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Bl Pruebas de los lundamentos de la oposicion.
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personas juridicas.

Instrucciones para el difigenciamiento del presente fomuilario, ver reverso de esta pagina.




Derecho de la Competencia, Propiedad

0 ptl mum Industrial y Comercio Exierior

Senora Jefe,
DIVISION DE NUEVAS CREACIONES

Superintendencia de Industria y Comercio

E. S. D.

Referencia : Expediente N° 08 067104

Asunto : Oposicion a la solicitud de patente de Invencioén titulada

. “COMPOSICIONES FARMACEUTICAS QUE

COMPRENDEN  SUSTANCIAS  ANTIAGREGANTES
PLAQUETARIOS COMBINADAS PARA SU USO EN EL
TRATAMIENTO PREVENCION DE EVENTOS
VASCULARES DE ORICEN ISQUEM_I.(,O AR o

Solicitante : WORLD- TRADF lMPORT EXPOR’I 'WTIE, AG

Opositora PROCAPS S A

- Publicada en la Gaceta de la Propiedad ]ndustr%i_,a';
et
N° 610 del 30 de noviembre de 2009 -,

Yo, CIELO ANGELA PENA RODRIGUEZ, abogada en ejerc.icié’ﬂ-’, idcnrificadn COmMo

aparece al pie de su firma, con tarjeta profesional No. 82701 del (_0[1\(,}0 Superior de
- a Judicataurs, en mi condicion de apoderada de la snuu‘dd :PROCAPS SA.;[;'?:

conformada bajo las leyes de la Republica de Colombia y domic 1had,l en fa ciud: u’l \jL:l

Barranquilla, Colombia, atcntamente manifiesto que estando dLnrro dcl rérming de ley

y por orden expresa de mi representada, presento oposicion a la concesion del FCYISTIO

de la Parenre de Invencion timulada “COMPOSICIONES PARMACEUTTLA‘} QUE

ar

©© © COMPRENDEN SUSTANCIAS ’I'IAGRE(,ANTES * PLAQUETARIOS

M e el :

3\1°l|99‘3 Q4T F1213-6205021 - Fax. (571G 1219 79
: B m'ul n%nno\@npumum«o COIM - WWW,OPHIMI-Ca.com
R O Dogary Colombia
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COMBINADAS PARA SU USO EN EL TRATAMIENTO PREVENCION DE
EVENTOS VASCULARES DE ORIGEN ISQUEMICO”, cuyo tirular ¢s WORLD-
TRADE IMPORT-EXPORT, WTIE, AG, y pido a Usted declarar tundada esta

aposicion ¥ en consccuencia negar ¢l registro de la patente solicitada,

1. INTERES PARA ACTUAR

Conforme a lo dispuesto en ¢l articulo 42 de la Decision 486 de 2000 de Ia
CAN, estando dentro del término estipulado por la ley, manifieste el legitimo interés
de nuestra representada para oponerse al registro de la parente de la referencia,

atendiendo a que la solicitud pretendida no cumplc con dos €0 dlspucatm n la

ley como se analizard mis .ldelantL Y. de Ser LODLLdldA afectaria dirccraménic ln_‘:-\_

comercializacion  de algunm pro ULtDb de mi representada, que contienen, ¢n
"~ particular clopidogrel. Por lo tn’f\to solicito respetuiosamente a cSe Despaclm sc sirva
rencr en Lmnta Ta presente oposicion dentro del tramite admmlhtr'mvo QU s€ SUTLC en

esta Sup

"rmtendem ia.

2. FUNDAMENTOS DE HECHOS |,

e € S

2.1.La soliciud objeto de la presente fue prescntada ¢l 1:deijulio de 20087

ceivindicando priotidad bajo b solicicud MX2005PA 14086 dET; 2005-12.20; y.iGé

publicada en Colombia, en la Gaceta de la Propiedad Industrial N° 610 del 30 de
noviembre de 2009, cuya publicacién internacional corresponde a la

WO207073131 del 2005-02-24.

STNG 12192 79
NO-COLCOM + WU, OPEIITILNCO.Can
Bugoca Colowhia
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2.2.1a solicitud colombiana 08 067104 objcto de la presente oposicion, se refiere a

una composicion farmacéutica sinérgica que comprende una combinacion sinérgica
de un inhibidor de los recepeores plaquermrios Hb/llla vy una mezcly narural de
alcoholes alifaticos para la prc:\-'enn:i(')n de eventos vasculares de origen isquémico;
que comprende la combinacion sinérgica, en la cual el inhibidor de los receprores
plaquetarios Nb/lla es ¢l Clopidogrel v/o cualquiera de sus sales y una maezcls
natural de alcoholes alifaticos como el Policosanol y/o cualquiiera de sus sales; en
. la que el medicamento que requicre una dosis menor es ¢l policosanol; en ta que el
clopidogrel se encuentra como bisulfato de clopidogrel; en la cual el clopidogrel se
encuentra presente en una concentracion de 75 mg por unidad de dosificacion; v,
en la cual el Policosanol se encuentra presente en una concentracion menor de 20

mg de policosanol por unidad de dmificacién

2.3 En primera instancia, sc debe ddv ’l‘tll’ que ‘ﬂgunas retvindicaciones mmblén SC

’..

refieren a un uso ) a un’ mx.todo»de fratamiento ¥ naQ salo a I compaosicion

farmacologica 0 un. njétr'»do de fabricacion mediante la ,cua‘l- se obrenga un
producro tangible v segin la legistacion, decision 486 de Ta Comunidad Andina de
Naci

iones
. o osean - dle

patenmables; y, Articulo 20.- “No serdn patentables (...) d) los memdos lerapéuticos o

‘Articulo 14.- "Los Pafses Miembros otorgardn patentes

v las invenciones,

“producto o de procedimiento (...)", los usos no estan E’éiftémplm:los COMo

quinirgicos para el tratamiento humano o animal, asi como los metodw de diagnostico

'(
; aplicados a los seres humanos 0 a animales”. Solo serin putcntnljlﬁ dos producios o

procedimicnros. Por lo mneo a bz de la norma, dicha maceria;

relerenre ol uso v
un mérodo de tratmiento no seria patentable.

Ahara hien, con basc en el arriculo 14 de la Decision 486 de la CAN consagra lo

J
£

siguiente: “Los paises miembros otorgardn patentes pura las invenciones, scmi. de producto o

pracedimiento, en todos los campns de ta tecnologia, siempre qun sean, nuems. tengan nivel

B l:-\wur‘i Lnlomhm
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objeto de parente deben ser nucvas y tener nivel inventivo. Bien, pues antes de la
fecha de prioridad de csta solicitud se encuentran los siguientes documentos que

afecta la patentabilidad de la presente solicitud:

e D1 US5663156 publicada el 2 de septiembre de 1997.

2.5.Ahora bien, el documenro D1, revela una mezcla de alcoholes alifiticos primarios

superiores de 22 a 38 atomos de carbono pueden ser obtenidos por saponificacian
y extraccion de medidas con disolventes orginicos de cera de caia de azicar; donde
la. mezcla que conticne tetracosanol, hexacosanol, heptacosanol, octacosanol,

nonacosanol, triacontanol, dotriacontanol y terratriacontanol puede ser udlizada

_f" Ias :conii',\licucinnes
como hiperagregabiulidad pl'aquemrn h‘ 1squemm v la rrombosis v previene”la -
ulcera gdstrica ll‘ldll(.ldd porA d[‘O"dH v‘me]ora la actividad sexual masculina.
Parricularmente, el dr.)'cumento D! recoge una mezcla de:;\lcolmles alifarticos

prinmriO\""d 22,4 38 dtomos de carbono que pueden ‘il“f'-llﬂliZildt‘R en el

tr'alf:mu ntu de la hipercolesrerolemia. Esta mezcla puede cmnlumw: con ¢l acido

du'nl f\dllclh(u mostrando  una sinergia en las pr()plL(lddCS nntlpiaquer\m.s
dntllmlnbolu.h vy antiisquemicas de los componentes mdmdmlc (columna 3,
lineas 34-47). En la reivindicacion 11, se refiere a combinaci mm\\ dL un agente ue

inhibe la agregacién plaqueraria (que pucede ser elegido <!é manera obwia el

clopidogrel) y una mezcla natural de alcoholes alifavicos. Asi las_cosas, camo lo=

evidencia dicho documento DI, la presente solicind no csZnovedosa pnesto
revelado ya se encontraba en el estado de la téenica
2.6.1n consccuencia y de acuerdo a do descrito anteriormente, se deriva que la solicitud

colombiana 08 067104 no puede pretender un monupoho pnr pat\.ntv toda vez

L-mall ucgo;m:@upumumn_n QUMY - WWWLOPFIMUIM-~a.caim
‘ Bogota Calowhia
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que lo que pretende no cumple con dos de los tres requisitos necesarios para su
proteceion.

