In the level ofextracellilar 

I inv{n-.ion relates tothe use ars above, ofindalone, or a 

:. All ...Il’ t_ lhr lEle t]�catrflent oftlepression, anxiety 

.L:r:I:t:i:L,:IddcIs. :atirtgtliso’Ecrs such ashulintia, anorexia unit 

. . .I i,rc’i liar .strual sytidroine, cogninvedisorders, inipulac conrail 

. El:F’crae,1vhy rlisordcratitl drug Area in pan icular depression 
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1 .:: . �. . l<e ,liii,inr IT  o(licrenrnçxiutid. whichcaii SOS !In elevation in 

eI-ciL)cI!ll. 

I11.ii,.,.d J!lnvn ,iielticle tort anxiety disorder, panic anxiety, 

.:. .. :.!: liso(tic: acute ,5111 disorder, post traunmstress disorder orall 

ii LIuIIIcnun covers improving the I]lerapnLtic effect nod/or 

H i.tiie elmel oHn SIM or a compound whcEi causes an elevation in 

i! iii. ::!IL ii cl1ti,:t relales to (lie ate of irji,dalone Or] 

!iililc s,ili ILL[ cola!td ii compound. xv III cl IS  SerotoLlin r Cup ILL c 

svhic.li iLiscS ULL elevation antl)e level ofextrpact lular 

i’ii ’it i!’ o;H pharmaccuiieal composilion or kit for the treatment or 

the thiirapaocic r.ffeetofa WrOurl reuptake inliihiioi. 

\hi:ct: c, ILL .;esai] elevation iii he level nfcx,nicellolor scroIonii. 

5: o ii L LTC, in 11:ii1,take iiiiiihitor include depression, alixicty 

i iHHH ....!!i ]cr ojiiJi:, disorders such as huijinia. anorexia and 

.!:ii;i. p:a!mairi]al v:idrnriie. cognitive tilsl impulse Our itrol 

I  rvl:vi ITT i I v itisi,riler and drug al,nsc. in particular depression. 

l:s 
:5 :N[:el’iind:ilaove. 

i’. ’It :1tinti relates to it  use ofirinda]nncora 

51!...:ill I ..ec)i It, r i;te preparation oioplianhiaccutical 

i:cJ; 1., Intl I"’ If  siiiitjltaionus acirn,nistrat,oiI oldie aelive 

i�:ariitaceulical compositions may contain (lie active 

%!::..;:.J..v.i. isis TV), . n in, e.. ill ’he same teNet or capsule. Such 

. ..I .. 1 1: ii!: active ingredients as aholno2e000smixture or in 

�.c  iI  I  I  ibr ]IT. 
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1111111101110 t rOtOfl1D reuptake iii the (7NS, pnay benefit fioni 

.1 

. �:c.!I!1 1 1ii ]Iu!ltCI oHe’U loom n reulnake ’ihihitors, which may factualit 

.; .wł!.  rlll,l];c tita[o rarfi. escita{Opraiii. fluoxcti’ie, R-Iluoxetiite. 

.!!l,.: :?tIxar!into I:csiI detaxetifc, dapoxet(nc. 

.1,yI- !I,::lIr :-i!I:c ptraitdanitne. dazpiniI. ticfopam. 

I,2n]111]DThlnin, eianoimipramine, litoxetinc, 

inclthnc, ifoxetine. tiflutcrbinc. 

�! .! . I. L.K!ll:nrILl!,:. r M 922. S 300..1’98214-1A OI’C 14523. 

1C, Lan ’.IFMThlii:e, IILllllDUantLLIc. dothiepin. alnoxapine, 

.. �:. :H::’:f. ,!� \i :N S 0] 71, Ow 052, Org 6997, Org 6906, 

Ih 11iQe. norlrtjtv]mc, CL 2,663. pr]itido]e, ittjauahne. 

’I: :, (:’:!I ON5 A, RI: ’5 VI napmezoIo, diclofonsinc. 

. CM V :Q .5o1. N S 2%S9. screloremine, nitr0quiptitle, 

I at .’ci [’V t’N;Unillc ’ilte compounds mentioned above titv be 

I.H H,.s .. III III :tc.uticai]v atclpablcacid addition catt thereof. 

dt ’,vi’i.:I: tI  k-n Oil i from augmentation with irindit]onc, 

.1:, ..!! eIcvctlos 111 he r.grtcc]](tar cvcce3-flT UI the 

iI:,v !ICL scrolo’Iiu I-c]p[akL inhihiLors (fine SLLeI1 ccsI,lnnLIllcI 

!Ct  L.:-k: ilflbwaI othcrconipounc], which causes an 

I .:’ :?mial 3?, tiny floL hc COnSIrLICi as Linilting. 

:.’.I.II!:I itcnrdttti LO tile 1,reseiti inventLoti. iitc]udo 

:ILL’ Nc,:n:. SLti’ inc. paroxetinc. fluvnxanhine. vcn!afaxin. 

