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JOSE LUIS REVES VILLAMIZAR, mayor de tided, dentificado como aparece at 

pie de mi firma, abogado an ejercicia, titular de Is tarjeto profesional nümero 44655 

del Consejo Superior de la Judicature, obrando an calidad de apoderado de Is 

40 sociedad LABORATORIO FRANCO-COLOMBIANO LAFRANCOL S.A., dentro 

del trÆmite de Is referenda, an ejercicia de to dispuesta por el articulo 42 inciso 20 

de Is Decision 486 de 2000, por medlo del presents esciito, procedo a sustentar 

complementar Is oposicon presentable eF 28 de febrero de 2007 an los siguientes 

terminus: 

1. RATIFICACION 

Comedidamente me permito insisbr an todos y code uno de los argumentos 

panteados an Is oposiciôn referida, los cases, comb as dijo an su momento, 

demuestran qua Is solicitud de Is referencia carece de los requisitos de 

patentabilidad establecidos por los articulos 14, 16, 18 y 20, literal d) de Is 

DecisiOn 486 y quo, coma tal, no merece recibir el beneticic patentarlo. 
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La patente europea EP 1 254 668 A2 publicada & 6 de noviembre de 2002 

tituleda "COMBINATION OF A SEROTONIN REUPTAKE INHIBITOR AND A 

GABA-A ALPHA 2/3 AGONIST FOR USE IN ANXIETY AND DEPRESSION"! 

revels on metodo oars tratar Is deoresion o Is ansiedad an Un mamifera, 

incluida el humano, caracterizado par Is administracion do Un agonista GABA A 

all 2/3 con on SRI, an cantidades adecuadas qua permiten tratar Is ansiedad 

a Is depresion can one eficacia aumentada. Supone lo expuesto qua Is 

solicitud an tramite busca resolver el mismo problema tØcnico quo ya habia 

atendido Is Patents an ouestion- equivalents a Is solicitud internacional WO 

04/112786 y qua corresponds at aumento y rapido iniclo del efecto terapeutioo 

de los inhibidores de Is recaptaciôn de serotonina debido a Is presencia do 

gaboxadol. 

119 
Es importante resaltar quo Is patente europea entre los compuestos 

referenciados camo agonistas de GABA-A all 2/3 incluye a paboxadol. 

ganaxolone, fengabine, entire otros y quo son combinados con compuestos SRI 

qua si bien as cierto no son los mismas de Is solicitud colombiana an tramite. 

no lees menos el hecho quo an ambos documentas se pace referenda a Is 

comblnacion do Gaboxadol y on SRI. 

En cuanto a las dosis de gaboxadol reveladas an We reivindicacinnes 4, 12! 

26! 27 42 y 43 de Is solicitud colombiana an remits y quo corresponden a una 

cantidad qua varia desde 2,5 haste 20mg, tel cemo 5 haste 15mg de 

gaboxadol par dia; a qua camprende gaboxadol an una cantidad qua vans 

desde aproximadamente 01 hasta aproximadamente 2.5mg, carecen tanto de 

novedad coma de nivel inventivo puesto quo Ia solicitud europea tantas VeGas 

mencionada an su reivindicaciOn 9 las senala especificamente. 

’ En farmacologia yen Is industria farmaceutica son muy cornunes y concoidas 

las combjnecjones as varios fÆrmaccs, y Para all existen multiples ejemplos 

qua no viene al cal mencionar, debido a su ample divulgación y usc. La 

combinaciOn do on compuesto como el descrito an Is solicitud colombiana can 

atro tipo de agents coma los mencionados an dichas reivindicaciones tiene Is 

misnia finalidad que an to expuesto anteriormente, esto as  hacer quo el efecto 

an el tratamiento de Is depresiôn y Is ansiedad, sea mayor qua all qua Se 

obtendria mediante Is administradOn individual de los componentes. 

Para el caso an cuestión  no solo son conocidos tales componentes, sino qua 

as absalutamente predecible Is pnsibihdad de su combinación y Is obtenciOn 

del efecto sinergico pretendido. 
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En In solicitud internacional WO 01141766 Al publicada el 14 do junic de 2001 

CIS titulo: THE COMBINATION OF SEROTONIN REUPTAKE INHIBITOR AND 

IRINDALONE, as revels una combinacion de un fØrmaco come irindalona con 

an inhibidor de Is recaptacion do Is serotonina (SRI) ) seloccionado de 

citalopram, escftalopram fluoxetina, fluvoxamina, sernllna, paroxetina, 

venlafaxina, dapoxetina, nefazodona, entre otros, U otro compuesto, el ciial 

provoca una elovacion an el rival de sorotonina exlracelular, pars el 

tratamiento de Is depresian y otros desØrdenes afeotivos. Tanto Is anterioridad 

explicada comb Is solicitud an curso buscari proporcionar one formulaoion 

farmaceutico qua comprenda an compuesto bion sea Gaboxadol 0 Irindalona y 

Un nhibidor do Is recaptación de serotonina (SRI) quo as capaz de elevar el 

rival de serotonina exiracelular, an consecuentha, to soiicftud an tràmite no 

estØ resolviendo an nuevo problema, cues Se limits a realizar otra con,binaciÆn 

predecible, qua al igual quo Is its Is rovelada an IS solicitud internacional 

mencionada puedo potonciar Is acc6n de los fªrmaccs. 

> La publicacion cientifica Pharmacodynamic effects and possible 

therapeutic uses of THIP, a specific GABA-agonisi tambien ovidoncia el 

use de Gaboxadol a TPI (4,5,6,7-tetrahydroisoxazo1o[5,4-o] pyridin-3-oI) y su 

possible use con was farmacos, los wales pueden incrementar Is actividad be 

dichas composiciones. 

> La solicitud colombiana on tramite pretends at patentamiento de Un metodo 

terapeutico frejvjndicaciones 1 a 8) y Un use (9 a 35) y sogun el articulo 51 de 

to Decision 486, el alcance de Is protección conferida par Is patente esta 

determinado’par el tenor de las reivindioaciones. La Cars e inequivoca 

redacciÆn transcrjta demuestra, sin mÆs, quo Is protecciªn solicitada an  las 

reivindicaciones I a S versa ünica y exolusivamente an el mOtodo de 

tratamiento on cuestiOn, sin quo sea dodo realizar interprotaciones diversas 

sabre el alcance pretendido. Una simple lectura do dichas reivindicaciones 

demuestra qua el objoto do Is solicitud as Un metodo terapOutico pare el 

tratamiento humane o animal! exoluido expresamente do Is posibilidad de 

obtener patents sogün el articulo 20 (d) its Is Decision 486. 