27

2.7.Que por consiguiente, respecto a la solicirud pretendida se riene que

AL

t.J

CARECE DE NOVEDAD: Segun la decision 486 de la Comunidad Andina de
Naciones, Articulo 16.-

Una invencion se considerard nueva cuando no estd

comprendida en el estado de la téenica. El estado de la técnica comprenderd rodo ln que

haya sido accesihle al publico por une descripcion escrita u oral

. wutilizacion,
comercializacion o cualquier otro medio antes de la fecha de presentacion de la solicitud
2 ¢ 0 e

de patente o, en su caso, de la priovidad reconocida.” A la fecha de prioridad, 20 de
diciembre de 2005 ya era conocido, pues como sé

ienu tm x,n |u||tc del are

et

o
anrerior con base en ¢l tlnu.lmt'ﬂtu Dl

una wmhmauun sinérgica de -ui-
inhibidor de los rggepmrex pl'lquemrms ¥ una mezcla mtunl de alcoholes

AN

i
alifaticos para Ia pre\’t_nu(‘m de eventos vasculares de origen lsquumm, sobre ¢l
cual busca proteccion en ¢l capitulo reivindicarorio,

CARENCIA DE APLICACION INDUSTRIAL La Decision 436 de la CAN
:,.'(“.c;msngra en su articulo 14 lo siguiente: “Los paises mi mb.ros arorgardin. patente

TNLes
para las invenciones, sean de producto o procedimiento, ¢n mdo\ Lu: campos de la

wecnologia, siempre que secan nuevas, tengan nivel inventivo y sean susceptibles de

aplicacion mdtutna[ La presente solicicud carece de dpludunn lmlmm.ll ya que

comw s¢ demostré anteriormente, algunas  clausulas rul‘nn.m el
NS

me{og]\)
rerapéutico y estos no son aplicables industrinlmente porque primero no - se
obdicne un producto o proceso

y segundo no es reproducible o repetible a
cscala industrial. Por lo ranto, el objero de la prescenre invencion referido a jos
-

Dm‘lt' ncguuos@l:sprumnu-co Oy - W w“.opumum CO.CIL

Boreord Colombia
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usos ¥y métodos terapéuticos, no cumplen con ¢l requisito de la aplicacion

industrial.

2.8.  Dado lo anterior, cs posible deducir que 1a solicitud y lo reivindicado no es
objeto de patenrabilidad pues ¢s contrario a lo que dicta [a Decision 486 de la
Comunidad Andina de Naciones, Articulo 14.- “Los Paises Miembros otorgardn

patentes para las invenciones, sean de producto v de procedimiento, en widos los campos de la

. tecnologia, siempre que sean nuevas, tengan nivel incentivo y sean susceptibles de aplicacisn

industrial.”, La solicieud pretendida no cumple con dos de los mes requisitos de

patentabilidad.

2.9.  Porodo ko anwerior, arentamente sohum a. uqrcd q

%i:f{"i (lcch rar ﬁlnd'l{l‘.l

la presente oposicion y en wnsecumnuﬁ neg,nr el ruusrm ala xolmtud de patemu",
ricutacla “COMPOS[CIONES P'\R\&ACEUT[CAS QUE COMPRENDEN

SUSTANCIAS AN’ l'lA(rREGANTES PLAQUETARIOS COM BINADAS =
PARA SU USO EN EL TRATAMIENTO ]’REVENL[ON DI‘ EVENTOQOS |
\'ASCULARES DE ORIGEN ISQUEMICO”, cuyo titular L;:wonw TRADE

. . "'IMPORT EXTPORT, WTIE, AG,, solicitud Colombiana (]Ll(.
en la Gaceta de la Propiedad Industrial N° 610 del 30 de nnvwm_bt.c de 2009.

aparecio publicads

3. PRUEBAS

De contarmidad con lo dispuesto por las normas vigentes, soliciio a usted reder
v P ig solici i

conmo prueba en cste asunto los siguientes:

L * DI USS663156 publicad el 2 de sepriembre de :99?._“,

l}l’IS 6..030 l—l'ax( TG 219 7y

Bagoei ¢ ulembla
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4. FUNDAMENTO DE DERECHO
Fundamento esta observacion en las normas legales siguientes:
4.1.  Numeral 1 del articulo 5806 del Codigo de Comercio.
. 4.2, Arriculo 42 de la Decision 486 de la Comision del Acuerdo de Cartagena.

4.3.  En las demas normas concordantres,

5. ANEXOS

v

Para los efectos correspondientes anéxo al presente escrito los siguientes documentos:

~

. Poder para actuar en el presente.

Ddeumento que acredita al representante legal de PROCAPS S.A.

:ibo de caja del respecrivo pago de rasa.

4. Copias de los documentos:

21: LIS5663156 publicada el 2 de sepriembre de 1997.

v S i) 13 NS 11905708 104 13:12"13 - 620 S0 21 - Fax, (87106 1219 79
T A‘ . " ; - E-mail: nefocios@Riptmunco.com - v .optinum-cu.com
O . Bogor Colobia
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6. NOTIFICACIONES

Para efectos de notificaciones que por disposicion del articulo 50 del Decreto
01 de 1984 debe hacer su Despacho, informo que mi representada y la suscrita
recibiremos notificaciones en la Secretaria de su Despacho o en miy oficinas sicuadas

en la Carrera 13 Ne 119.95, Of. 104 de esta ciudad de Bogora.
Sefor Superinrendente,

CIELO ANGELA PENA RODRIGUEZ
C.C. 51'940.252 de Bogota P
T.P.A. 82701 del CS. de la ). '

E3NP 11905, OF 104, 27136205021 - Fax, (5706 1219 79
E-mail: rlt‘gur,i(n_s_(f';‘}nptuu|uncn.rmu - WWW.APLIINIGEUe.COot

- Dogoti Colombia
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PROCAPS

PODER ESPECIAL

Yo, WALTER TANAKA TATEKAWA, mayor de edad y vecino de la cindad de
Barranquilla {Colombia), identificado como aparece al pie de mi firma, quien en c
presente documento actaa en calidad de Representante Legal de la sociedad PROCAPS
S.A. sociedad legalmente constitiida y domicilinda en la ciudad de Barranquilla
(Colombia), por el presente documento otorgo a la doctora CIELO ANGELA PENA
RODRIGUEZ, abogada en ejercicio, identificada como aparece al pie de su firma, con
tarjeta profesional No. 82701 del C.S. de la J., poder especial, amplio y suficiente, para
formular oposiciones u observaciones a la solicitud de patente No. 08 067104, titulada
“COMPOSICIONES FARMACEUTICAS QUE COMPRENDEN SUSTANCIAS
ANTIAGREGANTES PLAQUETARIOS COMBINADAS PARA SU USO EN EL
TRATAMIENTO PREVENCION DE EVENTOS VASCULARES DE ORIGEN
ISQUEMICO”, cuyo titular es WORLD-TRADE IMPORT-EXPORT, WTIE,
AG., publicada en la gaceta No. 610 del 80 de noviembre de 2010.

Nuestro apoderado queda facultado, de manera expresa, para realizar, todo tipowde actos
necesarios para llevar a cabo el tramite de la opo‘;1c16n,xlncllx}end0, Sin limitacién, 3
preparar y presentar solicitudes, hacer declaraciones; pagir,, tasas, Lomnbucloncs* e 5"‘*
impuestos, recabar los titwlos o certificados. AbiriiSio-quedan 'illt()lldeOS'pdra‘-« 3
impugnar administrativa todo lo que fuere resuelto en el expediente 2 que se hace
expresa referencia en el presente poder, con todas las, fac:ult'idesxgc,nel ales_y, especificasin.
que fuera requerido para ella. RIS T e e
LR
De la misma manera, ademds de las facultades que le confiere lamaturaleza: dei"presentem
mandato, se encuentran facultados para recibir, desistir, tnansnglr sustituir, y reasumir
el presente poder, incoar acciones, interponer recursosty-demé§ faculiides eonferidas
por la ley.

Dado y Firmado en Barranquilla (Colombia) alos 17 dias del mes de febrero de 2010.

APSS.A.

O}f C.C. N®16'251.923
NIT: 890.106.527-5
Representante Legal

Acepto:

[l P= .

CIELO ANGELA PERA RODRIGUEZ
C.C. 51'910.252 de Bogoti
T.P.A. 82701 del C.S, de 1a J.