:. .I?III.:I . Il’ )cnI’itcI,,,c Loll cJoniiprimine. 

.-,iiL: ii on,  cSSR]i se-ans an inliihttt,rciflhic 

...�ICIILSCL jihibitO’’V cftct at the serotojiitivansporter 

! ...I C;!:’ I!],: Ir;,tisfIotcrS. 



W001141766 PCTIOKOO(00667 

t9 

Claimst 

I - fEe use of), ind alone or a pIlarulaoeuLicaIly acceptable salt thereof for the 

preparation of a phannaceutical composition to be used in combination with a serulonili 

reuptake inhibitor inhibitor or any other compound, which causes an elevation in the [eve] 

ofexiracoflular geiotonifl. 

2. The use of irindalotie or a phannaceutically acceptable salt thereof for the 

preparation of a phannaceutical composition useful For augmenting andior providing 

10 faster onset of the therapeutic effect of a aeratonin rcuptake iithibitor or any other 

compound. which causes an elevation in the level of extraccilular sanatoria. 

3. The we according to claims I or 2 wherein the serotoillil rottprako soldiers or the 

composed, which causes an elevation in the level of etraceil liar seroinninv is used in the 

0 Ireatmeni oldepression, anxicly disorders and other affective dLsorderd eating disorders 

such as bulimiw anorexia and obesity, phobias, dvsth>niia, premenstrual syndrome, 

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

ding abuse. 

20 I. ’I lie use according to c lain) 7 wherein thO seroton ill reuptake L ihiUi or or Iii 

compound. which causes an elevation in lie level of extracellolar serotonin, is used in the 

treatment ot’anxiciv disorders inc1uOing general rapsens disorder, panIc anxJeLy, 

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

anxiety disorder 

5. The use according to clam, 3 wherein the seistands reuptake inhibitor or the 

compound, which causes an elevation in the level of extracellular scrotonin, is used in 

the treatment of depression. 

10 6 The use according to c!aim I to 5 wherein the Luflrate salt or irindalonc is used. 

7. The use according to claims I to 6 wherein the serotonin rampage inhibition is 
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selected from citalopram, escitalopram. fluoxeline, scrtralino, paroxetine, fluvoxaminc, 

vetilafaxine, dapoxetinc, nezodone, imipramin, fenioxetinc and clomipramine or a 

pharmaceutically acceptable salt of any ofthese compounds-

5 8. The use according to claim 7 wherein the serotonin reuptake inhibitor is 

scJectve seroonin reiiptake inhani 

9. The use according to claim 8 wherein the serotonin reupiake inhibitor is selected 

from ciialopram, escitalopram, Iluoxetipe, fltivoxanine. sertraline and paroxetifle or a 

U pharmaceticicady acceptabe she ofaiiy ouihese cornpoursds. 

ID. The use of irindaloiie or a pharmaceutical iy acceptable salt thereof and a 

compound, which is a serotoniii rcuptake inhibitor, or any other compound which causcs 

an elevation in the level of extracel lular scrotoni’i the the preparation of a 

15 pharmaceutical composition or kit for the treatment of diseases or disorders responsive 10 

the therapeutic effect of a serotonin reuptake inhibitor or any other compound causing an 

elevation in the level of extracellular serotonni 

II. The use according In claim ID for the preparaiinn of a Pharmaceutical 

10 composition or kit useful for the treatment of depression, anxiety disorders and oilier 

affective disorders, eating disorders such as buliniia, anorexia and obesity, phobias. 

dysthyni i a, premenstrual syndicate, cognil i ye disorders, impulse control disorders, 

attention deficit hyperactivity disorder and drug abuse. 

25 l2. The use according to cluin I I for [lie preparation of a pharmaceutical 

composition or kit useful for the treatment of secure disorders, including general rnixictv 

disorder, panic anxiety, obsessive compulsive disorder, acute stress disorder. post traUma 

stress disorder or social anxiety disorder. 

30 13. The use according to claim II for the preparation of a phammaceukicil 

composition for the treatment of depression. 
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14. The use according to claims 10 to 13 wherein irindalone is used in the from of a 

tartrate sail. 

15. The use according to claims 10 to 14 wherein the serotorm, uptake inhibitor is 

selected from citalopram. escitalopram, fluoxotine, sertnlinc, paroxetine. fiuvoxaiitiiia, 

venlaraxine, dapoxetine, nefazedoi’e, imiprantin. &mose(irte ad con prarntne or  

pharmaceutically acceptable salt of any of those compounds. 

ri. The use according to claim IS wherein the serotonin reuptake inhibitor used is a 

Ill selective serutoitin rcuptae inhibitor. 

17. The use according to claim 16 wherein the selective serotonin reuptake inhibitor 

is citalopram, eseitalopram, luoxctine, tlovotcamine. sertraline and paroxctine or a 

phannaeeuticMly acceptable salt of any of these compounds. 

