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Superintendencia ic Industria y Coniercio 
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l5xpediente No 06,1.06,50 

Oposicion a la solicitud de patente de InveaciOn 

titulada ’FORMAS POLiMORFICAS DE 

HIDROBROMURO ACETATO DE METILI )-(S)-

ALFM2CLOROFENIL)6,7DIHIDROTIENO[3,2-

C)PIRIDTNA-M4H), H1DROI3ROMURO DE 

CLOPIDOGREL" 

SANOFIAVENT1S>,/ 
Gynopharrn SA, 

Publicada en la Gaceta de la Propiedad Industrial 

N° 583  del IS de didembre de 2007 

Ye, EL14NA l&4 URA MORENOFOHORQVE4 t 
bogada on ejerCicio, 

identificathi cc)mo aparcce al pie do sit firma, con rarjeta profe.cknai No. 

8382.3 del Consejo Superior de Ia Jud icaturc, cr1 m i condic,nn do 

aped c rad a do la sociejad (}jnopharrn LA, conform a cia hope las I eyes ci c [a 

I  U8.95 (),1lu W4TeL07UL L   U U I: 

BJ&th Cokiid’i 



Repnb!lcci Je (k,lornljia y domicijiada oil ’a cjui{ad tic Barranquilla, 

Colombia, atentame,itc man iflcsto quo estando dentro del rØrmino do Icy 

por onion  exprea do ml rep rosen tad a, prose ito Opos I ci On a Ia cc n ces iO 

del reg!stro do ia Patcnw do lnvención rirtilada ’FORMAS 

POLIMORFICAS DE HIDROBROMURO ACETATO DE METIL( 

(S) ALFA-(2-CLOROFENrL)6,7-VIRLDROTffNOI3,24DIPIRIDINA-

5(4th, FIIDROBROMURO DE CLOPIDOGREL ’ ctiyi tirijjar ON 

SANOHAvI3NTIS, y pIdo a Usred declarar fij ndada Osta OPUS iciOn y en 

cc,uscct’cncia ncgar ci registro de In patcnte solicitada. 

1. INTERS PAkAAR 

Gonforme ci ke &spuesto on cA aTtialic, 42 do Ll Decision 486 do 

2000 do (a CAN, estando denno dcl rØvmno esripolado poi la key, 

manificsro ci legitimo interØs do nuestra cepresentada pam oponetse al 

rcgisrro do la parerire de (a re.fercuca, atcndiertdoo ejuc ci soHc.t1d 

pretend ida no cij mpIe con los requisitos dis1,iaestciR on a Icy Coma SC 

an all ra rÆ mªs a dean rc y do ser cc need ida a 1oct11 ri a Li irectame nte La 

comercializacion dc algunospy<iucros de ml rcprcscnrada qua conrienen, 

on parricu!ar clopidogrel. lor Ic tanto, so!iciro resperuJosamente a ese 

Despacho so .511w rcncr en culenra la presento oposicion dcntro del træmttc 

adm inlstrariVO q tie so surte on esra Superintcndencia. 

]3N 119-95.OJ�ki! !04.Tc].(5212 13 U 13-T (5?])0 121179 

B, 9.1A LoIe(,thi 



2. RJNDAMENTOS DE HECHOS 

2. - La solicittid objoro dc In presenro Inc presentad ci 20 do octubro do 

2006, reivindicando prioridad hao la soticirud US20040563796P dot 

200404-20 
y 

be pubticada en Colombia, on In Otcaa do In Propiodad 

Industrial N’ 583 del 18 do diciembro do 2007, cuya pUbIiCaCi6n 

intrnacional corresponde ala W020051030.58 del 2005-1 F03, 

21, La solicittid colornl,iana 06. 106506 objeto do hi prcscnto oposicion, 

so refine a una forum polimorfica fl del hidrobromiiro acetato do mcdl 

)(S)it(2<!orofeni 1)6, 7-dihidrotieno [3,2-1 pirid na (4H), Forma 

poJ.imOrfica B dot h i.d roUte niuro acetato do rnottL )(S.(Z.ctornfcnd) 

6, 7<1 ihid redone [3,2C]piricIina-5(4H) sexn !a reivinci icitciOn I, quo 

prosenra un modco do d ifraccian en polvo do rayos X con tin pico a 

aproximadamente 20,9 grades dos4hera; nonce In Forma poitmorfica 13 

�del h idrot,romii ro acora to do metii( )4S)-a-(2-clorofenil)-6. 7 - 

dihidrorienoC3, 2-dpi rid ina 5(4H) presen ta on moddo do difraccion on 

poivo do rayos X con picos a aproximadamcnrc 10,4.14,2,19,5 
y 

20,9 

grad * dosrhera; quo present Un cspectru MR con ptcos a 

aproximadamenro 537, 800, 1758, 3488 V 3949 cm’’ q tic none tin 

punto do fusion aproximadamento ontre 140 
y 

143"C; y, title presenta 

tin modelo do d ifraccidn on polvo do rayns X susrancialmenne come Sc 

reprosenra en Ia Pigtira 1 13, 

t4 tty-qc,ca  VATtts?LtZ U U 13-t’.SiO5 U V3Q 

IE-n,ait: . 

]g{’tA CIec,ibia 



2.3. En primera I nsrancia, se dehe advertir quo lac rinsindconiones, 20 

21 so refiereti a tin  merodo do tratatnionto y no solo is Is composiciOn 

farmacologica o a un macdo de fabricacion med ante la Cual SC 

obrenga tin producto tangible y scgün la legislacie n, dccision 486 do Ia 

Coinunidad Andiron do Nacioties, Arriculo 20.- "No sordrr patencables 
cL) Its metodos terapºuricos  to quinirgcos Para ci tratamento numarsto a animal, 

asi coma Im mtodos de diamstico aplicados 0 III sons ktunanos is a 

annmks " - Solo se ran p a ten to LI cs Ins prod uctos o pro cccli [33 C fl rOS. Per 

to ranro a iuz ole la norma, dicha mareria referenre rcficrcn al rndodo 

de tiara miento) no celia patentable. 

2.4. Alicia Lien con base on el articulo 14 dc la DecisiOn 486 do In 

AN consagra In siguienre ’is poises ntiernbios ororgardn Patsonses Para 

lots inventions, scan de producto a procethmiento, en todos Ins campos de la 

tecnologfa, siempre que scan nue.as, tengan niveL invenriuo s scan susceptihks 

de aplkacion indasriaL". Act Its cosas, [as invencionos objeto do patento 

dchcn 5cr nuevas y tener n ivel invenrivo. Bicu, pies antes ole la fecha do 

priondad do esta solicitud so cncucnrra n it sigu ionic clucri menro qk’e 

afccra It patentabilidad de III presenrc solicitor]: 

DL US4847265 publicacla clii ole julio ole 1989. 