CALLE 80 No. 78B-201- A.A. 50330 P.B.X.:(575) 3530783 - 3789000 - 3719900 - 3507900 « FAX;(575) 3730815 - 3730813 - 3730247 - 3730818
BARRANQUILLA - COLOMBIA - NIT.: 890.108.527-5
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RMA .
19 FeB. 2010 .
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comERCIo D E BA-RRANOQUTITLLA- . o
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CERTIFICADO DEEXISTENCIA ‘Y REPRESENTACION LEGAL 0 DE INSCRIPCION DE
DOCUMENTOS. . . B E g S
PROCAPS S.A.--~icocoo-- Pzl e meo- t;- ________ ~:;__-___-;;; _______ PO
NIT 890 106 527- 5 _ _i'. };» ;‘_ ‘,{_ '

. R ¥ : + .
N , ' | ‘b "

EN JUNTO™ DE ESTE "ANO SE° E:LE:GIRA JUNTA DIRECTIVA DE LA CAMARA DE
COMERCIO. LAS .INSCRIPCIQONES DE CANDIDATOS DEBEN HACERSE EN LA PRIMERA
QUINCENA DE MAYO. PARA': “INFORMACION DETALLADA DIRIGIRSE A LA* .SEDE
PRINCIPAL o COMUNICARSE AL SIGUIENTE TEI..E:FONO 3303911 e

FUNDAMENTG' EN LAS INSCRIPCIONES DE:L REGISTRO MERCANTIL

L . Tt FAnE

-.-CERTI“FICA=

L
Que por .Escritura. Publlca No. 1 190 del 22,.7de Julio de 1976‘
- otorgada .;en la Notaria Tercera de” Barranqullla, 1nscr1to(as) ‘en .
esta Camara de Comercio, €l 28 de Julio de 1976 bajo el No 6,070

del libro respectlvo, fue: constituida la sociedad------ ekt
limitada denomlnadaL "PRODUCTORA YDEHlCAPSULAS\ DE GELATINAS LIMITADA

n ON [ ST W I (% ,,_m_-_-__-_;m__;,_-:_= _________________
PROCAFS | LIMITADKT. ‘,\- ST
;h: f ﬂ \:{ ) C (R‘T{&\l“' K%f\ S
- \: \\] / L ‘/jk}?il g)/ - ~
Que por Escrltura Publlca No. de Junlo de--1979,

BRI

otorgada en 1a\ NotarlaSBTerce ‘“Wﬁeﬂ(ﬁgiranquﬁlla,- 1nscr1to(as) en

esta: Camara de Comer01o, el‘b%*de Jullo de 1979 bajo el No. 10,039
.del libro. reSpectlvo la sociedad antes.mencionada---------zr------->3
Ise; transformo en  sociedad ianonima ba)o la denom1nac1pn ‘social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.. A PROCAPS SLALN el e r*

S o ;f"‘c ER T 1 B I CA s
Ve . K " Lo} \_‘.

Que porv_Escritura ~Pub11ca No. 3 810 del 31 .-de ch/bre de 1980,

‘otorgada “en 1la Notaria Prlmera de | Barranqullla, inscrito(as) en"

‘ésta Camara de Comercio, '&l-30 de Enero de 1981 bajo el" No. 12 705"
del libro respectivo, la.sociedad antes mencionada-----=--------3-----
se Eransformo en soc1edad de responsabllldad llmltada ‘bajo a1~razon
social” de VPRODUCTCRA DE CAPSULAS:DE GELATINA LIMITADA "PROCAPS'LI -

MITADA" I inaiaiiatialietr oty _;j:"—'-"1pﬁ:°-'-'--7-j—“----77‘ ------- T

R CERTIFICA ok
Que - por Escrltura Publlca ' 3 755 del"lo de. Nov/bre de 1983
otorgada en la Notaria' Unlca de Soledad; -’ 1nscr1to(as) eni-‘egta
Camara de,. Comercio,” el 22 de Nov/bre _de 1983 ba]o el No 17 922 del
llbro respectlvo, la‘soc1edad\antes menc1onada-—+é ---------------------
'se transformo en “sociedad "aronima bajo la denom1nac1on soc1al de'
"PRODUCTORA DEa CAPSULAS ‘DE GELATINA S.A. “PROCAPS S. A “.

- |
REATIN n'w ,',”' R fu=~' u B
775 Nt Ve -ﬁﬂ’ AT Ny

1 o

I

FRARANAAFE C O N T I N U B *rvarannnn

QAESOAGA NIT.&ipd2 1419  HOIBIC

12



CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION-DE' .

_ DOCUMENTOS .
PROCAPS §.A. -==--—~----- e eme—tee——e—u-a To-i-i---<i------------
NIT:;:i890.106.527-5. - L - |
j‘h_ 'f?g ot CERTIFFCA . g p
KR SR "_;‘ s.\"’ “_“ - . .

“Que por  Escritura Piablica ~No. 3,615 del 06 de Dic/bre de 1996,
otorgada en 44a Notaria- 2a. de- Barranqullla inscrito(as) -eén esta
Camara’ de Comerc1o, el. 20 de ch/bre de 1996 bajo el No. 67,218 del
libro respectlvo, la sociedad antes mencionada------=-2-f-------“------
fcamblo de _razon soc1al ponfla denominacion LABORATORIOS -PROCAPS S A

\w':’ ‘.' ':' \_*7 ! .‘;- i Je - c . >
A CERT,,IFICA . .

Que ““por Escrltura Publlca No.'*3,775 del 18 de Dic/bre de 1996,
rﬂotorgada, en la Notaria 2a7: de Barranguilla,.inscrito(as) en esta
- Camara de ' Comercio, el 23  de Enerc de 1997 ba]o el No. 67,704 del
“ibro respectlvo 1a soc1edad -dantes mencionada--->--------l-----------
camblo de razon social, por la denominacion PROCAPS.S.A. ----------

\\ . »\..
T T \_).‘,- \\{

- - C E R T I'FI c A

£ -7 i

~Que dlcha' soc1edad ha 81do,xeformada por las siguientes escrituras
y/o documentos privados: L - : ‘

Numero aaaa/mm/ddy—j ¢ —-Notaria-. . No. Insc o Reg aaaa/mm/dd

39, 1979/01/18» Notarla 3a‘n de Barranqullla ‘295452 1979/01/24

392 1981/04430» NQtarla la. de,Barranqu1119 +135112  1981/05/06

yhl 464 1982/08/27 Notaria. Unlca de Soledad 15,533 , 1982/09/08

"2 744 1983/08/18< Notarla Unlca de™ Soledad //“ /lq 416 1983/08/26

" 3,826 1984/07/16 ' Notaria Unica de Soledad\ca N 19,554 ' 1984/07/27

3,835 1985/08/26.. Notarla Unlca ,de Soledad | .~ "22,230 1985/09/04

2, 260 1986/09/10~ Notarla Unlca de Soledad L_‘- 24,995 1986/09/15

1,849 1989/07/11 Notaria 2a. de Barranqullla 33,909 1989/07/13

T. 444 1990/02/21 . Notaria 2a. de Barranquilla. - 36,101  -1990/03/16

',
¥J3 090 1991/12/17\ Notaria 2a. .de Barranquilla 43,993 1992/01/28
YN 269 1993/02/01-. Notaria 2Za~ de Barranguilla - 48,428 ' 1993/02/16
2,342 1993/07/28 Notaria 2a. de; Barranquilla 50,582 1993/08/10
3,652 1993/11/09 Notaria 2a. de Barranquilla 51,798  1993/11/22
3,615 1996/127/06 Notaria 2a. de Barranquilla 67,218 1996/12/20
ra 89 1997/01/16 ; Notaria 2a. de Barranquilla = 67,704 , 1997/01/23
H'2 070 1997/07/17 Notaria 2a:. de Barranquilla =~ 70,627 1997/07/31
2,281 1997/08/04 .Notaria 2a. de Barranquilla 70,813  1997/08/14
765 1999/04/22 Notaria 3a. de Barranquilla 80,628 1999/04/23
459 2001/02/21 Notaria 2a. de Barranquilla 91,502 2001/02/23
2,608 2001/10/05 Notaria 2a. de Barranguilla 95,771  2001/11/08

» 5

. 416 2005/03/03\1Notaria {2. de Barranquilla 116,364 - 2005/03/10
‘'-1,613 2005/07/28 - Notaria 2. de Barranquilla ~ 119,322 200s/08/18

710 2009/05/05 Notaria 3 a. de Barranquilla 150,130 2009/06/30
1,054 2009/06/25 Notaria 3 a. de Barranquilla 150,130 2009/06/30

27.1,730 2004/07/29.. Notaria 2. de Barranquilla 112,999 , 2004/08/26

S % .t CERTIFILCA . § )
Lo :'.. ; "

"“Que de “acuerdo con la(s) escrltura(s) arrlba 01tada(s) ‘la sociedad
se rige por las.siguientes d15p051c1ones
DENOMINACION O RAZON SOCIAL

!. Ta e . t

e P -+
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CERTILFICADO DE-EXISTENCIA-Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS. % S A AR S RO
PROCAPS S .A.~-~ccecmmec et e ma - e e m m e m m mEm e e, m— - ————-—— [ S,

NIT: 890.106.527-5. e T el AN e

SIGLA: PROCAPS:I:. i o i .
DOMICILIO PRINCIPAL: Barranqullla A RN
NIT No: 890.106.527-5. " u“ s Ve RS

MATRICULA :MERCANTIL:;.24,802. ¥ o L = Lo

; c EUR T IF I'C A S Sy

B - o e
t . . - B Ty -
-~ . - "

pireccion paravnotlflcac1ones jud1c1a1es. N S AT
CL 80 No 78 B - 201. - S Lo ol

-De la 01udad de Barranquilla.:; T e e RE TN

l! ! . e oy, .A_ . .l" '__'i::,f:' :'. -
R C ERTIFIT

O T TSN N T e, o N
DURACION El téIman de k f,;'_fﬁQE%f m35901edad»se £ijo hasta el
18 de,Agosto de 2073 \\”m& K ;W*W'ar?h}\i-Vi' L&\_ ;
] ', / / | l\ QN (VA R L Ly -
Iy

-ﬁ-‘_ .