� 
’.5 

IS the use toccushing to ci altos ’ti-I? wherein the pharmaceutical verification 

prepared is adapted for simultaneous administration of the active ingredients. 

19. The use according to claim IS wherein the active ingredients arc contained in the 

20 Same unit dosage fonn. 

20. The use according to claims JO-]? wherein the pharmaceutical composition 

prepared is adapted for sequential administration of the active ingredients. 

21. The use according to claim 20 wherein the active ingredients arc contained if 

25 discrete unit dosage forms. 

22. A pharmaceutical composition or kit comprising irindalone or a Pharmaceutically 

acceptable salt thereof and a compound, which is a serotonin reuptake inhibitor, or any 

othcroompound which causes an aleva,ion in the .lcvel ofextracellular scrotonin. and 

10 optionally pharmaceutically acceptable carriers or diluents. 

23. A pharmaceutical composition or kit according to claim 22 containing irLildalone 

in the form of the tarlyate salt thereof 
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24- The pharmaceutical composition or kit according to claims 22 to 23 characterised 

in that the serotonin uptake inhibitor is selected from citaloprani, cscitalopram, 

fluoxetme, sertraline, paroxetine, fluvoxamine, v-enlaraxine, dapoxctinc, ticthzodolie, 

imipranlin, kmoxetine and clomipraniine or a phannaceutically acceptable salt of any of 

5 rhcsc compouttds. 

25. The Pharmaceutical composition or kit according to claim 24 wherein the 

serotonin reuptake inhibitor is a selective serotonin ruptakc inhibitor. 

10 26. The phannacoutica] composition or kit according to claim 25 wherein the 

selective sorotonin rettplakc inhibitor is citalopram, escitalopram, fluoxehine, 

fluvoxumine. scriraline and paroxetine or a pharmaceutically acceptable salt of any of 

these compounds. 

5 27. The pharmaceutical composition according to claims 22 to 26 which is adapted 

for simultaneous administration of the active ingredients. 

20 

2. The pharmaceutical composition according to claim 27 wherein the active 

ingredients are contained in the same unit dosage form. 

29. The pharmaceutical composition or kit according to claims 22 to 26 which is 

adapted for sequential administration of the active ingredients. 

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

25 ingredients are contained in discrete dosage forms. 

31 A method for the treatment ofdiseases or disorders responsive to a serotonin 

reuptake inhibitor or any other compound which causes an elevation in thc level or 

extraccllular serotonin, comprising administering irindalono or a pharmaceutically 

30 acceptable our thereof and a scmtonirt rcutako inhibitor, or a compound which causes an 

elevation in the level extracellular serotonin, to an individual in need thereof. 
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32. A method for augnientirtg and/or providing fusion onset of the therapeutic affect or 

a serotooin reuptake inhibitor, or any other compound which causes an elevation in the 

lcvcl of cxtracellu!ar serotonin, comprising administering irindalone or a 

pharmaceutical ly acceptable salt thereof to an individual to be treated with or undergoing 

5 treatment with the serotonin rcuptake itthibitor, or any other compound which causes an 

elevation in the level of extracellular scrotonin. 

33. A method recording to claims 3’ to 32 wherein the individual suffers from 

depression, anxiety disorders and other affective disorders, eating disorders such so 

10 bt’limia, anorexia and obesity, phobias, dysthymia. premenstrual syndrome, cognitive 

disorders, importer caniro) {lisorOem, arteneion doflcji hyperactivity disorder and drn8 

abuse. 

34. The method according to claim 33 wherein the individual suffers from anxiety 

Is disorder. including general anxiety disorder, panic anxiety, obsessive corZ2pOS2ve 

disorder, acute stress disorder, post trauma stress disorder or social anxiety disorder. 

35. The method according to claim 33 wherein the individual suffers from depression. 

20 3 . The method according to claims 31 to 32 wherein reactant lone is used in the form of 

the tartrate salt. 

7 rho method accordino to claims 31 To 32 wherein rue scmrot,in uptake inhthkor is 

selected from citaloprarn, escitalopram, fluoxetinc serUaline, parnxetine. fluvoxamine, 

25 venlafaxines dapoxetine, nefaaoctl intipramin, foinoxetine and clomipranilne or a 

phansiaceutically acceptable salt of any of these compounds. 

. 

39 The method according to claim .37 wherein the scrotonin rcuptakc inhibitor is a 

selcotive serotonin reuptake inhibitor. 

30 

39. The pharmaceutical composition according to claim 38 wherein the solve nyc 

scrotonin reuptake inhibitor is citalopram, escitalopram, fluoxetine, fluvoxamine. 
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sertraline and paroxetine or a phannaceiicaty acceptable salt of any of thew 

compounds. 

40. The method according to claims 31.39 wherein the active ingredients are 

administered simultaneously, 

41 The method according to claim 40 wherein (he active ingredients are administered 

in the same unit dosage from. 