l3N 119.95.O61! I4.Tc].(e?L)1 131213- L,.[57])o 121019 

L.LuI[! łI,Fi[.!–,(.I’LL - 
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2.5. Ahora Hen, ci docu mento Dl, parricularmcnte on IF dcscripcidn 

revela Fin enantiOmero dextrogiro de Formula 

y sus sales farmaceuticame nrc aceptables con la agreacian de una 

phiquer.a que inhibe sit actividad; y, rambien se rCl;Iciona Con un 

proceso point Is preparacion de este cnmpuesrc, y Las Composiciones 

hirmact’ticas cte In contienon, Parriciilarmente, d icho &cumenro IN 

on ci ejemplo 1(0, colu FYI na a linca 64 a columna 7 linen 14 

reivindjcacjOn 4, define con atirerioriciad formas polimorfas dc 

hidrobromuro di’ clopidogrel y SI’ USC come inhibidor di’ la 

IclJmtiIaciOIl plaq’ictaria- Come tab las forrnas pc)Ii(norfas de 

hidrobromturo de clopidogrel come cstÆn definidas en las 

reivindicaciones no son clararnente disringti ihies di’ fas sa(cs de 

hidrohrotnt,ro de acuerdc, 1 III revelcic) on cjcmplo 1(f) del docurnenro 

Dl, columns 6 linen 64. Los ptinros de fusion daclos on las 

reivindicaciones de Ia prcscnte sd ici mU objero dc oposicion, no son 

claramente disringuiblcs de los polimorfos desdc ci scgLIndo producto 

de hidrohromurc) del documentc, Dl ciuc tiene Un punto de fusion dc 

14011C scgILn Wcho cjcmplo I (0, columna 7 linens 9 a 13. Asi, las 

13 N 119S5.0IIc]!’;l L(M.rd.(51l}2 1312 13I. (571)6 L2 1919 

U-mail: . 

]3gxa Cal ma,[ 



CO as, conlil lo cvidencia dicho documento DI, It prcsenre solicited no 

Cs 
ncivedosa pucs to revelado ya so encontraha en ci estado do les 

tecnica, particularmenre on ci doctimenro Dl 

2.6. Pot- Ic tanro  core documents) objet) do oposicion a III ’Liz del 

document) [)l careco cvidcnremcnre do NOVE DAD. 

27. En consecticncia y do acuerdo a to descriro anreriurmente, Se deriva 

quo Ia soticirud colombiana 06-106506 no prickle pretender tin 

monopoilo por patente roda vez quo 0 quo pretende no CLI topic con 

dos de Ls tres requisites necosa ties pa ra S LI ptOtCCC intl. 

2.8. Quo per conSigtiientC, respecto a Ill solicitud prcrendida so tienc 

quo; 

2.8.1. CARECE DE NOVEDAD: Scgtn In decision 486 do Ia 

� 
Comunidad Andina dc Naciones, Al 161 Una invenciOn se 

co,uiderara nueva cuando no cstÆ comprendida en st estate do la rcnca. 

El etado do La recruca comprenderd more to quo iiaya side accsble at 

pbIico pot una descrpdt5n esciira u oral, urtlizacwn, cornerdabzación a 

cu4quer otTo rntho antes do La fecha do presenradOn as La oHcitud Is 

parente a, en or caso, do icr prioridad yeconocida. ". A In fecha de 

prioridad, 20 do abril do 2004 ya era conocido, pries cork Sc 

demosr.rO, eta parse del aite anterior con bake en ci dOW mento 1)1, 

on proceso para prcparar forinas polimorfts do hidrobromitro do 

tbi it).o U U U- t�III.Kiu� U 

B,gota Cell o,,,l,ia 



clopidogrel o u na Sal farmaceuricamente aceptubie <Ic este, sobre ci 

cu aI bu sea pro rccciO n en CI Ca itu lo ic ivi nd ica tori o. 

2.8.2. GARENCIA DE APLICACION ThDUSTRIAL La Decision 486 

<Ic In CAN Consagra en su articLilo 14 to sizti ieine "Los paises 

iniembros ocorgardn patentes pam tas onvencicniQc, Sean de producw ik 

pTocedLmento, en todos Los Campos tie Ia toCRalagLo, siempie q&ke scan 

nuevas, rengan nivel nq..nti@o y scan swscepcttles tie apUCaCOn irvJinanar. 

La presente solicirud carece tie aplicaciOn Industrial ya quo cOrno SC 

dernostro anrcriormente, aigunas ciusu1as reciaman ci marodo 

tcrapôutico y estos no son aplicahics ndusrriaimcnrc porqlle 

prirnero no se obtiene tin producto 0 proccso; y SCgii ndo no CS 

reproducible o repetibie a escala industrial. Por lo tanto, Cl objero 

de fa presente unvencion referido a los uses y metodos ten puricCs, 

no cumpien con e1 roqoisiro tie la aplicaciOn industrial, 

2.9. Dado to anterior, es posihie deducir qtie In soiicittid y lo 

reivindicado no es objeto de patcntahilidad pikes CS contra rio a io qtie 

dicta In Decision 486 tic Ia Comunidad Andina dc Naciones, Arrictilo 

4.- "Los J’a(sac Membros otoigardn patcnres Paw las titvcnLic]nes, scan do 

froducto o do procedimknto, en todos los campos do la tecnologia, siempte quo 

Sean nttet:as, te.ngan rtvel invenrivo y Sean suscepribles do apaición 

indasvral. ", La solicirud prerendida no cumple con dos de loQ tres 

requisitos de parenrabiiidad.  

C:r 1NIi99 O{iHn I04TeL(571)2 iS 12 11  (5?I}112i979 
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2.10 Par rodo lo anterior, atenrimente sol cite a cisted que so s irva 

ci cclii ra r fri ndacla la prese nrc opos ciii y nega r ci registro Pure ntc do 

nvención deriominada *ORMAS POLIMORFIcAS DE 

HIDROBROMURO ACETATO DE METIL( -(8)’ ALFA42-

CLOROFENIL)-67D1H1DROTLENO(3,2-C]PIRJDJNA-5(4H), 

I-ftDROBROMURO DE cL0pIDOGREL’; cuyi titular es 

SANOFIAVENTtS, solicinid CoIc,mI,iani quc aparociô publicada on 

la Uaccta do la Propiedad Industrial No 583 del 18 de d iciernhrc do 

2007. 

3. PRUEBAS 

Do conformidad con lo dispuesto por las normils Vigentes, solicirt) a 

� 
usred toner conin prueba en csce asunro los siguientes: 

. Dl: US4847265 pu1.I.icadae. 1 L do Indio do 1989 

4. FLJNDAMENTO DE DERECHO 

l’tpndinento esta observacion en las normas legaLes sigtiientes: 

13  119-95,00’ctna 104.TeL{571)i [3 12 F3-!:t.o2lIal2 19 (9 

]l((geta Colrn(l,i; 



H 
PODESPECIAL 

Yo, 
LUIS PMACLOS ARAGON, mayor de edad y vedno de Is circled de 

Barranquilla mtjflmdommaparecealpiedemifrma,qideneneI rma, quien en 
presente docuineato pthia en calidad de Representante Legal de Is sociedad 
GYNOPHARM S.A. sociedad legalmeute coHstituida y domiciliada en Is cindad 
de Barranquilla (Colombia), por el presente documento otorgo a Is doetora 
ELIANA ISAUBA MORENO BOHORQUEZ, abogada en ejerciclo, 
identificada como aparece al pie de so firma, con taijeta projesional No. 83823 
del C.S. de Ina., poder especial, amplio y suficiente, pan 4xinular oposiciones U 
observaciones a Ia solicitud Ic patdnte No. 06,106506 titulada "FORMAS 
POUMORFICAS DE HIDROBROMURO ACETATO DE METIU )-(S)-- 
ALFA-(2-CLOROFENIL)-6,7-DIHIDROTIENO[3,2-CJPIRIDINA-
5(4H), HIDROBROMURO DE CLOPIDOGREL.", cuyo titular 
es SANOFI-AVENTIS, publicada en Ia gacela No, 583 del ’S de Diciembre de 

S 2007. 