N " i// h\:./ ' ‘l\\_]_jl:\k\ \_jj .
OBJETO SOCTAL} El objeto prgpg;pal\/de n;a soc1edad sera: -va) La
fabicacion, 1mportaC1on Mm50qmérciarizqg;onL£de alimentos procesados

Y suplementos dletarlos b)Lthp\u

Yol

fabr1cac1on de capsulas y.;otros
productos  'similares: a partir de materiales tales como gelatinas.u.

ﬁptros -de: dlstlnta naturaleza, que’ “puedan ser utlllzados como

'envases  I.-0 rec1p1entes +de productos Y “sustancias -quimicas’,’
farmaceutlcas,,-allmentlclas y cosmeticas, -para uso.y,. consumo, humano
Y veterlnarlo‘“ﬁc) La 1nvestlgac1on“ desarrollo Y fabrlcac1onlde ‘toda
clase - de productos:’ y sustancias .quimicas, . farmaceuticas,

' oy A s L EPRESY: NS Sy

’ A \.‘j.'-A L ;' ’ '-‘,“:"'

I F T ) £ f N G
P - -

_allmenth;as Y cosmeticas para uso |y consumo . humano,.:animal y
.vegetal. .'d) La .compra y.: venta de” materias’. prlmas,j'lnsumosl‘y,

‘productos - intermedios necesarios para “los procesos de fabricacion™
de sustancias qu1m1cas,t farmaceuticas, allmen ticias y cosmeticas,
asi como la-.comerc1allzaC1on interna y.! ‘‘eéxterna ;'de los productos
terninados. Se) La -compra, vVventa, 1mportac1on,, exportac1on Y
-distribucion de toda clase- de elementos 1nstrumenta1es Y equipos.
med1cos "qulrurglcos OdOntOlOglCOS y hospltalarlos pard la salud;.
“humana y .-animal. “f) La compra venta, exportacion, fabricacion;:
importacion, distribucion de dulces confltes, galletas yﬂ‘todo
tipo:.: de golosxnas o :alimentos.{para el consumo humano g) .Actuar
como -represeritante o agente de'~ personaS' naturales- Y jurldlcas,

‘y

nac1onales; y extranjeras: 5 en la reallzaC1on* de operac1ones adu
transaccionés relacionadas *con' 1la 1ndustr1a farmaceut;pa Yy -en.
esPec1a1 “"gon cualqiuiera de* las actividades “descritas® en los
literales a), sR), <), /ad) y e)j. antes descritos.- h) Prestar los

serv1c1os de ’asesorlas y; consultorla en" las areasJadmlnlstratlvas

-l ot . e P e
S . -3 N ]
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CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION .DE
_DOCUMENTOS .
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NIT: .890.106:527-5. 2
Pin ki

'(dg mercadeo analisis clinico, a51stenc1a tecnica, investigacion,
X P

:costos u‘y produccion, ., exportaciones, importaciones, ventas,
rela01onadas con” iguales o0 similares actividades a las que
congtituyen gxp objeto ».de PROCAPS-S.A., asi . como los de publicidad y
promocion de.- productos qulmlcos allment1c1os cosmeticos vy

Hfarmaceuticos -para _uso humano, animal o- 1ndustr1a1. i) Adquirir,
soperar, - admlnlstrar y explotar, a . cualquier  titulo, . empresa o

\Establec1m1entos ..dedicados, = a la investigacion, desarrollo,
“fabricacion o comerc1allzac1on de productos guimicos,
farmaceutlcos” ~. alimenticios, » hospitalarios o, cosmeticos. En

desarrollo demuSu objeto pr1nc1pal la sociedad podra tomar interes
social como <4Aaccionistay” socio "o  fundador de empresas que tengan
wigual O 81m11ang objeto, : comprar, .vender, .importar .y  exportar
e\maqu1nar1as, insumos y repuestos requeridos -para el desarrollo de
'sUS act1v1dades- tomar dinero en prestamo, financiar y garantizar
lasffopera01ones comerciales que: celebre con terceros relativas a su
objeto- celebrar Yy - €jecutar  todo tipo de actos y contratos
necesarios para desarrollar sus operaciones; girar, aceptar,
/otorgar 7Y . protestar todo tipo de titulos valores e instrumentos
xnegoc1ables comprar, vender y constituir gravamenes sobre bienes
‘muebles ‘e inmuebles, designar representantes apoderados en el pals
'y en. el exterjor- Y, “en gena;al reallzar cualquler acto o negocio
que: sea necesariog o ‘convenlente para ~el desarrollo de su objeto
social vy paraﬁyla mejor‘ protecc1on ‘de sus ‘intereses corporatlvos o]
~la de sus 5ocCios.. ‘La sociedad podra garantlzar el cumpllmlento de
: sus obllgac1ones adqulrldas pd% terceros o por - sus socios, para lo
‘cual podra 1nq}u51ve /c0nst1tu1r gravamenes\reales,sobre sus bienes
de cualqu1er'\naturaleza‘--;——-;—;:f—f——--;;; ------------------------

\\ i

e .

. CAPITAL i T e ':‘Nto Acciones :
v Autorizado- v ;= - >
Srrxrrxxxn®2 000, 000 000 *************2 000, 000 *****************1 000
Suscrito s
s**********l 229 071 000 *************1 229 071 *****************l 000
..Pagado
.5*11**1****1 229, 071 000 **i**t******tl 229,071 ****tit*****i**itl 000

\‘i e Ea—
"y -

, LV CERTIFICA . ,

: ,. Co : )
ADMINISTRACION: La difeccion y administracion de la sociedad corres-
,pondera .& la Asamblea General de Accionistas, a la Junta Directiva,
al Presidente, al Vlcepre51dente y a un Gerente General. - Corresponde
Ya la Junta Directiva las 51gu1entes funciones y atribuciones entre
otras: Autorizar cualquier acto o contrato cuya cuantia sea superior
al equlvalente en pesos Colombianos a doscientos cincuenta mil dola-
res " de los ~Estados Unidos de America (US$250.000), liquidados a la
.-tasa de ~cambio representativa del mercado vigente el dia en que se
.surta la' transacion. Cuando se trate de operaciones en virtud de
“las cuales la sociedad garantice obllgac1ones de terceros o de los
socxos, se requerlra que 1a operac1on sea aprobada con el voto de

Valbr Accidn

\\,_ i -
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L n-uw RTREN "o Lot e L
.. : oy . e PO D
“Lia sociédad tendra un Presidente , quien ejercera la 'representa-
cion . legal = de la.sociedad . Y. tendra:;’las siguientes atribu-
01ones. entre.: otrastu Ejecutar las dec151ones .de, la Asamblea

"General de Aécionistas'y de la Junta Directiva. Ejercer la Represen—
;tacion Legal de .la sociedad. en todes los actos y contratos que se
requleran . para el desarrollo‘ del objéto soc1al ‘de conformldad con -
lo prev1sto en las leyes 'y en los préesentes estatutos.’'Constituir
apoderados judiciales 'y extrajudiciales,; irecibir - -notificaciones,

absolver 1nterrogatorlos de parte, confesar obllgac1onesL de la
sociedad, transigir, disistir y'-allanar a-la sociedad en cualquier

~asunto judicial. Aprobar y.ilcelebrar. en nombre de la socieda todo.