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

administered sequentially. 

42. [he method according to claim 42 wherein the active ingredients are contained in 

Iwo discrete unit dosage forms. 
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cEaTIFICADO NACtONAL 

CkMaA CAIRERE, BE COMERCIO OE CAL: 

Fecha 20070529 Hon Cercificado 1256fl 

� � 

O5elacioi’; 02NA8Q929024 PATINA Uo 1 

N0NRRELAEQRATORIO FRANCO COLOMBIANS LAFRNKOL 6 .A. 
D0NICILIO CALl VALLR 
DIRECCIOW cOMggcrAL ---K 1 46 81 

1)IRECCTON 140TIFICACIO! JuDICtAL. --- K 1 46 84 
CIuDADcALI 
MATRICULA NIERCAITTIL NEB. 5233-4 FECWA ?IATRICUtA 02 DE OCTOBER OR 1958 

DrRSCCIOW SLECTRON:CA eoperanzacortes1araro1.net 
AFILIADO 

CERTIflCA: 

NIT 903014$3-6 

czRT:FICA 

QDE POR TECRITURA NRO. 1434 DEL 29 DR EEPTsISER DX 1953 N0TTh CL]ARTA DR 
INSCRITA SW LA CAIWth DE COI1ERC:O EL 02 DE DCTOBRR DR 1958 SAY) EL NRO. 

18319 DEL LISRO Ix SE CCNSTflIJYD LA SOCIEDAD IDENOMINADA IaBORATORIO FRAtICO! 
COtOMBIANO LAFIt4COt S.A. 

1 CETIFICA . 

FRPORMAS 
0000MENTO FECKA.DOC ORIGEN FECHA.INS URO. 
INS LIERO 
S.D. 1104 �70/064959 2OTaRIA CDRTA BE CALL 07/07/1959 
19467 

E   1309 26/12/1950 NOTARIA cUARTA DR CALl 29/12/1959 
20089 

S. P. 172 24/07/1962 NOTARIA CUARTA DE CALL 26/07/62 
2�1028 

E.9. 1824 31/07/1957 NOTARIA cLrARTA DR CALl 24/O&/1063 

** COhTTINUA (** 



CSRTIflCADO NACIONAL 

CARA DE COMSSCIO US CALl 

BOTh CertIfIcado 123616 

Operacion: 02180529074 PAGINA No, 2 

E  . 2422 25/10/1964 NOTAflA CUARTA Os CALl 
26717 
EP. 1720 16/09/1964 IJOTARM COARTA OS CAU 
25406 
2P, 101 31/01/1956 Th07AR1A CUARTA DR CALl 
31039 
59. 852 21/03/1968 NOTARIA CtTARTA US car 

35711 
5.2, 4964 12/12/1972 NOTAa: cUPTA D CALl 
2975 IX 
2.?. 2956 30/05/1973 NOTARIA CUASTA OS DALI 
4337 LX 
5.2, 4964 12/12/072 NOTARIA CUARTA US CAI.t 
5994 IX 
g  . �579 12/1111973 1l0Th?2A CUAXTA DX CALX 
5996 IX 
5.2. 4406 40/09/1974 NOTARIA CUARTA DS DAL  
10S7 IX 
5.2. 192 03/02/1976 WT&IA CUARTA E DALI 
75355 IX 
z.? 3479 07/09/1979 NOTAflA CUAXTA DO CArS 
34204 IX 
8.2 4274 12/12/1964 NOTAICA NOVENA DX DAIS 
73068 IX 
S.? 1155 21/0511985 1O7AEIA SSPrItk OS DALI 
76917 IX 
EP 1653 20/06/1986 NOTAflA 5PTTNA DR DALI 
65997 IX 
E   1455 09/06/1987 MTAFIR SSPTIMA 02 CALl 
3508 IX 
2-?. 7222 14/12/1988 NOTARTA TSRCERA DX CAL: 
13847 IX 
E.P. 4530 04/09/1989 NOTAXIA TERCORA DO DALI 
21506 IX 
R . 3665 D2/0511590 BOTARIA TORCSRA 05 DAIS 
31700 IX 
5.2. 0305 13/12/1995 NOTARIA TERCRA DC DALI 
557 IX 
8.2. 4559 16/11/1999 NOTARI TSRCERA 05 CALl 

7911 IX 
2.?, 6.004 02/12/2004 NOTARIA TSRCRRA DX DALI 
13371 IX 
EP. 6241 27/12/2006 NOTARIA TERCERA DO DALI 

" COIiTI14UA fl 



*01* 95 

CERTIFICADD NACIONAL 

� CRA DR CONERCIO DR CALL 
� D99L* HQ5l 

Fcha 20070529 Sara Cettificado 123616 

Optiaion 02NA80529024 PAGING No. S 

625 IX 

CERTIFI" 