> Tanibien son inaceptables las reivindicaciones 9 a 35, dirigidas at "uso" do una 

oomposiciOn, was esta categoria no estâ incluida on el concepto do 

Christensen AV; svendsen 0: Krogsg8ard-Larsen p. Pharmacodynamic effects and possible 
therapeutic uses of TPI, a specifo GABA-agonist. Pharmaceutiscb Weekblad. Sdetititic Edition 
Phami Weekbl Sal 1982 On 22; Vol .4(5), on 145-153. 



A1 
4 

!!ProdudOs o Prodimientos quo establece el adiculo 14 do Is Decision 486 US 
do 2000. Lo anterior, edemas, an consonancia con Is reiterate interpretaciOn 

de Ia SIC sabre este punto. 

It. COMPLEMENTO DE INFORMACIÔN 

En adiciOn a In expuesto an el punto precedents yen el escrito inicial de oposioion, 

ruego at Despacho Se sirva toner an cuenta los siguientes argumentos: 

Las reivindioactnes 1 a 16 y relacionadas carecen de novedad y nive 

inventivo Si Se tiene an cuenta qua a pa%en%e americans 38 4279,676 

HETEROCYCLIC COMPOUNDS" publicada el 14 do julio do 1981 y Con 

prioridad GB 25740/77 de 20-%-1 977, revels el compuesto do formula (Is) 4 
5. 6, 7-tetahydro-isoxazolo IS. 4-cl pyridine-3-ol. to Gaboxadol) quo he 

mostrado poseer actvidad relacionada con GABA 

TambiØn Se reflere a los mØtodos do preparaciOn do dichos compuestos y 

sales do los memos y at metodo card el fratamiento de desardenes 

neurológicos 0 psiquiÆtricos tales coma epilepsia, parkinsonismo, 

esquizofrenia y Corea do Huntington o enfermedades an las cuales hay 

malfuncionamiento de la hormone pituitaria, o enfermedades 

arteriosolerOticas an el cerebra donde one vasodilataciOn an deseada, por 

administración de una cantidad terapeuticamente efeotiva de dichos 

� compuestas a sus sales farmacØuticamente aceptables. (couture 2, lineas I 

all). 

Ejemplos do las sales del compuesto do formula (Is) son las sales Æcidas de 

adioiôn tales coma las provenientes de acidos inorgØnicas comoclorhldrico. 

bromhidrico, nitrico, sulfOrico, fosfOrioo, ode acidos orgthnicos coma acØtico, 

propiOnico, malanico, tartârico, citrico, benzaico, entre otros, a las sales 

provenientes do bases tales coma sales metØlicas como sodica, potasica, 

calcica, aluminica, 0 de amonio 0 de emma. (columns 4, linees 4 a 21). 

En Is columns 13, lineas 33 a 67! Se describe la preparaclOn de 3-hydroxy-

4,5,5,7-tetrahydroisoxazoloj5,4-pyridinium bromide (Ia Salt) cristalino, -! 

decir at Bromhidrato de gaboxadol- y do 4,5,6,7-tetrahydrois0xaz010[5,4-

c]pyridin-3-ol zwitterion ha) cristalino. as decir, gaboxadol zwitterionico. 
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Tambleri menciona que, las preperaciones farmaceuticas qua comprenden 

los compuestas de Is invencOn pueden ester an forma sÆlida, semisOlida, 0 

liguida junta con excipientes 0 vebiculos adecuados parts aflhicaciofl enteral 

parenteral (columns 11, [fleas 8  26). 

Revels ademÆs, qua Se prefieren formulaciones an tabletas 0 capsulas Para 

admjnjstracion oral quo contiene 0.1-200mg preferiblemente 1-100, 

especialmente 5-50mg de un compuesto coma el descrito (as dean 

gaboxadol) o las sales do mismo, par unidad do class, cI cual puede ser 

administrado de 1 a 4 veces par dia o coma una composición de liberaciOn 

sostenida. (columns 11, lineas 35 a 39). 

Adicionalmente, describe qua as composiciones antes mericionadas pueden 

ser adecuadas a preparadas pare combiner los compuestos do formula 

general (I) 0 sus sales can tranquilizantes nienoles tales coma 

benzodiacepinas 0 neurolepticos par ejemplo butirofenanas labs coma 

haloperidol, fenotiazinas tales coma cborpromazina, tioxantenO, entre otras. 

(columns 11, lIneas 52 a 63). 

Como Se observa, Is anteriaridad citada se refiere a aspectos fundamentales 

reveladas y doscritos an Is solicitud colombiana an trØmite, entre albos: 

o Se refiere a Gaboxadol (Rely 1) 

o Gaboxadol an forma do una sal de adicion do Æcido, 0 Un zwitteriOn hidrata 0 

zwitteriOn anhidrato. (Rely 2, 10! 24, 40) 

o Gaboxadol an forma de una sal do adicion do Æddo farmacØuticamente 

aceptabbo seleccionada entre Is sal clorhidrato 0 bromhidrato, o an forma del 

zwitteriOn monohidrato (Rely 3, 11,25,41) 

o La cantidad farmacØuticamente aceptabbe varia desde 2,5mg haste 20mg tal 

coma 5mg a 15mg as gabnxadol par da. (Rely 4, 12) 

o Gaboxadol se administra coma una forma de dosificacion oral (Reiv 5, 13, 28) 

o Gaboxadol as una forma de dositicaciOn oral solids, tab coma comprimidos 

capsules, a una forma de dosificacian oral liquida. (Rely 6, 14! 30! 44) 

o Gaboxadol as cristalino. (Reiv 7, 15, 32, 46) 

o Gaboxadol an combinaciOn con.... (Reiv 17) 

o Gaboxadol an una cantidad qua varia caste apraximadarnente 0,1 haste 

aproxiriadamente 2,5mg. (Reiv 26, 42) 

o Gaboxadol an una cantidad qua vane desde aproximadanlente 2,5 hasta 

aproximadamente 20mg (Rely 27, 43) 



En conclusiOn, coma so he demostrado a travØs de todos estos argumentos, V 

aunque el empleo do gaboxadol en Ia anterioridad citada no corresponde a la 

DepresiOn, no Fo es menDs qua! todas y code una do las caracteristicas de 

dicho prinoipio activo, y aÆn el hecho de combiner a Gaboxadol con otros 

compuestos activos no entrana novedad ni nivel inventivo coma pars seceder a 

la concesion del privileglo do patente solicitado. 