‘acto o :gontrato .cuya cuantla sea ”1gual o} 1nfer10r al’ equlvalentef»

en pesos - 'tolombianos a dostientos -<¢cihcuenta ‘il dolares de los
Estados Unidos' de ~America, (USSZSOIQOOL",,11qu1dadosL a 1la tasa de
cambio representatlva ;del” ”mercadok~vrgenteﬂ“él diad en que sge 'surta

la transac1on LS 'celebrac1onﬁ~del;iacto‘1\La%:demasufunclones ‘que le

..correspondan 'como Representante/ Legal,\p )ﬂlSpOBlClon ~de la ley,n

-de. estos‘~estatutosl o deria Junta D rectlvaffElfPreSLdente ‘tendra un.:
“suplente, de51gnadoi por‘\la\ JuntaIrDrrectlva,ipqulen reemplazara al
Presidente en> suSn faltas*temporales “abgolutas’ &-meramente acciden-
tales, . con entldades .facultades'j {3§%g2guexsea\necesarlo para ello
acreditar la“ duséncia “del pr1nc1pal La 9001edad tendra un Vrcepre—
sidente designado por la Junta Directiva, quien.-tambien .ejercera la
‘.representac1on legal de la..soc1edad,|pud1endo ejercerla conjunta; o’
‘separadamente con ‘el Presidente. 'El vicepresidente ‘tendra 1las-
| 51guentes facultades entre otrasg. Ejecutar;dentro de su competencia
las‘:decisiones'i.de 1la " Asamblea-'General deuAcc1onlstas, de la;Junta
Directiva y ‘del Presidente. Ejercer la representaC1on legainde la
,sociedad :en todos -los actos, y contratos que se requieran para el

Zdesarrollo del objeto soc1a1 t de conformldad con lo prev1sto en las'

Tleyes y - en los presentes estatutos Corstituir apoderados jud1c1ales
y extrajudiciales, recibir notificaciones;i:absolver interrogatorios
de parte, confesar obllgac1ones de la 5001edad tran81glr désistir
y allanar ‘la sociedad en cualqu1er “astnto judicial. Aprobar y
-celebrar en nombre,. de la sociedad todo acto o contrato cuya cuantia:,
,sea 1gua1,;o 1nferlor al equlvalente 'en pesos colomblanos ra c1ento
‘¢incuenta *mil dolares de los+Estados Unidos de ‘Ameérica (US$150 000)7;

liquidados a -la tasa de cambio representativa del mercado v1gente
el dla en que»se surta’ la aprobacfon o celebra01on del acto, lempre
que ‘no se trate de enajenar bieres inmueblés o cualquler otrolactivo
£ijo de -la sociedad, inclusive de .. paturalezay.muebles, acciones,

’cuotas o. .partes de llnteres 1nver51ones Yy todo tipo.‘de’" derechos'7

'‘de  la soc1edad o 'de constituir gravamenes sobre cualqulera de los

anteriores, facultades,,que radican exclusiva Yy privativamente en
cabeza del Presidente.] .Las demas.func1ones ‘que le’ corresponda‘como
SN A

Sal ,-. > M A N
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Representante legal per d13p051c1on de 1la ley, de estos estatutos
\b, de la,,Junta Diréctiva.'s El Vlcepre51dente tendra (1) suplente,
de51gnado por _ la “"Junra Dlrectlva, guien lo reemplazara conjunta o
separadamente[gw en sus’ faltas .temporales; - absolutas o meramente
acc1denta1es ~,con identicas facultades vy, sin que sea necesario para
ello acredltar la ausencia del principal. La sociedad tendra un (1)
fGerente General con su respectlvo Suplente, designados por la Junta
lerectlva 1 Bl Suplente reemplazara al Gerente General, en sus faltas
temporales absolutas o meramente ac¢cidentales, guien junto con el
gerente general, llevaran la representacion legal de la sociedad,
confldentlcasJ facultades, pudiendolas ejercer conjunta o separada-
mente con el Presidente vy Vlcepr951dente,‘con identicas facultades
fque el -Gerente General y £in que sea necesario . para ello acreditar
‘~1a ausen01a del Eltular .El/ Gerente General. tendra las 81gu1entes
“:facultades entre ‘otras: Ejercer la representacion legal de la socie-
dad; "' en todos los actos y contratos que se requieran para el desa-
rrolio del ob)eto social, de .conformidad con 1lo previsto en las
leyes’ y en ‘los presentes estatutos. Aprobar y celebrar en nombre de
’la sociedad tedo . acto o contrato cuya cuantia. sea igual o inferior
I'al equlvalente en« pesos Colomblanos a Cincuenta Mil dolares de los
“Estados 'Unidos dé" America ' (US$50.000), liquidados a 1la tasa de
cambio representatlva del~ mercado\V1gente el dia en que se surta la
probac1on o’ celebrac1on del“écto 'siempre que no.se trate de enaje-
nar - &d cualqu1er tltulo bienes| 1nmuebles o cualquier otro activo fijo
..de 1la s001edadf’ 1nclus;ve//de naturaleza mueble,-acc10nes cuotas o
‘partes de 1nteres,‘ 1nvers1ones Y todo tlpo de derechos de la socie-
‘"dad o de constituir / gravamenes sobre cualqulera de las anteriores
facultades que‘%radlcan \éxc1u51va ' prlvatlvamente en cabeza del
PreSLdente. '\y"ﬂ;r""‘f‘ﬂrzsﬁzrf?iifszﬂgjgrzagﬁ """"""""""""

k— . . . .- .

“Que seglin- Acta No. 116 del 27 de Junio de 1997 correépondiente a
la Asamblea de:Accionistas en Barranquilla, de la sociedad: .
PROCAPS S. AH—LL———-—~—-—-————————-—-———----—~—-—-—---‘-~-----; ------
cuya. parte pertinente’ se inscribié en esta Camara de Comercio, el

+15 de Agosto de. 1997 bajo el No.. 70,838 del libro respectivo,

~-y gseglin ‘Acta No. 127 del 22 de Marzo de 2000 correspondlente a

“Ta Asamblea de Acc1onlstas en. Barranqu111a de la sociedad:

PROCAPS S W e i il el il

cuya .parte pertlnente se 1nscr1b10 en esta Camara de Comercio, el

29 de Mayo “d€ 2000 bajo el No. 87,250 del’ llbro respectivo, fueron

\

. hechos los slgulentes nombramlentos- ba p . .
\ CLASE: “?- o JUNTA DIRECTIVA
Prlﬁhlpales T ] ;l‘ ; i
1. Minski 'Gontovnik Ruben E ‘ CC.x*k*xxxx7 463,982
. 2. Minski Gontovnik Meyer. . , CC.xxxxax%7 461,324
Qj”f 3. Mlnskl Gontovnlk Jose ) T . CC.****xx%8 671,834
Suplentes - .- L . . .
\1 Mlnsk1\21rberblum ElllOt : ‘;‘ CC.****x*xx72 219, 541
T . “ T

AR .
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PROCAPS S.A.
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\
cord

o

e -

" Que

Minski Sharon _'j

e
)

segunh Acta No

1]

‘ I 1
--C E R T P F I C A

PA.%990,212,082, 805
AT S
1 ' "_"l",;

PR U
SO

-1

el '-‘

, Cargo/Nombre
“Presidente.
U Mlnsk1 Gont
Suplente del Pre
Minski Mlns
Vlcepre51dente
o Minski. Gont
Suplente del VlC
: Mlnskl Gont

_a:
) L

-Que segun;. Acta
“lal Junta’’ Dlrec
‘cuya parte per
12 de Febrero-.
fueron hechos 1o
Cargo/Nombré&!"™
.Gerente General .
' Urlbe ©@choa

\\

b?\\

fueron hechos los 51gu1entes nombramlentos

.ﬁy\
ovnlk Ruben
51dente ey o

i . U (P Y X
kl Abraham«' T
f’/t ! \1\“‘.\ i

£1\
” . ~ad 1Y

SR
i -‘.L...
ovnlk Meyer :
epre51dente

- S
w({\\
ovnlk José
S~

L

\:ft}t

“

“\*l.. -
L ASNE
No . 11
tlva en Barranqullla-‘
tinente se
de 20021.:

de
. bajo el: No.

Gulllermo Luls S
N

'C ERT I F IC A .-

'g‘ Ident1f1c301on

.

12*************************"k*t*****************‘ .
RS .