Nuestro apoderado queda flicultado, de manera express, pare realizar todo tipo 
de actos necesarios pan Ilevar a cabo ci trÆmite de In oposición, incluyendo, sin 
Iimitacion, preparar y presenter solicitudes, liacer declaracioues, pager tasas, 
contrihuciones e impuestos, recabar los tltulos a certificados. Asimismo quedan 
autorizados pare impugnar administrativa y judicialmente rode In que fuere 
resuelto on ci expedients a que Se here expresa referenda en ci presente poder, 
con todas ]as facultades generales y espeelficas que fliera requerido pare ella. 

De Is  misma manors, ademas de las facultades que Is confiere Is naturaleza del 
presents mandato, Se encuentran facultados pals recibir, desistir, transigir, 
sustituir, y reasumir el presente poder, incoar acciones, interponer recursos y 
demas facultades conferidas POT Ia Icy. 

Dado y Firmado en Barranqnilla (C34i’mbia) a los 12 dIas del ones de Marzo de 

. 

2008.
 

Acepto: 

/ 

ELIANA ISAURA MORENO BOHORQUEZ 
C.C. 81975.684 de BogotA 
I.R.A. 83623 d1 C.S. do Is J. 
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C1D
 CERflFICADO rIACIONAL - 

(’AMAD A CN DE COMERCID LIE BARRANQUILLA 
I 

7. .rtl!IflL%fl ? 

Fecha 30080312 Dora Cert It icado 18 2 S :01 
.... 

Operacion : 02CP2 0312099 PACINA NO - 1 

CERTIPICADO to EXISTENCIA V REPRESENTACION LEGAL 0 DX INSCItIPCION DX 
DDCUMENTOS. 

IN JUN10 DE ESTE A?0 SE ELEGIR? JUNTA DIRECTIVA DE LA CThIARA DX 
COMERCILI. LAS INSCRIPCIONES LIE CMaOIDATOS LEARN HACERSE IN LA PRIMERA 
QUNCENA DX MAYO, PAPA INFDWIACITh DETALLADA DIRIGIRSE A LA SEDE 
PRINCIPAL 0 COMUNICARSE AL SIGUImflE TSLEFDNO: 3303911, 

EL SUSCRITO SECRETMtIO DX LA CP4IARA DX COMEROIO BE BARQUILLA, CON 
FUNDAXENTO IN L&5 INSCRIPCIONES DEt REGISTEr) MERCANTIL; 

C EXT IF IDA 

1. cue par Escritura P?bUca No. 3,5l/ del 17 do Dic/bre de 1997, 
atorgada an la Notari d a 3a. e Saanquil1a, incrito(as) cix esta 
C?mara de Comerclo, �1 18 de Dic/bfe de 1997 baja ci No, 72,965 del 
libro respectivo tue conotituida la/sociedad  --------- 
anoname . denasinada GYNOPHARM S,A. / 

CERTIFICA 

CERTIFICA 

.463.982. aetuarido como Presidente y reproserl-tanta legal de la sac! 
edad GVNOPHAN1 S.A., otorga Poder Especial. flplio y Suticienta a RA 
MEN JENNIFER FTGUEROA GARCIA C.C. No. 32 732070 para que en nombr 
C y representac.ian de la sociedad suscriba Codas lag declaraciones C 
amljiarias a cjue esta obligada GYNOFHS,A An eL giro normal dC Ens 
negocios y operaCiories sociaies--

 

-- . . 

one dicha sociedad ha sido retorp3ada pot lag Etuientes esetituras 
y/o documentos privados: 
Numero aaaa/rarn/dd Notaria No. Inge 0 Reg aaaa/mm/dd 

532 1999/03/25 Notaria 3a. de Barranquilla 30,373 1999/04/12 

CERTIFLC 

Que de acuerdo can la(s) escritura(s) arriba citada(s) , la sociedad 
Se riqe par lag siguiences disposiciones: 
DENOMINACION.O PLAZON SOCIAL: 
GVNOPRAflI Sjk - 
DOMICILTO PRINCIPAL: Barranquilla 
NIT Na 802.006.279-4, 
MATRICULA MERDMITIL: 245470, 

CTRTIFICA .1 
*** CONTINUA ** 



CEPTIVICADD NACTONAL 

CAI4ARA DE COMERCID as BARRMJQTJILLA 

Fcha 20050312 Hire CertiEicao l8:2: 

Operacioi 02CP20312099 PAGLNA No 

bireccion pare notificacianes judiciales: 
CL 80 No 16 B - 201. 

De In ciudad de Barranquilla. 

aERTTFICA 

bUPACtON: El t?rmino4 duraci?n de Is sociedad Se Ui? pasta ci 
16 de Dic/bre de 2047. 

/ 

CERTIFICA 

OSJETO SOCIAL: a) In fabrication de capsules y otro productos sin1-
lares a partir de materiales tales coma gelatins U otros de distin-- 

j ta naturaleza, qua puedan 5cr utilizados como envases 0 recipientes 

I de productos y sustancias quimicas, farroaceuticas I cosmeticas, part 
uso y consume humans y veterinario. U) an Investigation, desarroilo 

y fahricecioJJ de coda clase de productos y sustancias quimicas, ear-- 
maceuticas y cosmeticas pars usa y consulllo huJnann, animal y veqetal 
c) La compra y yenta de meterias primes insumos y productos inter-- 
medics necesarios para Its procesos de fabricacion de sustancias 
quimicas, farmaceuticas y cosmeticas, asi conto Is comercializacion 
intenla y externa de los productos terninados, d) La compra, yenta, 

� importation, exportation y distribution de toda class de elementos 
instrumentales y equipos, medicos. quirUrgicos odontologicoa y has-- 
pitalarios pan Is salad humane y animal e) Actuar coma represen-
tante 0 aente de personae naturales y juridicas nacionales y cx-- 
tranjeras en is realisaoion de operaolones U transaccsones 2-&acio-
hadas con Is industria farmaceutica y an especial con cualesquiera 
de las actividades descritas en los literales a), c) y d) sates 
transcritos. if) Prestar lee sericios de asesoria y consultoria an 
las areas administrativa, de marcades, analisis dm100, asistencia 
tecnica, investigacion, costos y produccion exportacioues, mparta-- 
ciones, verses, relacionadas con iguales a similares actividades a 
las que constituyen el object de 0YNOPHPM S.A., 551 coma be de pu-- 
blicidad y promotion de productos quimicos, cnemeticos y farrnaceuti-- 
cos pare use humans, animal o industrial. 2) Adquirtr, operar, admi-- 
nistrar y explotar, a cualquier titulo,enpresas 0 escableclniencos 
dedicados a In investigacion, desarrolbo, fabricaclon 0 comercicu.-- 
zacion No productos quinicos, farmaceuticos, hospitalarios a Cosme-- 
ticos. En desarrolba de as objeto principal, Is sociedad podra to-- 