Par todo lo anterior, le solicito Seæor Superintendente, que analice los argumentos 

citados con el rigor y detenimiento habituales y qua deerete, ademàs de IS 

negaciOn de la solicitud an comento, el archivo del citado expediente. 

Ill. ANEXOS 

La patente Americana americana US 4,278,676 HETEROCYCLIC 

COMPOUNDS" publicada el 14 do julio do 1981. 

jerintende nte 

JOSE LUIS REYES VILLAMIZAR 
CC. 79.152.473de Ijsaquen 
T  44655 del C- S do lad. 

U 
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et ii., Acts Cha,ilca Stan-- 

diasvka. (197Th It  31. IF, 377483. 584-52t VIII’ 
KragagIard-Larsac,

 
Ad, , Sap. Mot,as’., vol- In 1 

(979% Pp 303-321-
lCrozngaard_14T,cn, Nature, ((97)% vol. 285, pp 
53-55, 
Krosspnd_thna,, It IS, nSa kemunnob Bulien, 
(1910% m 1-6, 
FWma.y Eamng?-4ceepb flul Decal *s hygCl, ri ai.prctteting glo’jp, 
AEtovn. fleet Or ,m�Oordon W. Huaclien 

is. group onvertiWe. by hydittyS,, into an cay gtmip. 
I7I ASTRACT Or Q is a le.v’mg gIonp whlcI - react,, with Ky-

The compound Is droxylamia, roams a hydrcxamic acid group; 

on on I. 

’ (_.__cs 

wa 

T 

hn beat ihowe to POISe’S GABA.ftI*kd adi’ity. ’The whatch, 2 - 1 sat as ddbcd abovt 



’(F 
4,278,676 

2 
active thwedient Moeller the present invelt6on  

HETEROCYCLIC COMPOUNDS late. to method. for the prepatatton of he novel corn-
pomW, and saft, thenofaud to a ojethod for the treat-

The presett invention rdsta. 0 novel coopoonde ment or nnroloca and psychiatrie.l disordets such 
liavint GABA-lelated activily. 5 55 epepay. parkinsonis. achizophrenis and 

CIABA ( m.ioanobnwdc acid) ki,o,en 10 be a Htinüngion’s chores, or dittasa in which maltnnctiorn 
nerotaetmltterin the central nervous not (CBS) it of do, pitnjlsrybeem9nesnethvolved. orsrtereosctsle-- 
msn,mt GABA is found pcedominntly in the bnitt redo dissases in the brain where a vasodtlatntion I 
where it is a domitant inbibitory trsnssiittnt Cbzth. D dcthred, by adndni.tering a theraj,euticilly active 
R. and Johnston. 0, A. It., Ergebo. Phyaiol.. 1974, 69, 10 sjnonnt of the novel coinpowtd or a non toxic salt 
97-199). theteoftua living sinai.] body atluthng Stunan beinge. 

It no been reported look According to the ptetent hivaition. it has now been 
lS.8tl-3l5)thslmcimoloftheforiouls roondthstthenovtloompotid of the lhmsuls Is 

’05 ISH 00 I. 

HflIIX) 
0 

(4,sA,-tenaYdaetI]PIcte4.cl) 

S evolltolerated and by It var, pOtent 0MM kernel 
having a very apecifle activity. being inactive or 
GABA-aptake hThlbitot Partiel concerning the 
actIviry or 11b, coaipecrnd sic given In the anction ’rett 
Result? below. 

The petant .peciflo GABA a2oniat activity of the 
nonipouttd ta i etçedally remarkable on the back-
ground "me rice that tilt &oawc ,errclyreleted 
copounth, thet is, 

OH 3A,r-tenthyd4!se,nIe 
III p 

 o/ 

si.rd-L. &etd. a 
It 1517. t4-tn. ,.d P. Krep_ 

(p. 

N i-I-. ad (5.A. Jtta 
J. rknnehen.. Mike to Irl 

OH 3 ,l ,&5rYd5c -i It- i ant 

.tanraAewas=. sead. B 
lt,4cIa.ld (a Sol 

3], Lsfl SM-Ill. ad F. Rn.,’ 

vol IN I lArkether. I"& J ’IV Ill

g..sd’tave ad OAR. jtn 

OH A.ab3d�c.la.i.oadn 

JN 
[l,5l.dse*a-3.et ( Recgn. 

Li.rqyl 
23, HIt mid Ketpetd-- 

Lorwrlo011. 
NnreThs, lit 08 t317_Fitit 

Or, I,sa’4etnby.sacekt4.i.ej-
19ctIa-3 Is. Rntse–.ML.net 
I. .1., I. Nooll tIlt In, 

Hol 

505. ad P Krcaard-t. aid 
OAR. YdBt&a, J. n,treaa,s.. 
I,,,, Ill 

do not sbo’I inch potent and speciflo OAI3A agonist 
activity. 

Although the present inventioti I. not to be Intel by 
say theory, it to believed thet the remarkable selective 
actisity or the conspound las astilbeble to the patticu 
her position o(thc athogen atom an hit 0-memrobot ring 
10 relation to the acidic hydxoxy group in the 3-mean-
beer! iuus. 

flr present invention therefore relates to the novel 
compound Is and to den tivc thereoF which upon 
sd.nthinr,tiwt ilI be decomposed It tiro 11 yield th 
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Persons compound Ia, OR particolar compouitda of the 
geiierth formula I 

Ott . 
.r I .5 

am

 
to 4..&1-tO*byn?id454-c]pytdne-3.i) 

whereth R is hdrogen,� seetyl or a group of the gem-
eras ronnula VII 

I, 
..vfl 

RrOC 

o 

C’ 

PflicE/aO1 

S 

TEST RESULTS 

Affinity rnnding Experinlclita 
25 

In odet to Body the intem tions oldie compound Is 
with the cairai CABA teo.pton in vitro, the corn-
potmubwwdth.ffimbtthtgaperioentt The 
affinity binding (athum4ndepeodent binding) of 

Be GABAio.’uebranes isolated from mt brains was Bad. 
had as described by Eni. S. 31 and Sitfler. S. H.. Brain 
Res., 1975, 1W, 81-97. IC,i v&lxs.inhibitor ceitcenta- - 
Owsma c,,,ag 5016 hjbjbision of GABA binding were 
determined. 