- NIT: 890-106.527-5.- e el el SN -
2. Miriski Deitel Daniel -~ S . kA Ak kk kR R

116 deI: 27 de! Junlo de 1997 correspondlente- 4
“la Asamblea de Accionistas: ‘en Barranqullla dé-la sociedad: PROCAPS'
S.A.”quya parte pertlnente se inscribid en: ‘esta Camara de Comerc1o
el 15 de Adosto de 1997 bajo.el No. 70, 838 del lnbro respectlvo

ll “:H

Yec. *******7 463, 982

\J‘C/‘\*********802 575
‘J SQan-

del, 01 de Febrero de 2001 correspondlente a
la 8001edad PROCAPS S. A'n
‘inscribio en esta Camara de Comerc1o,

el

91,273 del llbro respectlvo,
s 51gu1entes nombramlentos Q.*

.I-
Ident1f1cac1on

..... CC ******70 073, 754

e

Sy -

Que '
ia JuntafﬂDlrectlva'
cuya parte pertlnente

s 0!

seglGn

de

Acta“ No.

de-.

ge 1nsc

2004

f
! H

de
ribid.:

'en esta Camara de Comerc1o

e ey
. A . -
1.'.~‘. PR

406" del 02 de Sep/bre de 2004 correspondlente a
.en Barranqullla

la sociedad: PROCAPS S. A

~.09 Sep/bre bajo el No.-113,263 del llbro reSpectlvé

fueron hechos los s1gu1entes nombramientos: . - X
Catrgo/Nombre:; . o o ' Ident1f1cac1on

Suplente del Gerente. R : S

RLATI

. "‘.
ot

C-

Tanaka Tatekawa Walter .:-'.

T VY |
'..'m‘ =‘_iu '\.'.‘ t!

CERT I F I'C A

lCC ******16 251 923

A

e

;':"\.
Que {segln
LT B

Acta No.

124.,del

29 de Marzo de 1999 correspondlente a

‘l"

i\
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PROCAPS S.A.=~sr=-=---------=-----s--- - --oo-o-osoooooo-o-oo--o----o-
NIT:. :'890.106:527-5. ‘

’;a Asamblea de Accionlstas'én Barranquilla, de la sociedad: PROCAPS
“S ‘A cuya 'parte \pertlnente ‘8e inscribid en esta Camara de Comercio,
‘el 04 de Agosto de 1999 "bajo el No. 82,226 del libro respectlvo,

fueron hechos los 81gulentes nombramlentos K .
Cargo/Nombrea, o N . Identlflcac1on
Revisor Fiscal- Ppal - - N : :
P Vargas Pertuz; Ana Isabel o L CC.*x**x*%%32, 696,645

., " '
N . . ::. -!a’ . .‘\: -
'

C E R T I FICA
- "ll

.-‘". -\‘- -

Que': \segun Acta No. 151 del 31 _de Marzo de 2009 correspondlente a

la ASamblea 'de Accionistas en Barranqullla, de la sociedad: PROCAPS
7S.A. cuya‘ parte pertinente.se inscribié en esta Camara de Comercio,
el 30 de "Julio - de’ 2009 ‘bajo el No. 151,129 del libro respectivo,
*Yfueron hechos los 31gu1entes nombramlentos

Cargo/Nombre'- R . ~Identificacién
Suplente del Rev1sor Flscal L . .
_ Duarte Diaz David . ‘ - CC.**x*x*xx%73 115,6 965
;/. " IR o L < . .
B CERTIFICA

- . . -
VR - - +

Que.-por Escritura-- Publlca//No.\ 2,784 ,del —07 de Dic/bre de 2007,

otorgada en 1a‘;Notar1a 2 a de‘Barranqu1lla cuya parte pertinente
se 1nscr1b16, en . 'esta Camara» 'de Comerc1o, el 20-de ch/bre de 2007
.bajo el No. 3} 492 del\ilbro respectlvo --;5151 ------------------------

LY. las 1nscr1p01ones 3. 492 1*\3\493 3 494, 3/495/ 5\496 3.497, ----
©3.498, 3.499} \3\500/ 3. 501 \3’502 3.503, 3\504,\31505 3.506, -----
3. 507 Consta . que RUBEN MINSKI GONTOVNIK SC. C$‘No “7. 463 982, ------
NATURMEGA S.A., que obrando ‘en “su condicion dé”Pre51dente y ———————
kRepresentante Legaql de la sociedad PROCAPS S.A., el presidente ----
‘debidamente: facultado por los Estatutos Soc1ales y por el Maximo
*Organo Social, otorga los siguientes poderes: Otorgar poder --------
general, ampllo y suficiente a los doctores  JOSEFINA DEL CARMEN ----
MIELES BUELVAS ' CC.No. 33.138.497; a MARCELA CARVAJALINO PAGANO ------
CC.No.22.579. 748 CRISTINA VIOLI FRANCESCHINI CC.No.22.463. 716, con
.-las facultades que.se transcriben a continuacion: a.- Para que -----
representen a la‘ sociedad PROCAPS S.A, ante todo tipo de -~-=~-------
-fautorldades administrativas 'y )urlsdlcc1onales en asuntos de ------
naturaleza civil, laboral, comercial, penal, aduanera, cambiaria,
trlbutarla p011c1va ;administrativa y fiscal. b.- Contestar y -----
presentar demandas, requerimientos recursos, pedir y aportar ------
pruebas ~recibir, 'notificarse, ejercer la accion.de tutela, --------
" tramitar - -incidente . de desacato, comparecer en los procesos que -----
‘.cursen dcontra la sociedad, allanarse en nombre de la sociedad en
los ~asuntos .que sean necesarlos, transigir, desistir, sustituir,
renun01ar Y reasumlr el poder. c.- La facultad expresa de ----------
concdiliar, por - tanto pueden llegar a acuerdos conciliatorios, ------

-~ transaccionales, .Judiciales. :0 extrajudiciales o extrajudiciales,
c.cualqulera que sea’ su cuantia, para lo cual las apoderadas deben
“aportar - la autorizacion &imple vy escrita del Representante legal

de .JTa soc1edad d.- Podran presentar solicitudes de devolucion y/o
compensac;on; de 1mpuestos, ventas vy rentas recibir los pagos por
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CERTIFICADO DE,. EXISTENCIA 'Y REPRESENTACION LEGAL O DE INSCRIPCION DE
DOCUMENTOS. "4 U AREE L o e,
PROCAPS S . A. _;b;-_______:;;______;_;_______;;;______-_;: _______ RS R

YRS

' Tas devoluciones v adelantar tode tramite o proceso administrativo

ante ,'la DIAN,, de tal forma que en ningun momento quede sin ---Fg----
representac1on 1ega1 de’ 1a soc1edad PODERE81ESPECIALBS a.- se’.----
confiere poderi- espeC1a1 ampllo Yy suficiente a las'perSOnas que se

-determinan;’ seguidamente, que,. conforman, el grupo A y B, 'para, para

que conjuntamente. suscriban:; contratos “de suministros de mércancias

"y servicios con ‘entidades *of1c1ales, "hasta Ia suma de- OCHOCIENTOS

MIL - .DOLARES DE LOS ESTADOS UNIDOS DE AMERICA. (US800.000.00), --=----
11qu1dados a la tasa. representatlva deb mercado v1gente en el dia
que se reallce la respeéectiva ‘transaccion’ Grupo A. WALTER -NANAKA

.TATEKAWA ;[ CC.No.16.251.923, CLAUDIA TANGARIFE CASTILLO -ﬁﬁi:------ij*
1CC No.41, 660 293, CARMEN ALICIA FLOREZ, CC.No.22[ 434 044, IVAN ------"
VILLAREAL + CAMACHO 'CC.No.91.201. 749, CARMEN ALICIA’ HERRERA ———————— EEN

DIAZGRANADOS CC.No.22.377..540,., DAVID ANTONIO.CHARRIS, GIRALDO -:=----
CC.N0.19.341.2745" t{RICARDO DORADOT ' HURTADG; icc Noz79.715.772,i \JAIME
FORERO LLINAS; chNo 19, 300‘593‘[b#“|3e§conﬁlere podér especial’”:----

.amplio y-"suf1c1ente ab Senoz-. QJLLIAM ALBERTO BARROS CERRA.;-----~--=--%.
. CC.No.8.715. 941" para} que en’ nombre\yzrepresentac1on de PROCAPS -—=-
‘S.A. suscrlban \\eclarac1one8/-camblarlaS"aduaneras 34 tributarias a

que este obllgada~ 1a/ soc1edad_ﬂeh eI“glro normal‘de sus nego¢ios y
operaciones socxales, of5etantthquedan\Jfacultados para flrmarlas

como’ tambien .los demas. documentos ‘relacionados con ellas, ---S<-----
‘notlflcarse aportar;y solicitar las pruebas que sean necesarjas. LI

: ;-Otorgar “poder espec1al ampllo Y suf1c1ente al Senor MARLON ——miaty
<TATIS PAREDES CC.Ng-.72.176.874 y al™ v-senor WILLIAM ALBERTO BARROS -

CERRA- CC.No.8.715.941, _para que en nombre y- representacion de -z----
PROCANPS S.A: "suscrlban las declarac1ones ' reportes ¥ cualquler
documento relac1onado con los tramites o registros de- Comercidi-----

Exterior .y o cualquier entidad del [Estado que haga sus.veces: d).