I mar interes social come accionista, socio 0 fundadar de empress are 
tengan igual o similar Obieto; comprar, Vender, £mDortar I exporter 
maquinarias, insumos y repuestos requeridos pare sl desarrollo as 
sus actividades; tomar d&nero en prestamo,Hnanciar y qarantizar Its 

i operaciones comerciales (inc celebre con terraces relativas a an oh-- 

I jeto; celebrar y ejecutar todo tipo de actns y contracts necesarios 
pars desarrollar Ens nperacioes; sires, scepter, atorgar y protester 

� rods tipo NO titulos Valores e instrunentas neqociables; comprar, 

**

 

CONTINUA *** 
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��:�� c a CERTIFIC3 NACIONAL 

C CD 1: CAMAEA SE C0MERCIO SE SARRANQUILLA 

(AMARA 
B!  Fecha 20080312 Hors Cert i icado 18-25 01 

Operacion 02CP20312099 PAGINA NO a 

vendor  constituir gravawenes sObr8 bienes cuebLes inmueblee; de-- 

i 

signar representantes a apoderados en el pats y an ci exterior y, en 
general, realizar cualcjuier acto 0 negocio quo sea necesarlo 0 Cog-lenient,

 Para ci desarrollo de an objeto social Y pain Is rnejor pro-- 
teccion de as intereses corporativos 0 10 de sus soctos - 

CERT.IFICA 

CAPITAL Ero Aeclones Valor Acci?n 
Autorizado 

�I
 

**fl*****4, 000,000,000  

Susorito 
$**********2, 672,616,000 *****"’*****2,672,646  
Pag ado 

CERTIFTCA 

ADr4IrJISTRACTON: seran funciones de on junta directiva, entre otras: 
Autorizar cualguier acto 0 contrato cuya anantia sea superior at 
equivalente on pesos Colonbiajlos a cincuenta nil dolares de too Es -
torte Unidos de America US$50000.00) liquidadas a Jul tasa de die-
bid representativa del nercado vigente el did an quo se surta is 
arabacian a Pala enajenar 0 sravar bienes srnueb1es f demons atti-Qos 
fijos de Is sociedad, cualquiera quo sea Is cuantia .de is transac-- 
don Las demas quo to Bean propias 7 50 esten atribuidas a Otro or-

Nano social 
y 

lasT qua Is correspondan en virud de la ley, Is socie-- 
dad tundra Be Gerente General, qi,ien ci ercera 15 adsinistracian 7 

i 

representacion legal de is sociedad 
y 

tendra lag siuienteS atribu-- 
ciones, eritre atlas: Ejercer la representacion legal de 14 sociedad 

� 

an todos los actos 7 contratos qua Se requierari pars el desarrollo 

del objeto social, as conformidad dOS 10 prevista an lag byes 7 an 
lag presentes esratutos. Aprobar 

y 

celebrar on noabre de in sociedad 
code acto 0 contrato cuya cualitia sea igual a inferior al equivalen-- 
te on pesos colombianos a cincuenta all deletes de lag Estados Qj 

dos de America (tIS$50.000.00)  liquidates a to tan de cambio repre-- 
sentativa del mercado vigente at dia an que as surta to aprobacion o 
celebration del acta. Para enajenar, a cualguier titulo, bienes in-- 
mueblss de Ia sociedad o constituir enavamonnes cobra too e\iSaOS, de-
told abtener to aprobacion de Is junta directiva, ctialquiera and Sea 
Li cuantia de is transaccion o lag demas funciones qua le cones-Panda,

 como representante legal Pon disposision do in icy, de estos 
estatutos 0 de is junta directiva El Gerente Gensral tenors US an-
plants, designado per Is junta directive, quien 10 reempiazara con 
identicas facultades an sus falling tenporales, absolutes o rseramente 
acciedentales, sin qua sea necesario pars ello acreditar is ausencia 
del principal ------ ------------

CONTINUA 
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CERDIFICA 

Que seg?n Acta No. 15 del 15 de Febrero de 2009 correspondiente a 
is Asaiib1ea de Accionistas an Bogota, de is sociedad: 
G1JOPHAR14 S.A - 
cuya parte pertinente Se inscribi? en eats C?tnara de comercio, ci 
25 de Pebrero de 2008 bajo ci No. 177,919 del libro respectivo fueron 
hechos Los siguierites nombramientos: 

CLASP: JUNTA DIRECTIVA 

Principales 
1. Liobet Coal Manuel CC, ******l4670196 

2. Zarratta Reherman Leonardo Andres CC.*******2,760271 

3, Munoz Narroquin Diego CC.*******7,588,292 
4, MOnteaie9re Gonzalez Andrea Leonardo CC.******79,950,262 

Supientes 
1. Agudelo Peiaez Luis Hernando CC,******14,238,997 

2. Alone Almanza Arleth Ayeliva CC.*****35,7184l5 

3. Penaranda Urbina Ariana Peals 
4 tovar Vasquez Rath CC.******52,175,756 

C E R T I F I C A 

Que sQg?n Acts No. is del 30 de Datable de 2003 correspondiente a 
is Junta Directive en Barranquilla, de is eociedad: CYNOPHARI S.A. 
cuya parte pertinente Se inscribi? an esta C7mara de Comercio, el 

I 06 de Nov/bre de 2003 bajo at No  107,7a3 del iibro respectivo, 
fueron hechos los siguientes nortramieptos: 

Cargo/Nombre 
/ 

Identificaci?n 
Gerenta General, 

Peiacios Aragon Luis Alberta Cr*********319,788 

C E R T I F I C A 

Due seg?n Acts NO, 49 del 03 de Marro tie 300 correspondiente a is 
Junta Directva en Barranquilla, tie is sociedad: GYNOPHARN S.A. 
cuya parte pertinente Be inscribil an esta Cloaca tie Ccwsrcio eJ 
11 tie Marto tie 2008 bajo ci No. 138,342 del libro respectivo, 
fueron hechos ins siguientes nombramientos; 

Cargo/Nombre Identificaci?n 
Suplente del Gerente. 

Moliajoli Centurion Andres Fernando CZ.*********351,2S3 

CERTIFICA 

Que Seg?n Acts No. 2 del 13 de Enero de i398 correspondiente a la 

* CONTINUA *** 
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Assailed de Accionistas an Barranquilla, de Is sociedad  GYNOPHARNI 
S.A. cuya parte pertinente se inscribi? an esta C?mara de Comercio! 
ci 20 de Enero as 1998 Raja el NO, 73,393 del libro respectivo, 
fueran hechos log siguientes nombramientos: 

Cargo/Nombre Identificaci?n 
Revisor Fiscal Opal. 

Sarros Care William Alberta CC*******S,715,541 
Suplente del Revisor Fiscal. 