35 
RhUms.Ic,o�*  
I. 

ez� J3 MM 
n?Ike �n 24  no, On – OAs1 pM) I 

ewaltca-I Ins 
n-a I !esM .rth case .faeds 

lnbMqas th. Fidse erat b,* 

43 Miercelectrophoreto Expaimenta 

In order to study the intesactions of the conipound a 
with the central OABA . reteptors In vivo, the Cam�
pound Ia was tested in niicroelecffohcretic expeti- - 
nteots. Experiments welt perfornied on lumbar dorsal 
horn internenrones and Retashaw cells or One auaetthe-- 
tized with pentobarbitone sodiuni. The approximate 
potency Of ON, depreasant actions or the compoiJud Was 
assessed relative to that of GAM On the basis of opec- - 
vophoredo carrents required to proluce equal and 

55 enbmaximal jimibitions of the firing of the central men- - 
tones. The inhibitory action of Is on ocitual neuron 
was antagonized by the speciflo (MBA antagonist bid’ 
culline metlicoldoride (BMC). 

At 
patency tell’s. ne,.nls 

Ctmpcsd In - ef OAnA rim by MARC 
GABA +++ 

++.t Ire 

65 
The compound Is did not interact with the GASA 
uptake systeni at concentrations of )< lO ti and it did 
not interact with the (MBA metaholiring enzymes 
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OABAa.oxo-glutaratt ambiotranaferana and L-gluta- Conditions and procedure for iSon[as!de ejttagonisin 
mate l.carboxylase at concentrations of 10-3 M. 

JInxed on the above-mentioned expethnent,, the corn- Mice, male. 20$ 
p4und Is is & çeciRc and very potent QABA agonist 

Compound
 

to has been compared with muscimol, the S 
Itonisside 300 mg/kg s.c. 

Inset polant OABA sgouistw NO known in a aede, or Macrolon cages type H. 

ph.n,,salogscsl The teat compound is Injected i.p. iii the dates 0 

- and ’/32 ofllttdeterniiued iv LUse. In Cane ofjhaol-
Toxicity 

uhis auStance,, the doses 0, 3, I/IS and t/M of the 
Compomid It, - been shown to be a well-tolerated 10 determined L.p. LDtd are used. Five mice are used for 

mibsiance; each dose level linmediatelyafter administration oftesL 

substance. iloujaside 3�0 mgThg 11 injected &.c flit 

A55.TcIJ (aeI) dose of Isonianide Induce, ntte,mittenr tonic clonic to 
LD � 

5 sures within SO ivinole,. The calcuistionsare perfonned 
sfyayn. Ifi.P. at on "on line procedure’ ci, the EDPterminal. The 

1 
11bobby are recorded as % increase in boy, until cOiini-

c,.,al jiip in 43 >320 
.ona occur sad in adaitioe ttO, least dose (Mm) which 

Thus, o,mpound In 6 condereh!y by, 
shows significant etct (onnimsi efThvtive d054 cairn-- 

clmol. hated by mean; or van deT Weerden-test). 

Injections Into &iba tan Its Nigra a l4ots Conclusion 

(a) Bilateral iobIo6m. al, 03, and 1.0 nor IaHBF Based on tZeae expenimenta. oninpound Is has been 

have bcca Inctcd, mc rein showeda proeooncód 25 ehowl to be a potent OABA agonisi Compoumnd It is 
eterroryplo behaviour. Is was shown to be weaker weaker than muscimol but considerably lm tonic. 
than niuscirnol. The oomoanda of ronnIe Ine, he prepared by 

(b) V&aina) .eItosk a’ sad US of of JaJmr (e)subjecdng a W,ypomdoithececrslfor,oels% 
have been injected. The rats ehowel a strong aS 
prolonged contnleteral turning. Is wnafound to be 30 
weaker than iuuscIunoI. 

Pharmacological Resuiia is, Mice by 
(a) Potentiahon ofmethylphealdate4nduned gnwtng 

(Schcel-gactal.:MIthffcrtiyraciIItetea 15 

?ma 

stereopy hut antagoeizet motility induced by dopam 
itsergic drugs. A o,mplea OABA.00PAMINB int-
actioe. Irc Sciences. 197b. Vol. 24 7514 in WttiCh Z is hydrogen or an amino-protecting group 

MIA) rcmovabI e.g. by hydrolysb, suilebly a group 
40 dthned shove or a tntyl or formyl group, and W EnssJkt (IM � sbah reeesjstee is 

in ctla. seinelt) is hydrogen or a group readily removable, ag. by 
byM.Itylor

 

57 drolytis, to yield the free dydrosy group, seth as a 
cresseead t..Ha. 0 lower alkyl group. ralkyl, tsahydropyranyl, &eetyl. 

by ssylnuifnnyl, or lower alkosycsrbo,,yl, with tIne proviso 

00 Aintagonism ofmotpbineinduced motility (CheIs- that at least one of Z and W in rormuja V is different 
tensen et SI.! Muscioso! antagoniza morphine hylieriun- Iron, hydrosea to renioval or any group W differe,tt 
tility witlioul potendadon of analgesia. EwopesnL from hydrogen and. For the preparation of compound 

hat,nacol..  M. 41. 459-42). 
a removal ofaay amino-protecling group Z, ifdetired, 

___________________________ 
so 

oonvertlng the compound of Fonnula Is obtain as a 
MEn aalw (stitans rff,,Gsr dead salt thrrn4 into the xw4tterion Form thereof by treat-- 

yl.mb?lr 16 meet with a base or into another salt, M. if desired, 
CeePe.ad laMar U) converting ie coinpoucd Iy when obtained, into a 