VIGENCLA. 29 DE SEPTEMBER DEL ADO 2057 

CSRflFZCA: 

03ETO SOCIAL. SE OcUPA BE  Al FA2RICACIOU OLSTRIBLrCZON V VSIflA SN EL1 
TIrnRITORIO SE LA REPLTBLICA 05 COLOMBIA 0 EN RL EXTRIdUSRO DR CUALESQULERA 
TIROL DR VACT.flAS PRODUCTOS QUIMIrOS, RARCEUTICOS ALIMENTICIOS FONCIONALES, 
C.OSMSTICOS Y FESOLQGZCQS, REACTIVOS, ANT71KIDTIME PART, 050 HUMANO 
VETEP1NARTO PR0000TOS DIETETICOS, COLOR?MTES DR PERFUMERIA Y AFINES. B) LA 
RRPRESENTACION DR CASA8 FABRICANTES NACIONALES 0 EIQVRANJEEAS DE SSTOS 1f1S2403i 
PODUCTOS- C FASRICACION, IMPORTACION, UTSTEIBUCION Y yENTA os CUALESQuISR. 
TIROS PS PROrMJCTDS VETERINARIOS, AS LA REALIZACION PS TOIJOS LOS ACTOS,I 

CONTP.ATOS CONVENIOS OTRECTAtENVE RELACIOIqAOS CON LOS FINES ANTES INDICADOS - 
RN DESARROLLO PS SU OBJETO SOCIAL PODPA 5A SOCIEDAD ADOUTRIR Y VENDHR DIENES 
RAICES V MUEBLES, DARLOS V TOMARLOS EN ARRENDA14IErr0, GARASTIZAR CON aIrorRcA) 
SOBRE LOS S1NE2 RAISES C) CUE PRENDA SOERE LOS BIENES MUEBLES, OSLIACIONES A 
CARGO OS LA SOCIEDAD; OAR V RECLEIR A M!JTUO COMERCIAL DISERD V CELEBRAR LOS 
CONTImTOS COMARCIALES IS CAMEIO EN 700A9 SOS MANIFE&TACIOXTEL FONOM EMPRESAS1 
OUR TENGAN LA MISMA FINALIDAD SOCIAL C) ASOCIMSE CON ELLAS. 

CERTIFI(OA 

ORGANOS 05 DIRECCION V ADMINISTRACION! 1) ASAIISLEA GENERAL OS ACCIONISTAS; 2 
JUNTA DIVECTIVA, ) GERENCIA GENERAL. TPa1EIEN TENDRA UN REVISOR FISCAL, 

ADMINISTRACION: LA ADMINISTRACION I}Th4EDIATA DR LA SOCISDAD, SO REPRESENTACION 
LEGAL V LA GESTION 05 LOS &EQJCIOS POCrALES 5SThRM A CARCO DE UN GERENTE, 
DESIGNALO FOR LA ASALEA GENERAL PS ACCIONISTAS, PASS, PERIODOS OR OS DOS (2 
Pt?OS RRELEGI3LE INDEFINIDAIIENTE V REMOVIBLE LII3REMENTE FOR ELLA EM CUALQUIER 
DISNPO 

PARAGRAFO PRIMERO, SUPLENTES: EL GERICWTE V RRPRSSSNTANTE LEGAL TENDER LOS’ 
SICUIENTES SONORITIES PRIMERS, SEGUNtO V TERCERO OUR LO REEMPLAZARAn EN WE  
CASOS PS AUSENCIAS AC.CIOENTAL TEMPORAL V ASSOLUTA C09 LAS LIMITACIOLrES QUS 
EAU ADELAWVS SE aSTLSCEN. 

...  CONTINUA * * 



CERTIFICSLDO NATIONAL 

CAMAPA ON CoMERCro OS CAST 

Secba 20070529 HOra Certificado 123616 

DperaciOn O2NAOSZ9024 Dp.O1,rn No 4 

PARAGEAFO SEGUNDO - EL THROES SUPLSTE DEL GELEWtE GE*RAL 1 RBflESENTAETE I 
LEGAL ESTARA LINIIThD0 AN SOS FUNCIONES A( CONPROMETER LOS NECOCIOS SOCIALES 
El) CUJ)T1A no SUpR1OR A CU:TRD MAD DOSCIENTOS SALARIOS HININOS MENSUALES 
LEGALES VIOENTES (4-200 8NO1LV) CELEBPAR CONTEATOS COMERCIALES DE COMPRA’IENTA 

I 
EN GENERAL TA SEA CON LA NATION (MINISTERIOS V DE?ARTtSNTOS ADNINISTRATIVOS) 
EItIDADES DESCEIlTKALtZADS EStRSctl412NTO6 PImLICOS, EMPRESAS INDUSTRIALES 
V COMERCIALES DEL ESTAL), SOCIEDADES DE ECONOMIA NIXTA) EMPRESAS SOCIALES 
CIVILES Y CONHRCThLS, COALOUTERA ODE SEA ED NATIJRALEZA CON FACULTADES PARA 
ExtGrN 0 SCJSCRIBIR LOS DOCUNENTOS V G&RANTIPS NECESARIOS HASTA LA C1JAWPTA 
ANTES MENCIONADA. 