Duarte Diaz David  

CERTIFICA 

Que segun Documento Privado de fecha 10 de Octubre del 2000, iris-- 
crito en esta Camara de Comercio Cl 23 de Noviembre del 2.000 baja 
at No. 1072 del libro repectivo, consta qua at senor ROSEN MINSEI 
GONTOUrnK C.C. No. 7,463,992, actuando coma Presidents V represen-- 
Laitte legal de Is sociedad GmoprmRN S A., otorga Roder Especial, 
moPlio y Suficienta a FARM JENNIFER PIGUEROA GARCIA C.C. No. 32.-
732.070, para qua en sombre y representation de la sociedad suscri-- 
be todas las declaraciones caaibiarias a que esta obliqada GYNOPKAR1 
’A. en ci giro normal de sue negocios y operaciones sociales - 

CERTIF I C A 

Que aegun Documents Privado de fecha 10 OR Octubre del 2,000, iris-- 
crito in esta Camara as Comerojo ci 12 as junio del 2.002, bajo at 
2,164 del libro respectivo,consta pie at senor JORGE CASTELLANOS 
MARTINEZ,identificado Con C.C.No.19.460.089,actuando como represen-- 
tante legal de is sociedad G11OP}{ARM S.A, otorga Poder Especial Pja-- 

� plio y Sitficiente a KAREN PIGIJEROA GARCIA, identificada can Is cs-- 
dula de ciudadania No.32.732.070 de Barranquilla, nediance docu-- 
menco privado an actubre 10/2000, inscricn an Is Camera de Corner-- 
do de Barranquills bajo el No.1,872 del libro respectivo, para 
qua en representation de GnI0FAPJ4 S.A, suscriba las deciaracio-- 
nes cambiarias a log qile esta obligate GThOFABM S  - an at site 
ordinario de sus neFoclos V operadiones sociales -------------------

C E R T I F I C A CERTIFICA 

-.463.982, actuando corno Presidents y represen-tante legal de Is soci 
edad G’flIOPNARM S.A., otorga Roder Especial, AnpliD y Suficienta a ZA 
FEE JENNIFER FTCUEROA GARCIA CC. No. 32.-742.070, Fars c1ue an comer 
C y represeotacion de Is sociedad inscribe Codes Las declaraciones C 
a,ibtarias a qua esta ornigada GYTIOPI4ARS.A., an ci giro normal de sos 
negocios y operaciones sociales --

CERTI Fl CA 

11 CONTINUA *** 
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****+****************************************************************** ****+ 

Qua on esta C?mara ic ComerciO no aparecen insoripoiQues posteriores 
de docomentos referentes a reforma, disoluoi?n, 1iuidaci?u 

nombranlientos de represenantes leqales de la expresada socie dad. 

C E R 7 I PICA 

Que an ?ltima Renovaci?n fue el( 23 de Marzo de 2007. 

La informaci?n sobre embargos de establecimiento Be suministra on 
Certificados de I1atr?cula, la de contratos sujetos a registro, en 
Certificados Especiales. 

CERTIFI CA 

Que los actos de registro aqu? certificados quedan on urine cinco 
6755 h7biles despues de La correspondiente inscripci?n, Siempre 

qine, dentro de dicho t?rmiuo, HO Sean objeto de los recursos de 
reposici7n ante esta eutidad, y/o de apelaci?n para ante 13 

Superintendencia de industria y Comercio. 
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71 ABSTRACT 

The present invcntiou relates to the dextro.rotetory 
esandomer of Fotnitjta 

and its pbsx,naoutice]Iy accaptable salts with platelet 
s8gregatiotI inhibiting activitar. 

Use iniendon 0150 rabIes to a process for the prcpars-- 
don of this conpound surling from the tacemate are 
To phanuaceutirsl compositions cOtaaifliflg it. 
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The ptent invention thus relates morn particularly 
DEXTRO-ROTATORY ENANTIOMER OF to the hydrogon sulfate, the taorocholate and the hydro-

METHYL ALPIIA5 (4,5.6,7-TETRAHYDRO (3,2-C) bromide of the de,tfro-rotatory enantiomer or methyl 
TIIIENO PYRIDYL) 

slpIia-5(45.6,74etrahydrefl2-o)thinao 

pyridyl) (2-
acmnROPHENn)-ACETATE AND THE 5 chlerophanyl)-acelate. 

PHARMACEUTICAL coMposmoNs The salts are prepared in a standard manner by the 
CONTAINING IT actjoit of the corresponding acid on the base in solution 

in a solvent from which they precipitate spontaneously 
The present inveat1oit relates to the dextro-rotatory or after addition or a bassn-solvent of the salt. 

enantiomer of methyl alpha-5(4.5i7-tetrahydro(32- 10 The dextro-rotatory isomer or methyl alpha-S(45,47-
c)thleno pysidyl) (2-oEorophenyl)-acetate, a process tetrahydro(32-c)thieno pyridyl) (2-ohlorophenyl)-aee-
for as preparation and pharmaceutical compositions talc Out be prepared by forming the salt or the racemic 
containing it compound with an optically active acid in a solvent, 

The compound of On invention corresponds to the repeated recrystallizadons of the salt undl a product of 
following tbrn,ola By IS constant optlusl rotatory powor is obtained, rollowed 

by the liberation of the dextro-rotatory tome, from itt 
ccsii (1) salts by a bssct if reidred. a salt is formed between the 

dextro-rotatot isomer and a pharmaceutically actept-- 
able acid 

as The oÆcsI2y stive acid ma,’ ad vsistsgeously be 
levo-rotatory cajnphor-lO-sulronio acid 

One and the same advent may be used for salt format-- 
in Will the C is an asyninietric carbon atom. In Fact, ion and rectsml!Ization( acetone is ideally suited to 
this fonnSa represents both the doxtro-rotaton’ mole- 15 this ca*e 
cute claimed as well as its eve-rotatory enantiomer. The chiral, levo-rotatory camphor-lO-sulfonic acid of 
The raoeasic mixture cotrasponding to this ’Was Formula lIt) is allowed to react in as inert solvent with 
described in the French patent application published the racemic mixture of rormula (0 recording to the 
under the No. 2 530 247. Hereafter the dcxtrc-totaiory following reaction scheme] 

essandomer claimed according to the afternoon will he is 
designated by I4and the levo-rotatory enantjoiter by It. cr500513 

Itis known act the opticsl rotatorypowerofacom-
Enron depends on the solvent in which it is measured 
and on its 000cenrsation in this solvent. The optical 
rotatory power or the dextro-rotatory isomer according is 
W the invention is positive in inethanolic aoladon 

In an unexpected eltaner only the desire-rotatory 
enantiomer to exhibits 4 platelet aggregation in3iibiUn sac OH 
actMty, the levo-rotatosy enaotion,er It being inactive 
Moreover, the inactive levo-rotatory enantiomer Ii is to 
the less atoll tolerated Of the two enantiomers, 

The invention alto relates to she addition One ofthe 
compounds of Formula (U) swal phanuaceutically so-- 
ceptable mineral or organic acids. � 

The cottipotind (UI IS an oil whereas its hta,cWo- 45 soig 
ride calMs as a white powder. The oily products are 
usually difficult to puflry and it Of prdbrsble to use for mv 

On products which can usually be purified by reotys- 

- 

f 0000W] 
talliration. 5° H 

However, it ha. been ohae,ved in the present case 
that some of the salts ofoompound (it) usually precipi- I tate in an amorphous Form and/or that they are bygro-
scopic, a property which makes them difficult to handle - 
on an industrial scale. Than, the salts or carboxylic acid 55 111. çH5 113 

and sulfonic acids clasioslly tied Is pharmacy have I 
out, prepsred acids such sa acetic. benzoic, (umark I 
ataleic, citdc. thrWc, gentisic. methane-sulfouic. 
ethanesailfonicl benzeneselfcnic and laurylsulfosilo acids I 
saweD in  the will of dthesilin can amp 70 C.) audio 
para-tolueuesuifonic acid (m.p.5l C.), the puriüca-- 
ion of which proved to be difficult. 