35 compound! in, which R’ is ditkrent fron, hydrogen, by 
(0) Antagonism of isoniasideininucod convulsions t.rcetinent with a reactive derivative of erotic add or 

(Modincation (ntis. Iwo unsex lower concentration of with an eater of the general Fotinula 
Isoniazide) of Mao et at. Evidence for all involvement 
If OABA in the mediation of ccrestlar u-aMP d 
eTexee and the anthonvulsant aotion of diezapani. Na,  to 
byn-Sniiedeherg’s A,oh. Pharunacol. 1915 289. 
469-375). 

whereto X’ ii a leaving group, and Ri is as defined 

5100 wlg (uj,iesn reaLw dew) above, or 

’?Xoll 066 (b) for the praeration or. compound If the general 
as"5eed la,Ha. L . Formula tin which k is different from hydrogen, sub-- 

jecting a compound or the generat fornmsrla IX" 
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broad coitcept, this novel key intennediate of the pres-
11110’! Ix set BayeR on has the general formula IV 

’co ARM IV 

in which K is as general mo,c, except hygen, to Z�N 
hy4rolis and cycliiation, and 
if desired, eceverting a resulting compound in which 10 
R is different force hydrogen, into a sail thercot in which AJk b a ower olky] sioop and Z is hydrogen 

Au examwnple of a full s5i’theaia of the compound To or an amieo-protecting group readily removable, eg. 
from a bio ,taiiing mateTial appears from the exam- by hydrolysis, suitably a group W  has defined above) or 
pIC4 and from the below Rnacon Scheme I; a trityl or formyl group. Hence, apecitic examples of 

are the following: hydrogen met3toxycarbonyl ethox. 
RE N scimsir P ycaibonyl, propyloxycabonyl, tett.hutyloxycarhonyl, 

bcnzyloxycarbonyl, pchiorobeluyloaycarbonyl, lrltyi, 

Jcfoneyl,
 acetyl, Other novel intermediates according to 

K1CO1 PdC the present invention are the compounds of the formu-

o WI 
) , ) Ian V111% and M in reacon scheme!, and an the 

generic class Wheal,(hey reprrenpat, which is, corn-
pounds or the general formula VIII 

CK113 
25 VhF 

L 
Ibro wcCH2OI1 . oc o 

I�OH.ben!ess ) 

0cm 30 
(IV.) 

in which Z is a detm a Arms, T is a group 

two 
by hydrolysis, into an o,o group, e.g, an acttal group 

NRH Is such as ethylcee dioxy, and Q is a leaving group which, 
OR n with hydroxylne, kirms a hydronm LOB 
acid group, examples of Q being halogen, especially 
chlorine and bromine, hydroxy. the residue of an acid. CC 113 
the resldoe of an activated wInk. the residue of an 

More act1Vated ester lower alkoxy. suid the like, and con,-woR 40 pounds of the general formula IX’ 

?N 
KCNHO 

an45

 

 

P 0) 
0013 "v’ : )C(s) Z -N 

oil 

A go  in which Z wd T no as dned above, and Jea. at the 
Sage of conipotiod Va (which is both a compound of 

� On(( 0/ the genera] fo rmula I and an biennidiate for the prepa-

ccitt ration of compounds oldi ul iii liter e general forma I), . ow aedlatrmaybtaaeo which in genesalited force her the 
00 55 formula V above. 

An interesting aspect of the present invention it the 
CO RI pot, nd Is % encouraged, in the preparation of noun.N(C1113)3> 

Thing IF pounds of formula In which K" is diflbtrut from by. 
n/He, diogen. 

AD Tlte prmeltt innink also relates to the total Se-- 
quence of synthesis stages lV_,Vlll’_.lX’-V-4 and 

Tholt - or to the ThaI stages thereof, i.e.. VIIr_.tX’_.V-.t and 
lX’-*V-1-

Compound Wa ft reaction scheme Its  Its, intermedi- The conversion or ethyl I.benzyl-3.oxo_piperiditae.4-
ate in the above synthesis and in other syntheses of the 53 carboxylate lao we intermediate IV as exemplifIed by 
compounds of the present invention. Similar key inter- IVa, is usually performed in lower aWant e.g. ethanol 
mediates may contain other hydrolysable N.protecting or ethanol/water, The removal of the Nbesazyl group 
Stoops and other b.wc alkyl grops, and Iteoos, Pt its may Sn nffncta .ith gareons hydrogen in the presence 
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9 10 All era hydroga’aiion catalyM. e.g. platinum. palladiam or kept betwcta reoul tnitspe,aluie and the tcilingpofnt or 

Raney nickel. The alkyl 3.oxt,.pipeTjdinecajtoayIate the sIvent. The reaction time is usually short. e.g. less 
formed is d’olved.e.& rn water, and tressed with an than I hour. The Ii salt may be isolated by cvapossttoe 
aced accepthr, e.& alkali caetc.mta, and an ester If o(the aI,’cnt. The h Satnuy Sc ttaijgtbtiuied nrc? is by 
ulilororormia acid. tg. methfl Stloroformate. n, t,, S wnoncnt #lh Ibats e.g. a tertlary amine, in ,o]flnt! 
pecatnec as kept ar O C during the omctjou. ’The dually I mitture of water sad a lower sikanol, Corn 
compound IV is isolated by exiraction So an eraj,ic pound Ia may e transformed into another salt aa dc 
saAsit fo4lowcd by eapxation ofilse solvent ictibed atovt 

The formation of the con’pound of formula VIII’ as A interesting syeth,js ii illueirated in the below 
eaanplsfied by the ethylene aces Villa is uaualli per- 10 reaction achentell In which aconipamd of tile general 
roamed In a solvent, e bensene, which cones 11 azeo- foonula I. is exemplified by the compound In. is Is  
t$opc mixture with war. The reaotio, is preferably pared: 

REACtION ktHEldE IE 

cdli 

°r J (0 NRlOi *011 

OOb 
(Eva) 

(Vh) 

oil 

. 
NGI3 m)iINO[)1nE 

tib  
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wherein X’s a leaving group, Mulishly halogen, saido, 
etc., in the presence of an acid acceptor, for exaniple an EXAAPLE I. (REACTION SCHEME I)-

alkali carbonate, For example, the BoC.derivativa can (a) Ethyl 
W made by means or tun .butyl azidoforiexte. When K" I-methoxycarboi,1,I-3.oxopiperidine.4carboxylate 
is acetyl, a reactive derivative of acetic acjd, e.g. acetyl S (IVa)-
clilotide or acetaithydride may be used for theiotrodoo- A solution of ethyl I-benzyl-7-oxopiperidine-car-
ion of the group K. 