FUNCIONES DEL GERENTE; A) B} EJECUTAR V RACER CIJM?LLR LOS ACUERDOS I 
DECTSTONES 05 LA ASAMBLEA GENERAL DE ACCIONSTAS V DE LA JUNTA DIRECTIVA V I 

RACER 050 DE LA SAZOII SOCIAL, Cl REPRESZInAR LEUALMEETE A LA SOCIEDAD CONFORMS 
A LA LET ANTE CODES LAS AUTORIDADES CIvILES, JDDWIALES, NILITARES 
SANITARIAS DE POLICIA, ADUANALES, POSTAZSS, ETC- 0) LLEVAR A CASO LA GESTION - 
COMERCIAL V FINANCIERA. HI TENDRA LA PLYMN DE LA Acc::rorJ 
ADMINTETRATXVA, LA 000RDINACION Y LA SUPERVISION GENERAL DE LA SOCIEDAD, LAa I 

COOLED COMPLIRA CON ?REDLO A LAS CARS DE LOS ESTATUTOS 

EN EL EJERCICID DE SUE FUNCIONES, EL GERENtE PUEDE 1.- COMAP.ECER EN LOS 
JUICIOS TRANSIOZE V COMPROMETER LOS WE000IOS SOCIALES PB CUA000tERA 
NATcJRALEZA CUE FIJEREN, IICERPO)IER 1000 UEN10 DE ECURS0S V CONSTTUTR - 
APODERADOS QDE LO EEPRSSENTEN CUOICIAL 0 EXTRAJUOICIALMENTE - 2 - - BNA)ENhR A 
CUALGUIER TITTJLO V CDMPRAR SIENES MOHOLES, CELRBRhR CONTRATOS COMERCIALES 06 
CONPRA V yENTA EN GENERAL VA SEA CON LA NA0T0) OIINISTERIOS CDEPARThMENTOS 
ADMINISTRATIVOS) ENTIDADES DESCENTRALIZADAS (SSTABLECZMIENTOS PUSLICOS) 
EIIPRESAS INDUSIRIALES 1 COMERCIALES DEC ESTACO, SOCIEDADES DE ECONONIA MIXTA) 
EMPRESAS 0 SOCIEDADES CIVILBS V COMERCIALES COALQUTERA ODE SEA SO ltptURALEVA I 
SO CUANTIA, CON AMPLIAS FACOLTADES ONE EXIGIR 0 SUSCRIBIR LOS DOCUMENTOS, 
QARANTTAS NSCESARI&5 CONTRATP,R PRZSmMOS CUALODIEPA 009 SEA SD CUANTIA, 

CELESRAR EL CONTRaTO COMERCIAL 06 MTJTUO EN TODAS SOS MANIFESTACIONES I 
SUSCRThIE LOS DOCUIIENTOS V COMPROMISOS RESPECTIVOS - HACRR DEPOSITOS EN EAICOS 

V AGENCIAS BANCARIAS, RIRMAR CHEQUES LETEAS, PAGMES, OIROS, LI2RADRAS -y 
CUALOUIER OTRO rjOCUNENTO, AST COMO NEGOCTAR ESTOS INSTRUMAIJTOS TEIJERLOS 

COAR1OS. ?AG),RLOS, DESCARGARLOS, ETC -

CERTIFICA: 

DDC1JMEIQTO: AdA NO  99 DEL 14 DE MARCH DE 2002 

ORIGEN: ASPdIBLEA GENERAL DE ACCIONISTAS 

INSCRIPCION: 09 Ps SEPTEMBER PB 300i No  14675 DEL LISRO TX 

" CONTINUA *’ 
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I3CHRTIFICADO NACIONAL 

CAMAM DR COMERCIO OS BALI 

Fecha 20070529 Bor Certifloado 12316 

Operoelon: 02M052024 PACINA No, 5 

VICEPRESIDENTE 

ROBF.RTO VENTURA PAUL? 
I , 16697614 

GNRENTE CENT y 
JUAN FRIA flNDON UUTIERREZ 
C-c-lfl2Sloo 

PRIMER SIJPLENTE DEL GERENTE 
ESTHER IOASEL VENTURA DE TENDON 

CC . 9977831 

SEGUNDO SUPLENTE DEL GERENTE 
JDBBRTO 14. VENTURA CRISPING 
C. C. 9086003 

PEtS I DENTS 

ESTHER ISASEL VENTURA US RENOON 
C.CT. 38979931 

CERTIFICA 

DDCUMENTO ACTh NO. 105 DEL 09 05 NOVEMBER 05 2004 
ORIGEN: ASAMBLEA DR ACCIONISTAS 
flSCRXPCION- 27 DE FEBRUARY OH 2005 NO. 2032 DEL LISRO IX 