Among the mineral and organic acid salts of the des- Salt fonaatioe may be carried out in solvents such sa 
rio-rotatory isomer or the compound of Formula (li) alcohols, ketones, dimetltylformasnide, The salt precipi-- 
salts have been found whIch crystailtie easily, are not 65 tates spontaneously Or is isolated by salting out or evap-
hygroecopic and arc sufficiently watertoluwe as to oration of the solvent. A mixture or two diastereoito-
make Our use is active medicinal principles particia- areas of Formula (Lila) is Formed. By repeated recrystal-
arty advantageous. lizatiomms from a solvent such as acetone the precipitate 
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is enriched in the all of the dextro-rotatory isomer of 
compound (I). After we recrystallization the optical ciii ON3 50tH 

rotatOrs power Olbach of the precipitate is measured at SAC CH,SOVNH.e > SIC 

20 C. in methanol at a concentration commit tetween 
1.5 uml2&’lromi. asks,the a]p°aiopa  AmmmMs the 
base of Formula (Io) is liberated from the salt lila) by 
the action of a base such as aedium or potassium hydro- - 
gen caionate in aquanus media at temperatures vary- ID IV) (DLI 

ing between SC. and 20 C. Evaporation ofthe filtrate 
An aqueous solution of the ammooium salt (V) is cliro-- 

N the first recrycallltatloo lv after the matographed on en Amberlite IRA 77resin. After ly-- 
precipitated salt (lila) have been tiltered off. Mvm a ophWzation of the eluare camphor-l0-aulfooiu acid of 
MI enriched in die salt of U,) enantioluer. The Is Fonniala Ili) is recovered. 
basification of this mixture of disatereolsemeric sans Thu niatire teqilelice ofihe pr0055t is shown ttmsn- - 

syth  a weak base such as tedium or potassium hydrogen rally below: 

catbouste in aqueous solution at temperatures var)ng 
between 5’ C. and 20’ C. leads to a mixture of the two io 
ensatiomers (Ii) plus NO enriched in the levo-rotatory 
enantioffler at), iuk 

This mixture (l)tOt) eutiched in enandomer (I’) is + 
llo 

rflip Ii. 
) 

(Id) 
---I aqeeass (1(1 a races awed to react with dextrorotatory camphor-lO-sul- 25 

fork yd which will he designated as (lid) in a solvent I eysoiasstis, 
N5IICO5 

MA  to the following reaction saherne, 
* 

Oil.) pate (Iii)) 
CHI LOiN 30I I settee jItio, 

j,s4esaea t5BCOt is 

MI (1111) 

 lid) (ILIAm
 

ussr sukalias sat Usne 
.qu Idiom(U> (Psi 

AAA (Ia (III 
Amway 11) d.11 ratearm 

C000HS Vaudo 

Each of the pure ensntiooaers (U) and (Ii) may be 
Or convened into a salt by means efthe standard methods; 

Ho I 
 

addition of a solution 0f hydrogen chloride gas in di-
Ott ethyl ether to a aoluOon of (Id) or (Ii) n diethyl ether i. 

lita{ for example. the itydrooblorides are prepared by the 

DETER1IMATION OF THE ENANTIOMERIC 
50 PURITY OF THE DEflO-ROTATOKY (Id) AND 

LEVO-ROTATORY (It) ENANTIOMERS 

Two methods have beth used, 
proton NMR spectroscopy with the addition of a 

55 
The crystalline mixture otdiastereoisomtrie salts (111H 

proton
rate with 

obtahied is recrysallired from acetone until the optical high pressure liquid chromatography using a chiral 
rotatory power [a]n2° of the precipitate rentsint con- stationary phase. 
stant. As previously mentioned the optical rotatory (a) Proton NMI( spectroseopy unth the addition Of 

power r)o2° of the di steretisometic salt (lilt) is de- mirtl rare came The enantiomeric purity (optical pu- - 
( nip) was detvtnuined by fl 60MHZ NMR spectros-

termined after each reoaystal]ization. may in the pretence of a rare earth chin] couples 
The nItration of the sterecisometic (ii) from its salt according to the method described by to M. WHrr-

is catted out in a standard niamier, like that for com- SIDES Of at 1 Sin (hu, Sec. 1914. 96, ’038). 

pound (14). Levo-rotatoty comphor-I0-sulfonic acid In the racemic prodnast (I), the hydrogen attached no 

(lit) may be obtdiiticd from cowitercially available am- 65 the asymmetric centre in the a position to the ester 
unction appests as a singlet (chemical shift 8487 

moniom oamphor-iO-sulfonate of Fonnula (V) accord- ppm in CDCIs as solvent. The addition of the rare earth 
ing to the reaction scheme, complex EuOfc)s iv, 3-(trifluoromethyl hydroxyme.
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thylene).danphoreto europium (Ill)] to the probe V 
containing a solutiot of he racemate (I) in CDCIj leada (c 
to the rmolution of the initial atoslet Into two, well-
sparnied singlet, cocraposiding to the proton of each 5(4. 
If the two euantjnmnt, Id) ,sd (Ii). When the iuolar 5 plic 
she of rare earth complex/compound (l)0.4, the 3 
separation between the two sioglets is about 6 be. test 

With each of the two enantiolreTs prepared. Kid) and tate 
(Ii). the sn_ann procedure was used is for the r.cemnate mo] 
(5). The smaller oleti]cai shift coeresponda to the pro- to dra 
OWL of the dextro-rotatory esantiomer (Ia) amid the IN 
larger chemical shift to the levo-rotatory enantiomer tori 
(10. and 

The precision ofthe method was determined by coot- ow 
th 11 miO Al NMR a,,t,a obtaimird with U and 

a 

at 
Is 25 

I). 

30 

.te 

VI 
an at 
Is 
W 
If 35 

EXAMPLE I 55 preesure. In  
acetone 

and(93.64%. east, of destro-rotsey d 
methyl.aipba-5(455,67-Ietrahydre$33c)thieno pyridyt) S icc 

(2-Chlorophanyl>atate 
- nil of acetois 

(a) eve -rotatory oamphor-lO-sulfonio arid 139jerarmas 
A celmoun of Ajnberlite 1101-77 ret is prepared sad obtaited .Ini 

stated by paasisg IN hydrochloric arid through it and tonnt4a 
than by washing this comma of acidilled reals abmni- (r. 1.371 t/ 
daotly wftb water. Levorotatoe7 animoeliumt camphor- (0 ma Of 
lO-sulfonate is dissolved rn a mininiwil of water and 65 ph. -5(45.�,7 
applied to the column of resin prevjously prepared. chloropheny, 
elution is carried out with water. The eluted fractions 150 If of 
containing the acid are lyophilized are added to 

6 
Icr C.; [a]o20 �2a53 

acid aah of methyl alpha-
Lhieno pytidyfl *chloro-- 
B). 
amic methyl alpha-5(4,5,6.7-
’ridyl) (2-cll]orophenyo.ace-
ol of acetooe. 9.95 g (0.0397 
sir-lo-sulfonic acid monohy-

solution is left to stand a, 
43 hours some etseals have 
ore is concentrated to 50 oil 
niperature for 24 icon. The 