The compounds or the formula I, and When thereof 
haxylatt (Iselio, B. M. and Hoffinanmi K. Hely. Chini. 
At,ta 1954.37, 178) 04.0 g; 47 mmol) he aqueous etha. 

may be formulated for administration in any convaiiern no’ OW ml; 50%) was hydrogenated (Ca. Am !P4) in a way by analogy with other pharmaceuticals. 10 PARR hydrogenation apparatus by ustng a 0% PdC 
Titus, the composition comprising the compounds or catalyst (1.4 g). The reaction Mixture was filtered and 

the invention may in, in the (01111 ofpin ticaI evaporated to drqtess in ’worry To an ace cooled sob-
preparations, e.& in solid, semisolid or liquid rom, one of the residue in waler (50 ml) was added youth 
which conlaiii the tctive compound ofintervention in stirriog an iced solution of potasalunt carbonate (19.4 A. 
admixture with a p1axrnac4utical organic or inorgaitic IS 140 nintol) in water (20 an[) followed by addition of 
cmiler or excipient suitable for emtemal or parenteral methyl chlorofoneate (11.3 g; IM nimol). Stirring was 
Application, The active ingredient may, ag., be fortnu- continued at 0’ C. for 30 minutes sad at 25’ C. for 30 
hated with burned carijees for tablets, pellets. capsules minute,. The mixture was extracted with three lO nil 
sIlppOsiIotiea, solutions, emulsions, aqueous SIispcIlsIOitS 

M 
poitions of ether. The combined and dried (Ne2SO4) 

and other suitable administration forms Example, of ether phases wire evaporated in vacuo to give lao g of 
cairiera are glucose, lactoss gum acacia, gelatin, nison.i. crude product. Ball WINdistillation at 40-130 As (oven 
tol, starch paste, magnesium trisilicate talc corn starch. temperature try C.) gave IVa N.0g; t4%) as a colour-
keratin, colloidal silica, potato starch, uree. and other less oil, which slowly crystallized, np. 36-38’ C lIt 
Cattier. stAtable for use in manufacturing conipoiltiona 25 (Alm), 29t0-2g50 (several bands. nix), 17( (a). 1655 (5), 
in solid, semisolid, or liquid bern, and in addition auxil. 1620 (nI) m I INm  NMR (CC!4): l2.3 (IRs)  4,13  Al, 
iary, slthiliting. thickening. colouring, flavouthig, and 17 H,) and 40-3.9 (m) As total of4IO, 3.62011, a), 3,43 
pretetyative agents can be contained An the composition (211,1,3 6Hz), 2.4-2.1 OF, ni), 1.30 (3H. I. J 7 Ha). 
of this invention. 

The active conipotnid is included in the compositions Au Ethyl 
of the invention in an amcont sufficient to produce the 1.methioxj,caet.00yl.3-0xopiperidine-4-carboxylate 
desired therapeutical eflbct upon adminlattation me ethylene acetal (Villa) 

I or 

I lt thereof per unit dosage. A ptco 
dune is aboot As us 2 mt. 

Man relates to the use of the corn. 45 
general formula I and salts thereof an 
W tteatimw GABA system malfumictiore 

to con’-
or a salt 
zodiaze- 55 

The invention is further illnsuated by the below 
working exaniples. All compounds prepared according 65 
to the working examples have been subjected to ale. 
mental analysis for C, H, N any  halogen, when preasut, 
and all agreed witliin–0.IT, with the calculated vah car . 

(c) 
l-Methoxycsrbonyl-3-oxopiperidine.4-carbohydrox-

antic acid ethylene acetal (Ixa). 
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lXn as ooIoueIc crysiala m.p: l’00-I5L C IR EXAMPLE 2 (RBAcrron SCHEME II) 
(KBr): 3700-3350 W. 32*0 (m). 3210 (5), 3055 (wX 
3-2870 $everal bands, w-m), 1W (5) 1640(’) ’550 Methyl 
(w) cm-1. ’H NIMR (COUJ-DMSO& (II) 3.hydro4,547.telrahydrSoxzololl,4c]pySine. 
8105..10.I (1K. nO. 49-4.3 OH. n4 303 (% 260 &casboxylatc (Va) and methyl 
and 4.1-3.1 (m) (a total ofl IH), 21-16 (iN. m)t 2.2-1.8 I,45541,7a-hexatydro- l-oz0lsl0[3,4.cIpyHdine-5. 

(2)1, n) ca* sae O’la) 

Toss, iced toluiln of todjoin hydroxide (9.6g; (124 
(d) Methyl rn mol) and hydroxylammonium chlorIde (8.34 5:, (112 

3-hydroxy.45.6,7_te1rahy&oisoxaxoIo[5A.ytidhie. mci) in water (100 ml) was added with nirriug ethyl 
&cahoxyla,e (V.). 

. I -rntthoaycubocyl3-oxopiperidlue-4cuto*ylatc 
A soution at lalethoxycsonyl.3.oxopipesine.4- (21.9 l mo3 Upon ,Isnding it SC. for ShoLira the 

cartollydioxamic acid ethylene aeetM (750 nh 2.9 solution was evaporated to deynn, In vacuo. The Irai-- 

mmoo ii, concentrated hydreoblodo add (13 ml) was - was Oheaked in ncentraled hydrochloric acid 

bested 070. C. for 10 onnuta The mislure was evipo. (75ml)bto7OCI 0 minutes The miature 

raledinvacuo kveablackoil.CC(aThagd(Woelm was evaporMed in scao to the formation of a blaok 

0M63-01 rnm) 60 & e3uents beozene to which ethyl 
rdin Which wasextractedwitb three lOOlulpofliont 

fornL The combined cblomforw phases were 
acetate (40-70%) and trtnlu acid (1%) On addedi dded (Ni,SQO end nva1jor.ted S vacso to to, tbttia 
gave ciatsIlinc and TLC.nre Va (244 tog; 43%) Rp donor, black semisolid residue. TLC ((silica gel F254 
0,27; eluent: benseneathyl scelatefonnic acid elucnt; b.nzcu.4thyl acetate-Formic acid (25:25:1)) 
(S00:l)I.An.nai>4iealasmple 1sryStalliead(1.ee. sbomad the pal of Ill compound, with Rpvalue, 
zene-cycichexane) in give puts Vs as colourless crys. 35 0.31 and 0.16 corn,ponding to VA and Vti taspec-
this, 136.0-138.0 a (XBr): 370)33 (rn) tively, Column chromatography (Al, gel: 300 Pelu. 
3340-250) (several band w.n% 1655 (a) ’525 (ON ent: bensene-ethyl acetaterormic acid (30;20;l)) lead to 
1490(al cm-I. UV Imeidanel ant eI! 212 (3.M nn 1H ’/* and VI. 
mon I t,aJcw; a SUM (ill, t&l 4.41 it 3".  