FU5RON NO14AOW 

TERSER SLrPLSNTS 051 CSENT5 
JUAN PABLO REVES VILLAI4IZAR 
C  . 80419709 

CERTIFICA: 

*** CONTINUA *** 



CERTIFICADO NACJ:ONAL 

CkLRA yE COMERCrO DR CALl 

echa 20070529 flora Certificado 123616 

Operacion: 02NA9052g024 PAGINA No. 6 

r)OCUMENTO, ACTA NO, 99 DEL 14 OS MARCH OF 2002 

ORIGEN: ASAMBLEA GENERAL DE ACCIONISTAS 

nqSCRTPCION: 09 DE SEPTEMBER RE 202 No, 14675 DL LTBW IX 

cOc1MErTO: NCUR, NO  bc DEL 09 RE IKNVRV.RBR DE 2004 

ORIGSN! ASAMBLEA DE ACCIONISTAS 

tNscnperol: r, RE PZRUAR DE 1005 SO, 2031 DEL LIBRO IX 

71JE A0E) N0PJ4OO 2) 

JUNTA DIRECTIVA 

PRINCIPALES 

PRIMER RENCLON 

ESTHER ISAEEL vNTU9A DE RSND0 

C. C. 3897"31 

SEGUNDO RENCLON 

ROSA VICtORIA WNTORA OF VISBAL 

C. C.38992048 

TERCER RENGLON 

JUAN PASLO REYES VILLAMIZAR 

C. C. 80419700 

SUPLENTSS 

PRIMER RRNGLOt 

allAN MALTA LONDON CUTIFERBE 

C. C. 12010 0 

EEGUNLO RENCLON 

ROBERTO H VrNTTJRA CRISPINO 

C. C. 9086003 

TERCEX RENGLOW 

ROBERTO S nNTURA PAULY 

C. C,16697614 

CERTIPICA: 

’** CONTINUA * 
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I3CERTIFICArO NATIONAL 

CAJ4ARA .. CAI1ARA DE COMERCIO OS CALL 

H 
I Fecha 20070529 Hora Certtfioao 123616 

Operacior; 02W90529024 PAGANO NO  7 

L>OCUMENTO: ACTA NO. 99 DEL 14 03 MARCH 05 2002 
ORIGSTI: ASANSLEA GNERE SE ACCIQ&ISTAS 
INSCRIPCION: 09 DE SEPTEMBER 05 2002 NO. 146Th DEL TIERS) IS 

FUER0N) N0MBDOkS) 

REVISOR FISCAL 
ALFREDO LOPEZ 

& CIA. LTDA 
NIT 800026�93-S 

CERTIPICA 

OOCUT4SNTO: DOCUMENTS PRIVADO DEL 20 05 OCTOBER BE 2006 
ORIC,EN: ALFREDO LOPEZ 

& CIA LTDA 
INOCRIPCI0N: 07 DE NOVEMBER NE 2006 NO. 1267 DEL LIBEL IS 

FDSTXO,O NONBflDOISh 

REVISOR FISCAL PRINCIPAL ALPREOa 
WPEZ CAflPQ 

C. 0. 8 24 1912 

REVISOR FISCAL SUPLENTE 
GMEVNNA GONZALEZ OALINDO 
C. C. 66959552 

CERTIFXCA 

CAPITAL Auro&IZAVO; $7500000,00o 
NUMERO US ACCIONES: 750,0000O0 
VALOR NOMINAL: $10 
CAPITAL SUSCRITO $6,000,000,000 
NUMERO SE ACCIONES 600,000,000 
VALOR NONIML. $20 
CAPITAL PAGADO: $6,000,000000 
NUMERO AN ACCIONEO: 600,000,000 

***

 

CONTINUA *** 



CERTIKICAOO NATIONAL 

CPJtRA SE coMEEcro DE CALT 

Fecha 20070529 }Iora Cercitic8d0 123016 

Operanoil: 02NARQ52902A PA21NA lc 

VNLOR NOEThAL: $19 

CRTrFICA 

DUE A NOMERE DE LA SOCIEDAD FICURA ?mTRICULADO EN LA C?XARA DE LOMERCIO NATO 
EL NRO.5234- 2 ESThSLECTM’ENTO DEl COMERCIO: LAMORAT0RIO FRANCO COLOMBIANO 
UPTc4E Cot 
TJBICADO EN ;--K 1 40 84 DE CALl 
AENOVO FOR EL AID 2007 

CERTIFICA: 

ONE A NOTIERE DE LA SOCIEDAD FIGORA 4ATRIC!yLADo EN LA CM1MA DE cOMERCIC BAJO 
EL NRO 309809- 2 ESTASLECIMIENTO DR CONERCIQ: LA9QRATORIO FRAIqCO COLONIBIANO 
LAFRANCOL 0 A 
U3ICACO EN: ---K 1 46A 70 0! CAU 
FECHA MATRICULA 29 0! APRIL 00 1994 