Id off. washed with acetone 
Is, basis of the starting race-

’65 C., a]02t� +24.61 
iol). 
above are redissolved in the 
ne (50 cml). The crystals Of,  
Itered off, washed with ace-- 

165 C. ["1n20 *24.75 

C., 

OF sodium 
II if of OR 

I 
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lofdichloromethane. The residue obtained after taps- acetone and dried. White crystal oi-p- 157 C. 
ration of the organic phase. drying sod evaporation of Ia]o50 14j5 (c .79 g/l ml; methanol,. 
the solvent is dissolved in ISO ml of diethyl or dilsapro ) Levo-rotatory methyl alpha -5(45,4l1etrahy-
pyl ether, and 44 nil V, 42% (wt/,) aqueous anrution drOO2C)tbinIlo py,dyO (2-chlorophenyfl-acetate. 
ofhydrobromic acid are added drop.sst. The prenipi- 5 11.3 g (0.0204 mole) or the CSniphor-lO-tulfnnate 
tate formed Is isolated. Alter drying. 144 9 of crystals obtasned S an are dissolved in a nsinimi,n ofwstr. The 
are obtained ttlt a meltIng point of Ill C. (yield aqueOus aelnation obtained is cooled to r C. and n,ade 

99%y allolina with a saturated aqueous solution of sodium 

13.4g of these crystals are recrystallized from a mix- hydrogen wbortata The alkaline apicous phase is 

tore of Isopropyl ether (Ito nil) and isopropanol (ISO 10 extracted with dloltloroniethane. The organic solution 

k oi fl 2 of analytically nuts livdrchrnnude is dried and the solvents evaporated. A colourless oil is 

(g) The taurocholate of dextro-rotalory methyl an 
pha-5(4567-tetrahydro(3,2-c)thieno pyridyl) (2  15 

-

ehlorophesyl>-acetate (SR 25990K). 
The sodium salt of tatirocholic anid is oliromato-

graphed on Amberhte mN-77 resin by elistteg with 
� water. The fiuntions obtained are lyophilired. 

I g (0.0054 mole) of SR 259c’IB are treated vath a 
esturated noueoua solution of sodium bicarbonale and 

over sodtum sullate 
ye base obtained a 25 

.8 g OXJ54 mole) of 
al of hopropanol ore 
5 Is stirred overnight 
sted to dryness. The 
I with ether. 3.5 g of 30 

agreement with theory. 

EXAMPLE 1 
35 

Salts of eva-rotatory methyl 
alpha-5(43,6.7-telahydro(3.2-c)thieno pyridyl) 

(2-ohIo cop I, en y 1)-ace tat e 

(a) Salt of d-camphor-l0-sulfonic acid (SR 25989 fi) 40 

After separation of SR 25990 B In Eaaosple III the 
solvent is evaporated from the acetone filtrate obtained. 

� The residue is taken op in water and diethyt ether. 
The ethereal phase Is decanted. The aqueous phase is 45 
cooled In S’ C. and inane alkaline with asatunted aque-
are talodon of sodium bicarbonate- The aqueous alka-
line phase is extracted with diethyt ether. The ethereal 
extracta are pooled and dried over anhydrous sodlam 
sulfate, 

On evaporation of the solvent an an I, obtained 
which is purified by filtration through a bed of sIlica 
(eluanti diethyl ether)- A colourless On is recovered 
consisting eta mixture of about 65% of the levo-rota-
tory enantiomer and 35% of the desire-rotatory enan- 5s 

PHARMACOLOGICAL STUDY 

The platelet aregation inhibiting activity said the 
sicity of it new compounds were compareil to 
Dee of the racenhic mixture described in the French 
Sr. No. 82.12599 (Publication No  1 530 247). 
A description will now be given of the results of this 
udy which demonstrates another advantage of the 
vent ion, namely that the salts of the dextro-rolarory 
,suer save a better therapeutic index than the salt of 

racenjie mixture In fact, the levo-rotatory Isomer 
isibits almost no platelet aggregation inhibiting activ-

and its hot is markedly higher than that of its 
title-rotatory liomologue. 
The platelet aggregation inhibiting activities and the 
tithiooibotic activities of the compounds were stud- - 

It the rat by standard methods. 
The activity on the aggregation of plates induced by 
Dl’ or collagen was deteanitned es-vise. 
nw ,,rnd,i,,ts disanivad in nbannl (2)) nat/mn and 

poolat room temperature. The crystals obtains aorta and placed over a 38% aqueous solution of so-- 
are filtered off, washed nub acetone and dried (yield dium citrate (I 101/9 volumes of bld). The platelet-
"If based on the mixmre) as rich plasma was then isolated by centaifugation at 2 

The crystals obtained are dissolved in a minimum of for 10 minutes 
refusing acetone (60 ml). The precipitate obtained on Aggregation W induced by the addition Of 2 tat 01 
caoli]ae to It temnerature is filtered on. washed with agetneahas solution to 440 al of platelet-rich plasma. 
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The aggregating solutions ned Were! I aqueous l. 7he rcaits shown in Table II deniontrsate again 

solution 
of ADP marketed by Boehtlnger Maonhelm that only the dextro-rotatory isomer is active whereas 

(final conecotration 23 tM)s and a solution ofcollagcn the ,Its have comparable activities, 
marketed by Sigma (typc I) at S concenixation or 0-25 

TABLE II 
al ml in 3% acetic acid (v/v) (heal concentration 5 
12.5 proparl QUAN, 

DOSE Ten % IN. 
Type aggregation of the platelere was monitored as e.g/Kg Orange ad. Him. PRO- 

described in the method by 0. V. R. Born in Nature DUCT P0 eavagirst SLOPE �11016 w-
194, p. 927 (1967) using a CoOJlleoptics Didaggregoosetar 

4.4 +/- 0.3 
at a temperatere or 37’ C. and agitation of 9 rpm. 0 PCR 4099 4.45 54 34 +/- 0.2 25 US 

For aggregation with ADP, the aggregometer ganet traeeoats} 71 7.69 2.7 +/- 0.3 44 not 
appos a curve represtting a platelet aggregation as urea- I’S Is.se 0.5 +/- 0.3 69 R011 

sured by a clisnge in optical density. The height of this SR 254490 30 15.15 4.3 +/- 0.2 00 
40 10.76 4.0 +/- 0.2 II 

curve is defined as the height of aggregation. The per. SR 25990 1.2 1.10 IS +/-. 0.3 6 
centage of aggregation is the relation between the at IS 2.5 .92 4.1 +/- 0.2 IS 
gregation height measured and the ’eight correspond- a 3Z4 2.3 */- 0.0 52 ttrOl 

IS to l% aggrepticox laid  The percentage ofi,ihi- tO 7.49 0.7 +/- 0.3 55 R011 

bition is det.rtiined by CeeIeeIs 3.5 1/- 0.1 thad, relation: 
SR 15910E 00 514 1.1 +/- 0.5 40 0.05 

20 1.69 1.4 +/- 0.4 tO to 
cSa 20 0)51,03, 5.97 +/- t.29 

� 

coatr03 ag5,egala ksht 101 FOR -11 2.5 2.14 9. ED +/- 1.35 21 1 
3 4.20 1.94 +/- 0.34 16 0.05 