- 

30 EX&h4PLE 3 
3.8-3.5 (0 (n total or SI{)t 2.6-2.3 211, 0 Methyl 

(C) 3.hydroxy4 5,6,7.tetrahydro[5,4cjpyidine-6-caxboxy-
3-Hydroxy4s,5,7-tsirehydldanxolo[5,4pyridiftojm late (Va) (Reaction Scheme 

bromide 0. (enIO)c 35 A sobtice or the Isydroxartic acid (lfl) (ID g) in 
A soltan of methyl 3-hydroxy-4,547-terr.hy. perchiotic acid (70%:" nil) ’,a5 O.01110 Ro C to, 30 

droixomolc{5,4-o]pyddlne.oc.–oxylate (309 Of; 1.6 mientea upon ccolin. NaOK (40 ml: 28%) we added 
mmcl) In a solution or bydzosen broitude In glacial with aiming end 00cm. The mlxtnre wan exfractcd 

scene acId (3 al; 43%) was o, IS mlnmas. WO three 50 ml portious of chloroform. Tha con’ tined 

Upon evaporation 10 dtyis In va000 the redone 
’ 

old dried(l4gSO4cbIornfno]lphsetswereftltetedand 

treated *ith thl annie reagait it DII) tcr fintim,l5_ 
enporatcd to diyneaa in ncuo to font a residue which 
was dinac4ved in ethyl acetate (5(1 nil). Upon stating 

Iltes. Enporadcai ofthe reaction mixture to dryness io and cooling, Vs ws Isolated as otyslalt (6.3 t 82%). 
vacuo and talhent)o (niethanoletber) ot the 

4f lufation - washing tvdee with 30 ml portion or 
rc.idt.t gave Ii (alt) (193 mg; 54%) as (aintly reddIsh 

ethyl scelale yielded crystalline Vs. 11W. 139-141’ C. 
crystals. M.p. 16V-l63’ C. (decomp.). To (KBO! Instead of hating nbC. for 30 minutes. the annie 
)7326O(M)70(43i)230)0evet0baada, n’s). amilt may be achieved on standing at snttlent tempera-

670 rn). 1 "if WO. 1525 (5). 1505 (w) cn,’. CV (metf, lure for IS hctM& 
and): c210 urn. ’H NMR t}oO (eadil]m 34tjimcthyl- st 4,5A7-Teteahydroisonlo{S.4-c]pytidtae-3-d ailyl)-propanres,Vnite was turd as an internal Stan-r,muentom (j) 
dard)J 04,77 (Cs. SR. a) 4.43 (2H. I, J I Hz)p 3734 
(2IZ q, J 6 and 7 Hr)s 3-2.7 (2H, 0 A sAtaIJoa or methyl 3_4droxy.45A7-telahy-

drwoMS,clpyndinc.6-carboxyiateWnRi7Ohi 
(I) 4.547.Tetrahydr xazolo{5,4.cjpyridin-s’ol 5’ hydrogen bromide in gladed acdic Old (33% lint. 250 

’tenon Oa) too was left For 16 horns at ambient temperature. Evap-

To a solution or 3.Iuydrox4,5,6,7tetrahydroisox ovatIon to dr5ness in vacuo gave the HEr Ott of Is as a 
dissolved in 

azoto(5,4-4pyridlnism bromide (77 np; 0.35 ntmc1) u yelloami, crystalline material, which was 
(20) Trieth-

water (0.6 ml) wasadded aaolution ortriethylamthe mixturo or water (100 ml) and ethanol ml) 
was added until 6 5 which caused Is ton, 

nIt a39 In 00 in ethanol (0.6 ml). The mistoinsat 1,11 
ylambie pH 
crion to cryssaniae upon standing tori bolIrs at SC 

M 2 C. for 2 hours. Ia (42 ung *6%) was isolated an and flltration, the precipitate was washed on the liter 
colourless crystals, m.p. 24r-244 C (detom1i). IR with a misture of water (25 ml) and ethanol (50 ml) to 
(KBr) 3700-290) (a). 2900-1900 (scycral bands. mn). is give the zw4tterion (26 g; 95%) as a white crystalline 
1670 (a), 1625 (to) cm-I. UV methanol Oog 5)]: 212 nteterkal, m.p 241W C. (decoinpO. 
(3.64) mu pK values OiiO. IS’ Co 4%44–0.03, I claim: 
8.48–0.04. L Compounds IF lie ge,Ieril for.,,uIs I 
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to. TIle composition of claim 9, wherein the coin-

on pound is a cc(upound of caini 2. 
IL A process for preparing a compound of the goi- - 

I 

oil  

wherein R" is hydrogan, acetyl or a group of the gel.- 
cz to R’�N al formula VII 

0 VII wherein K" is aortyl or a group of the general formula 
RrOC VII 

Is 

wherein Its is C,4 alkyl; phenyl; phenyl substituted in o VII 

the 4-position with halogen, C4 Iowet-alkoxy, or C1 R5OC 
lower43kyt; or phenyl-Ci4 aThyl ill work the phony! 
group may be substituted in the 4-position with halogen, whietein R Is C14 aikyl; phenyl substituted in he 4- 
C14 lowetalkoxy, Or CM lowerdkyl and phar- 20 

iiissition with halogen, C1.4Iower-alkoxy, or CIA lower-- 
n.aceulicslly-n000plsble isIsn thereofl alkyl or phenyl Ci.4 alkyl inwhich the phenyl group 