� RZlOVO FOR EL AID 2007 

CERTIFICA: 

� QUE A NOMBRE OS LA SOCIEDAD FIGORA �IATRICULAOO EN LA CANADA 0! COMEECIO SAJO 
EL NED 309810- 7 ESTARLECIMIENTO OF COMERCTO: LA?ORATORIO FRANCO COLOMBIANO 
LAFRMCOL S A 
USICAO EN! ---F 146 A 32 SE CAL: 
FECPA MATRICULA 29 SE APRIL 00 1994 

RENOVO FOR EL A?O 2007 

CERflFICA; 

QIJE LA SOCIEDAD SFECTUO LA RENOVATION SE SU MTRICUI,A MERCANTIL EL 29 SE 

MARCH 00 2007 - 

CERTIFIcA: 

*** CONTINUA ** 



CERTIFICADO MOTIONAL 

(2JIARA DE CO29SRC10 VS SALE 

Pecha 20070529 Hora Cetifioado 123616 

Op&racion: 02NA50529024 PAQINA NO  9 

* * * * * * * * * * * * * * * * * * * * * * ** * * * * * * * ** * * * * * * * * * * * ** * * * * * * * * * * * * * ** * 

QTJE NO FIQTJRAN OTRAS TNSCRIPCIONES OUR MODIFIQUEN TOTAL 0 PARCIALMENTE EL 
PRESENTE CERTIflCADD -
LOS ACTOS Y 0000MENTOS RSGISTP.ADOS QUEDIM EU FIRMS CINCO 5) DIAS ImeaTs 
DESPUSS PB LA FECHA OS SD IN$CRtPCION SIEMPRE V CUMDO DENTRO AS PICHO 
TERMINC) NO SEAN OBJETO DR RECORSOS EN LA VIA CUBERNATIVA, 

DE CONPORMIDAD CON EL DECRETO 2150 DR 1.995 1 LA AUTORIZACr0r LMPARTIDA PaR 
LA SUPERINTENDENCIA DR INDTJSTRIA Y COMERcIO LA FIRMA .MECANICA ODE APARECS A� 
CONTINUACIONTIRES PLENA VALIDEZ PAPA T000S LOS EFECTOS LE=ES - 
DADO IN CALl A LOS 29 DIAS DEL MRS US MAY DEL A?O 2007 HO: 12:2845 



AMID DE CWPLI0ID0 ttxPrUrNTE ho. --

ESTO CENTIFICACIDN OF EOOEDENTE DE PO SOLO P0001 SR 011110101 
C0 PIFTE US LA GWILACION BE UNI IIOOFA VICENTE V NO PODRA SE 
SUSUMIK FOR IINSUN RFUB0 

SEIPERINTEENCIA OF INOIJUTRIA A C0ECUO 

SIT i R00t760B9-2 

RESIN Ofl010L SE CIJA 07 - 43.502 
FECHA ARAB 30 OF 2007 

I. . 

I!! I 
IIIIII!i!WH 

.:. .-

tilts CONS I BNACI ON ’liii 

ISP0TIE TIPO PASO RANCO CIUEIA PQ FEc FU 

lEVER I REM RSOUADOS COtSl0ACIOM SAMEC POPULAR 5040I10- Æ3071065 30/0512007 

’’(’4 C C N C E P i D (lilt 

CANT. IENTOST100 CONCEPIE 

I 50U5-0l -O4 PRESENTACION BE 01SERACIOMEE 12 tARCABY LElS COEICIALES 
TOTAL: 

SON: OUSCOENTOS CINCIJEMfl V SHE OIL PESOS 

RESPONSIBLE  

RECIBO SE CAJA IPLICAPR AL EXPEDIENTS ND. / 

TOTAL CONCffTO 
------------------

256000.0O 
156000.00 



S LOT RINTENDENCIA OE INOIJSTRIA V UMLRCTU 

NIT I 80017609-2 

BEEIBO BFICIAL BE CAM - 41.774 
FECA $AVO 29 OE 2007 

10 

till! CONS I 141$! 

DEPBIIIASTE IIPD PASS BANCO SANTA No. PASO FECA P60 VS. PAN 

EVES V RETES A ANN ADDS COMSISNACION BANCO POPULAR 050001004 5466054 25/05/2007 2I8.000.0 

till! C 0 N C E P I o itt’s 

CANT REMIISTICI CINCEPTO TOTAL CUNCEPTO 

I 50005-01-00 FRORRUSA DE 1ERINOS 31 PR00EA BE TERMINCS 7200000 
TOTAL 72.000.00 

SON; SETENIA V DOS MIL PESOS 

RESPONSBLE _____________________________________________ 

PECIBO DE EAJA APIICADO 01 EIPEDIENIE No.-