The results obtained for the aggregation Path POP 
12.5 00.70 1.19 +/- 042 45 1.11 

SR 25959A1251522.46 4.12 */- 0.10 It 
for the hydrochloride of the racen,ic mixture (PCR SR Bow. 2.25 0.05 */-. 0.09 23 0.05 
4099), the hydrogen sulfates of the dextro-rotatory (SR 25 5 4.49 0.14 +/- 0.22 69 0.011 
259O C) and 1111-rotatory (SR 2590 C) isomers on the 12.5 10.53 194+/- 1.14 10 1.201 

III hand, and for PEER 4099 and the hydrochlorides of 25 22.46 014 *7- 0.05 50 0.011 

the dexiro-rotatocy (SR 259% A) and levo-rotatory -A.Usaaa 

(SR 25969 A) On the otbar, am Shown S Table I; they 
’ sellifissit 

demonstrate that the eve -rotatory isomer is inactive 50 The antithrombotic activhy of these compounds has 
and that the dextro-rotatory =met at least as active 

also been studied in the rest of venous thrombosis on a 
ED the racemat 

screw thread dctibed by Kostade T. CL 51. in Thromb. 
TABLE I Res 19 Is  199 (1970)% 

DOSC QUAIflITY % IN. Female rats of the same type as those previously 
PRO eg,tg 'rb..e HInt.5 described. in groeps of 10 animals, were anesthetized 
DUCT P.O sdeobth&ed lION I.with dietbyl ether and their venacava was isolated after 

% MOORE. abdominal incision. 
0511051 

A metallic screw thread 21 nm bog 000sistiog of a 
424 4-7- 15 dentist’s doll, marketed by Dma (Fruece) slu No. 30, 

PCR 4099 4,45 7.04 29.0 *7- 3.4 II OIL 442 was ititroduced into the lumen of this vein just below (rae..sste) *97 7.69ItI /- 2.2 59 �1011 
17.6 15.91 11.1 /- 2.3 14 0.020 the renal bifurcation descending towards the iliac veins. 

SR 259350 20 05.55 4L.0 +7- 1.5 3 o.s tthoot damaging the wall; Is to 20 Inns of the length of 
40 StIlt 37.1 /.- I.? 13 a.i implanted the 1mm 

SR 259920 1.25 (156 LOU +/- 0.3 7 as 
2.5152 

the screw thread In and remaining 

protmdes through the closed stomach into the exterior. S Na +/- 2.3 93 0.00 
3.34 04.0 +/ tO 41 0.924 The thrombi fortesed rapidly and rive hours later. 

to 7.06 0.5 +/- 1.6 iS 0.920 tinder pentobarbital anesthesia, the nbdonien is re-- 
caSuals 35.0 +/ IS

opened and ligatures are placed above and below the 
SR 05990E IS 944 9 +/- 5 72 0.920 .6 

20 1.69 4 +7- l.a as owl screw thread which is withdrawn after longitudinal 

AOORZOA-50 
incisloo of the vein and he isolated throusinb is 

TION weighed. 
Helotir The results which are prescoted in Table Ill show 

central, ISO +/-5 that Use levo-rotatory isomer is inactive it’ this test, to 
FOR 4099 2.5 2.14 04+!- 5 07 5195 contrast to the dextro-rotatory isomer and the race-- 
(00c4014301 5 4.25 72+/-3 20 nO, mate 02.5 10.71 52+7-9 69 r000l 55 
SR 159595 25 22.44 at +7-! 2 ,.9 TABLE Ill 
Sir 25950A 2.5 2.25 67+7-7 35 (101 

4.40 26+7_S 73 (1011 DOSE 
12.5 01.23 09 +7- 4 *2 0.010 ngIKg QUAN- VARIA. 

21 23.46 11+7-I *9 (101] PRO- P.O TIn wuIosrr9e 25090 
DUCT .4cm. of bee Sr&nbi’ % F" 

see., armaIs +7- a.e4*03 ses, ,t, SEMI so 
a.449 as Ceenols 5.9 +/_ 0.5 
III hSeMIeco.sne+7- begin l.21PcRlrs9 4,4* 3.74 2.07 +7-0.24 44 0.200 

,.1-5151i1osn @aaa,e1 5.97 1.09 1.3* +/- 0.53 54 0.920 

01.9 03.34 1.95 +/- 0.09 14 0.20L 
For lie aggregation with collagen, the percentage of SE 559590 40 10.75 I07 +/- 0.42 -7 

inhibition is the diftbrence of the slopes of the curves 65 SIL25UKK7 1.23 0.96 LII 
+ 

7- 0.92 242 I. 

aepresentiag the ,,arialiote of the optical density as a 
2.5 1.91 5-29+7-0.32 41 001 

(unction of time for the control and the product to he 
314 0.70 +7- nIl sa �101 

00 7.49 0.26 +/_.0 09 51 �101 
UL divided by the slope of the control multiplied by 30 15.35 0.20 +1-  03 69 0.01 
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TABLE Ilicontinued 
DOSE 

WRg QUXN- VARIA. 
PRO. to CV PJ0hTot UON 
DUCT ads. ofl.,e Ih,enei. % P S 

Ceub 1.78 +/- a34 
SalncoE IC 3.34 146 .t_ tILC 60 son 

10 7.67 1.16 4_/- 
all

66 111 
� M as 4_/-
P - U llsK.-W,3u, to 

For the toicolOsil study, the oowounda were 
adoisthtered by the oral route in the form of a auspen-
aton in the same volume or water ae tip to 0% 
(wt’v) with gum arabic to groups of 10 faslcd female 15 
rats of the Sprague Dawley, smain angamig 120 to 13 
gttun. 

The number or deed animals was deterallMd 14 days 
after the adalujatration or the cotpouud under study. 
The lethal doses thus determined, expressed in weight 30 
If the ’alt adinioiatered, are prtnted in Table TV; them 
ruits show on die one hand that - toxicity of the 
noemic lxtuxe is aintilat to that of the le’/o-rOtator 
isomer whereas the dextro-rotatory isonier is markedly 
Ross tosic, and on the other hand, that the toxicity de. 25 
pet4is on the uatre of the acid used to ron,’ the most 

TABLE TV 
I) 50 alsoLurry LEThAl. 

PRODUCTS Dto () 090 DOSE 
P0R4049 OR ISIS 5679 2ti 
(tsathlCa) 1446411l) 
5R35909A 1259 703 2399 2fl6 

(Il43-l79 
SR2SSSOA mA 4316 GUI KDO 

(35S-5185) 
5R11990C 1157 WK 2974 oW as 

(lfl-1705) 
5R159900 2634 4263 6914 5c60 

cfl’-to’2 

[1 

12 
the invention ’pill he given below 93 con-restrictive 
examples. 
(I) Tablets 

Active Sgredient 0.010 
Exdpient Jactose, vowdered suEr, rlct-starch, alginic 

acid. Inatesium stearate 
(2) Snaar.ocated tablets 

Active ingredient; 0005 
Excipient niagnesium straIe, maize starch, gum M. 

Mc, shellac, white sugar, glucose, whitc wax, car. 
nauba man parairm. cochineal. 

(3) Capsules 
Active higredienti 0.025 
ExciDitnt magnesium stearate, n,aIe starch. lactose. 