]Otorgar poder especial ampllo % suf1c1ente a la'doctora CARMEN -—-1q73
'ALICIA HERRERA DIAZGRANADOS‘* CC.No.22+377. 540 % -y al doctor WALTER

TANAKA TATEKAWA, CC.No:16.251.9237. para queien nombre Y —mem-rgee—m—
representac1on de PROCAPS S.A. ‘u“endosen tlos tltulos valores de ia
sociedad hasta- por la suma de UN'MIL MILLONES DE PESOS ------- He- - -
+(1.000.000:000.00) . M.L. CUARTO: EI representante-legal de;la -------
soc1edad PROCAPS S A. doctor' RUBEN MINSKI IGONTOVNIKN manlflesta

"que la ‘présente reforma fue: aprobada por la Asamblea General ------2

Extraordinaria-. de Accigonista de - PROCAPS . S.A. con-observancia de
las fdisposicibhés legales Y estatutarlas f:—;r--——--—-7 ------ Feleoo
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“die por Escritura’ “piblica No 1,933 del 16°%de Sep/b¥e de 20087

otorgada en la Notariai.2 a. de, Barranqullla cuya parte per;;nente
se '{nscrlblé en esta . »Camara delComerc1o,.el 06 de 0ctubre de 12008
'-‘T ,h'..

*kkkkrxkkxx C ONT I N U A *EEERRKRERR

Cresoonmen KiT.kmszasue  TIFBIIEC



CERTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL O DE INSCRIPCION RE,
— DOCUMENTOS .

PROCAPS S.A.-=m-===c---mimmmomom oo mom oo R e
NIT: -890.106: 527 5. - §
ﬁpajo el No »3,748 del libro respectlvo" —————————— T bt
gConsta que el sefior RUBEN MINSKI GONTOVNIK, C.C.. No. 7.463.982, que
comparece en _su condlclon de Presidente y Representante Legal de la
Sociedad PROCAPS S.A.,;"confiere por medio de este instrumento,------
publlco Poder i especial,. Amplio y..Suficiente a la doctora MILENA -----
ESCAFFI PARDO’ C.C. No. 32.758.420, para que en nombre y -----------
’representac1on de /. PROCAPS .S:A. suscrlba declaraciones -cambiarias,
\aduaneras -y tributdrias a: ‘que este -obligada la sociedad en el giro
normal de sus negocios y operac1ones sociales, por tanto queda -----
facultada para . firmar,-como tambien los demas documentos -----------
relac1onados{~con ellas, notlflcarse aportar Y sollc1tar lag’' -------
pruebas que ‘Sean necesarlas ----------------------------------------
/7’[-‘ l’r z'" %
LR S CERTIFICA
Que: ;. en esta,Camara de .Comercio no aparecen‘inscripciones posteriores
de :;ndocumentos referentes a reforma, disolucién, 1liquidacién o
nombramlentos “de representantes legales de la expresada sociedad.
e N . '/ - - B
;',! [" [

N . CERTIFICA

st s \ . e

Que.su altima ; 3?90vac1on fue el 27 de Marzo de 2009 . -
c ‘//;f\\ -
S ) :
La 1nformac1on¢¢g6bré\ embargos: 'de estableCLmlento se suministra en
/Certlflcados fde//Matricula,/fla deﬁ\contratos su;egss a registro, en

|,$ - \\r:
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Que “los actos’ de reglstro aqul certlflcados quedan en firme cinco

,dlas hadbiles despues de 1la correspondiente inscripcidn, siempre
J.gque, dentro de dicho término, no sean objeto de los recursos de
*rep051c1on ante “esta entidad, y/o de apelacidén para ante la
Super}ntendengia de Industria y Comercio. ' -
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Fig. 7
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1

MIXTURE OF HIGHER PRIMARY .
ALIPBATIC ALCOHOLS, ITS OBTENTION
FROM SUGAR CANE WAX AND ITS
PRHARMACEUTICAL USES

This application is a 35 1.S.C. 371 Nationat Stage filing
of PCIVEP93/00007 published as WO 94/07830 on Apr. 14
1994,

This invention is related to a mixture of higher primary
aliphatic alcohols, containing atcohols of 2 range from 24 10
34 carbon atoms and more especially, those with straight
chain of 24, 26, 27, 28, 29, 30, 32 and 34 carbon atoms.

This mixture shows a rclative composition of each
alcohol, that is highly rcproducible batch to batch.

According with the present invention this mixture of
higher printary aliphatic alcohols from 24 to 34 carbon
atoms (thercafter called M.H.P.A.A)), in a relativc narrow
quantitative comelation. shows new propertics such as
antiplatelet, antithrombotic and/or anti-isquemic ageats, as
well as for the aptagonism of drug-induced ulcers and that
is why this specific mixture can be used as active ingredient
of pharmaccutical formulations prepared for these purposes.

An object of the inventlon is to place at the public’s
disposal M.H.P.A.A. of 24 to 34 carbon atoms for pharma-
ceutical formulations.

One of the aobjects of this invention is to obtain, isolate
and purify this. particular, mixture of higher primary ali-
phatic alcohols (M.H.P.A.A.) of 24 to 34 carbon atoms from
the sugar cane wax, both from raw and refined wax.

Lipid-lowering effccts of sugar cane wax have been
demonstrated in rats (Pukuda, Effects of sugar cane wax on
scrumn liver lipids on rats; Chemical Abstracts, 106, 17,
137413p) and mice (Sho H. et al (1984; Effects of Okinawan
sugar canc wax and fatty alcobols on serum and liver lipids
in the rats; J. Nutri. Vitaminol 30 (6) 553-559).

Firstly, effects of sugar cane wax on serum and liver
lipids were investigated in male Wistar rats fed high levels
of plants and animal fats. The authors found that addition of
0.5% of sugar canc wax to dietary fat reduces significanily
scrum triglycerides in rats fed plant or animal fats, but only
in the last ones cholesterol levels decacased significantly,
without affecting the content of liver lipids. Hence, authors
concluded that sugar cane wax shows hypolipidemic effects.

On the other haod, Sho H. et al (1984) studicd the effects
of Okinawan sugar cane wax ob serum and lives kipids in rats
fed a dict containing 0.5% of this wax and they found a
significant reduction of both serum and liver cholesterol
content. Nevertheless, no significant variation in cholesteral
levels were found when used fatty alcohols from the same
wax in the diet of animals. Thus, they discarded that
lipid-lowering properties of the wax were aftributable to
these alcohols.

Howcver, some years later, Shimura §., Hagesawa T..
Takano S. and Susuki T. (1987: Studies on the cffect of
octacosanol on the motor endurance in mice; Nutrition
Reports 1nt. 36. 1029-1038) studied the effccts of octa-
cosanol in mice subjected to physical activity and fecd
octacosanocl-enriched diet. They found that octacosanol iso-
lated from sugar canc wax sigiificantly reduced the content
of both triglycerides and cholesterol in the liver, while only
serum levels of triglycerides were reduced in a significant
manner. They concluded that octacosanol isolated from
sugar cane wax showed lipid-lowering properties, which
disagrees with the previous results of Sho H. et al (1984)
aforementioned

Likewisc. antilipaemic effects have been also further
attibuted to hexacosanol, another higher primary aliphatic

10

2

alcohol, although very high doses were reported as needed
to obtain such results (10-30 mg/kg/day) (Hagiwara Y.
1987: Antilipaemic agents containing hcxacosanol used to
treat hypertension, artériosclerosis. diabetes mellitus, heart
discase and obesity: JP A G2 (089323).

‘I'here are diffcrent commercial lipid-lowering drugs con-
sidercd as effective, safe and well tolerated, but most of them
produce different adverse side effects. Since lipid-lowesing
therapy must be administered chronically, this aspect is very
important.

For example, gemfibrezil reduces serum trighycerides,
raises HDL-C levels and produces a mild decrease of serum
chaolesterol, but several drug-related adverse cffects have
been reperted. Thus, gastrointestinal cffects such as epigas-
tric pain, diamhoea. nausca, vomiting and flatdcnce have
been rcfomed. Moreover, headache, dizziness. blurred
vision. impotence. decreased libido and liver function abnor-
malitics such as increased transatainascs. LDH. creatinphos-
phokinase aed alkaline phosphatase have occurred in
gemfibrozil-reated patients. Likewise, it should not be
administercd to patients with renal failures.

Prabucel is other lipid-lowering drug with antioxidant
propertics that causes mild decreases of serum cholestercl
and LDL-C. Nevertheless, a disadvantage of its lipid-
lowering action is that it reduces the HDL-C fraction.
Moreover, several adverse effects as gastrointestinal distur-
bances in approximately 10% of the population, as well has

. a considerable variation in the electrocardiogram have been

33
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reported.