2. A compound according to chain, I, characterized in may he stbslituted in the 4position with, halogen, C1 
that it is 4,51417 3A lower_aikoxy or C14 lower-alkyl; and salts toraf, 
or a phsrmacalticsllpacceptsble tall lhereof characterized by sabjecting a compound of the general 

3. Compounds of the general formula V 25 formula IX’ 

ow v mlotc 

in which R" is as defloed above, and T is a group con-
wherein Z is hydrogen or an amino-protecting group, venible into an 050 gioup with - aid or hydrolysis, to 
and W is hydrogen oragroup removable with the am of hydrolysisaud cyclintioi, with war and an all cycli-
hydrolysis to yield the from hydrosy group, with, the ,stion agent to produce the amazed compound of for. 
proviso tan aticastoncofzandW his Manor from mulaL 
hydroga.. 12. Process of claim II, wheicin the resulting colt-

4. A phannaceutioni compoaition useful for Its 40 pound lit convened � a salt thereof. 
GABA-agonist activity compriot as an active GABA 13. The method of claim 7, wherein R" in the corn 
syatem4ffecung ingredient as effective GABA-syS- pound is hydrogen 
tsin-aflbctlng amount or. compound of the general 14 A composition according to 111 9, wherein K rr 

formula I as stated in claTh. I or a pharmaceutically- in this compound is hydi. 
acceptable salt thereof together with a pharmaceutical o IL A occipound of claim 3 wherein Z is selected 
carrier or exclpie,tt, from the group oonsisling of hydrogen, formyl, acetyl. 

A phannaceutical composition according to claim 
4 which additionally contains a minor trourti or a 
ceuroleptic. 0 

6. A method for treating GABA system mallunction  of 
- Rs�OC�

related diseases in living animals by adminiaterinL to 

thereof 55 
7. The method of ueaUag a subject suffering from 

gnn,ma-sminobutyric acid system n,alflmction-related 
ailments, comprising the step of administering to the 
said subject an effective therapeutic amount of a Win-
hard ompound of claim I. 60 

8. The method or claim I wherein - compound is a 
compoutid of claim 2. 

9. A pharmaceutical coniposilion suitaWe for use S 
the treatment ofgamn,a-amiitobutyric acid system mal-
function-related ailments, comprising as active ingredi- 65 
ent a therapeutically-cffectie amount olacotnpound of 
claim I. together with a pharmaceutically acceptable 
carrier. 
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UNITED STATES PATENT AND TRADEMARK OFFICE 

CERTIFICATE OF CORRECTION 
PATENT NO. 4,278,676 Page 1 of 2 
DATED july 3.4, ISO]. 

INVENTORS) Pov]. Itogsgaard-tarsen 

It W cermied that error appears in the above-dnthled patent and That end Latin Pelent 
Is lereby correeled as slm’r ORION, 

On the Title In e, 
� [75] Thntor the #ddrea) "Mietcd? thould read -- J.1erd, --

(57] &stract, sewn4 colunmT, set line after fourth fontUlat cW° 
should read - oiO - 

Del. 2, line 46 {secmd line th the right of the third figure); 
shooid rd -- (P. --

ctl. 3, first foni,uJ.a in that Lurn; 

on 09I Cii 
I I the p 

correct 
C’ 

cX. N fonrtala - 
- /shchuld rd 

� 

Col. 6, line 16; on (first occrren) ehcuU read -- an - 
Ccl. 7, last forimila in that crel,urrI (çroxinately line 55); 

Os 

09 
N(tlHth, 

atnild W
re NCH -- ad --

go (I.) 

go 0�1 

0 
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DATED July 14, 1981 

LNVENTOR(S) Povl xrogsgaard-raraen 

It is ceplifled that error appears In the above�ldentlfled patent and then said Lflers Patenk 
is hereby corrected as shown below: 

c:tl. 6, line 52; "–rtenujdate" alnuld read -- thtenediate --
1. 9, line 52; delete S’ (send.ocairrthce) 
1. 10. line 11; "eaçl1fied’ should read - ecerplified  

Ozil. 11, line 16; "afternal" should read - enters]. - 
0,1. ii, lire 39; ’atthisteret" SOUJ4 read -- aanthmztered - 
Col. 120 line 59; "ethanol" sho’j3 read - tthSflO1 - 
Col. 12. line 65; "was" (.seaffld occurrence) should read -- as - 
Ccl. 13, line 4; insert --I--after "(1:1)" 
Ccl. 13, line 34; "3-Hydro,cj-4,5,5,7-11 &tuld read - 3-llydtorj-4,5,6,7-
Cci. 13, line 34; t5,4-çqridin&n"  s,oiila read-- £5,4-c)ria3xfrra - 
Ccl. 15, line 41; Insert - - after "GBr’(ser1d occurrence) to read 

S --l. ‰BPc-systa*- - 
16, lines 20; "alkyl; phenyl  Should read -- alkyl; phenyl; phenyl --

Col. 16, lines 62; "tert-" should read -. tnt. --

Signed and Scaled this 

T...Snnewh flay of jc6im 
ISEALI 

GERALD 1. MossiNdanEr 

Auehtt Offic. Conml&onr of Pnena ae Tmdem.,ks 
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Con tundamento an lo previsto porel articulo 43 de Is Decision 486 do Is ComisiOn de 
Ia Comunidad Andina, see comunica que a oposicion presentada por el doctorJbse 
Luis ReyesVillamizar, an su calidad de apoderado del tsboratorio Franca Colombieno 
Lafrancol SA., reUne lost requisitos formales exigidos por Is lay at momenta de su 
presentacion. 

En cumplimiento de lo dispuesto an Is citada norma, as Is concede el tórniino de 
sesame (60) dlas halides siguientes a Is fecha de notificaciOn del presente oficio, pare 
qua haga valer sus argumentaciones y presents pruebas. 

Notifiquese el presents alicia contorme a Ic dispuesto an at numeral 5.2, literal a), del 
capitulo quarto del titulo primero de Is Circular Onica No 10 de 2001. 

As 11/4 
ALIX CARME4ESPEDES DE VERGEL 
Jefe de Is Div n de I4uevas Creaciones 

t7or 
El anterior oficio tue notificado par fljacion an lista de fecha,________________ 
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