Other lipid-lowering drugs uscd frequently arc Cholesti-
ramine and Cholestipol. These are effective first-line
cholesterol-lowering drugs that stongly decrease scrum
cholesterol and LDL-C, but tend to increase triglyceride
levels. These drugs induccd several gastrointestinal
symptoms, maiply constipation. Compliance with the treat-
ment is generally low, because the adverse symptoms and
since they are not easy-to-take agents, requiring doses up 10
12 to 20 g/day to achicve the desired effects. Morcover,
adverse chernical interactions with other drugs such as
digitoxin have been described.

Lovastatin is the first of the “statins”, drugs acting as
inhibitors of HMGCoA-reductasc and thus efficicnty reduc-
ing scrum cholesterol and LDL-C levels, it also moderatcly
increases HDL-C apd decreascs triglycerides. Scveral
adverse effects have been reported for this drug, Thus. the
main adverse ecffects are miopathy, mild 10 modernte
increases of creatinphosphokinase and persistent increascs
[n serum transaminascs, that frequenty becames reversible
after withdrawal of the treatment. Miopathy has oceurred
mainly in patients receiving concomitant therapy with inmu-
nosuppresive drugs as gemfibrozil or niacin. Marcover,
gdverse effects such as skip rash, pruritus, headache and
severe muscular lesions in sensitive paticnts resulting in
myolisis have also beecn reported by lovastatin-treated
patients. Moreover. drug-related ocaureoce of testicular
atrophy and hepatic (mors in laboratory atimals has been
also reported,

Similar, simvastatin and pravastatin arc other “statins”.
acting by the same mechanism of lovastatin and showing
approximately the same cholesterol-lowering effects.
Adverse cffects reported by these patients are similar to
those reported far tovastatin-treated paticnts, but claimed as
slightly lower. Simvastatin and pravastatin-trieated patients
showed increases of wransaminascs and creatin phospholi-
nase and patients reposted constipation. flatlepce, nausca.
headache, fatigue, subcutancous rash and myopathics.

Table 1 shows the qualitative and quantitative composi-
tion of the mixture of M.HLP.ALA. obtained from sugar caue
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wax according to the invention.

TABLE 1

General quatitative axt quantitative composiion
of the MHP.A A used in the fonnulatiops,

Cowponents Propertion @ the mix e
1 - tetracosanol 0.5-50%

! « haxacosanol 50-150%

1 - heptocosanol 0.5-5050

1 - octzcosanoel 50.0-80.0%

1 - nomcosano] 0.5-3.0%

1 - trigcontanol 6.0-200%

1 - dotacoutznol 1.0-100%

1 - tewratrincontansl 00-25%

The specific alcohol mixture proposed in the present inven-
ten shows the qualitative and quantitative composition
between its componcnts described in Table 2.

TABLE 2

Especial qualitutive and quantitative coanposltjon
of MH.PA.A. sroposed in the present juvention

Componznts Propartion in the mixtare

1 - tetracosanol 0.5-1.0%

i - bexapazanal 6.0-805%

1 - heptacosamwl 2.53.5%

1 - nctacosanot BH-700%

1 - ponacosar! 0.5-1.0%

| - iacontsmol H.0-130%

1 - dotrinoantancl 43606
0.5-20%

1 - tetmtrizcontanol

This composition shows. surprisingly, new effects such as
antiplatelet. anti-thrombotic and/or anti-isquemic agents, as
well as for the antagonism of drug-induccd ulcers. This
particular mixture shows also the same properties reported
for the mixture described in the European Patent Application
0 488 928.

Stll another object of the invention is to demonstrate the
protective effect of M.H.P.ALA. on ischcmia,

Still apother object of the invention is to demonstrate that
M.H.P.A.A. shows pharmacological intcraction with ASA.
the drug most commonly used for cercbral ischeruic therapy.
Thus, results showed a sypergism between antiplatelct,
anti-thrombotic and anti-ischemic properties of M.H.P.A.A.
and ASA.

Still another object of the present invention is demonstrate
that M.HP.A A. rcduced significamtly the gastric ulcera
induced by aspirin, ethanol. indomethacine, compound
C4880 (Sigma) and other medications producing gastrie
ulcer in human beings under wreatment.

It has been described that gastric uloer induced by alcohol
is mainly related with ap increase of TxA2 as physiological
agent. while ulcer induced by C4880 mainly involves sero-
tonergic mechanisms. although a role of TxAZ in its ethio-
genesis can not be ruled out. On the other hand, gastric ulcer
induccd by ASA is related with the inhibition of prostag-
Jandins (E scries) synthesis produced by ASA. since they
have a cytoprotective effect jon the gastric mucosa. It has
been demonstrated that the TrA2 to pgl2 ratio in gastric
mucosa plays ap important role as an cudogenous mecha-
nism of its integrity,

On the other hand. it has been described that treatment
with some lipid-lowering drugs reduces the tendency lo
platcler hyperaggregation frequentdy seen in the hyperlipi-
demic paticsfs and experimental data have shown anti-
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ageregatory cffects mediated by these compounds.
Nevertheless, only some cholesterol-lowering diugs show
this property. As has becn referred, atherosclerosis is a
variable combination of changes of the intima of the arteries
consisting of the focal accwmnulation of lipids, complex
carbohydrates, blood and blood products, fibrous tissue and
calcium deposits. frequently also associated with medial
changes. Thus, this definition indicates atherosclerosis as a
multifactorial process, not only including hyperlipidactnia
as risk factar,

Thus, between factors contributing to atherosclerosis
development platelet aggregation has a very important
placc, Platelet relcasing granulc <coatents actividing araciii-
donic acid, which metabolizes into cycelic endoperoxides.
These arc mainly transformed into cyclic endoperoxides and
finally rendering thromhoxanc A2 (TxA2). a strong vascular
vasoconstrictor sod platclet aggregatory agent. Platelet
agpregation can be elicited by different compounds, such as
collagen. ADP and epinephrine, between others. Thus, il
ferent experimental “in vivo™, "ex vivo™ or “in vitto™ models
testing effectivencss of putative antiplatclet drugs com-
moaly cxplored their cffect on platclet aggregation induced
by these agents.

These tests are also used for testing platelet aggregation in
healthy volunteers and in paticnts with diseases frequently
inducing hyperaggregability. such as hypercholesterolemia
and diabetes, between others. Between these tests, collagen-
induced platclet aggregation is one of the most frequeatly
used. Thus. as example, colfagen injected endovenously
leads to revessible intravascular platelet aggregation “in
vivo” and aggregatcs of platclets enter to the vascular
microcirculation. subsequcotly decreasing the couat of cir-
culating platelet and simultaneously increasing the plasma
MDA concentration. Morcover. in some species this injec-
tion of collagen induces mortality produced by thrombosis.
In thesc models, antiplatelet drugs generally prevents the
decrcase of platelet content and increase of MDA
concentration, as well as the collagen induced mortality.

Some drugs showing platelet anti-aggregatory cffccts are
uscful for trcatment of thrombotic diseases. myocardial
infarction and stroke, but not all of them show these advan-
tages. On the other hand, there arc antithrombotic drnegs that
mainly acting by lytic processes afTecting blood coagulation,
but not on the platelet aggregation such as estreptokinase
and urokinase.

Since ischemic cardiovascular discases, stroke and vas-
cular peripheric obstructive pathologics arc the main
sequelac of atherosclerosis, effects of several drugs on these
complications ar¢ commonly lested. Thus. theoretically a
drug showing cholesterol-lowering properties that also can
prevent these complications by acting on other cvents
involved in these processes must be advantageous for treat-
ing these patlents. Likewisz, reduction of TxA2 levels have
been associated not only with aptiplatelet and antithrombotic
effects, but also with antiischemic cffects. The pharmaco-
logical screening of antiischemic drugs commonly includes
the evaluation of thelr effccis on brain-induced global
ischemia. Thus, it has been described the protective effct of
different drugs on rat cerebral ischemia for certain non-
steroidal ant-inflamatory drugs (NSAID) which inhibits
rcactions catalyzed by ciclooxygenasc. as well as specific
inhibiters of thromboxaue synthetase and prostacyclin coo-
logues (PRI2) (Borzeix MG and Cahn I; 1988; Effects of
new chemically metabolically stable prostacyclin analogues
on early conscquences of a transicot cerebral oligemia in
rats; Prostaglandins 35. 5. 653-664).

Othcr cxperimental models. such as global ischemia
induced cxperimentally in Mongolian gerbils are also used
frequently.
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Acetylsalicylic acid (ASA) is a compound exhibiting
antiplatelet. antithrombotic and anti-ischemic propertics in
experimental rodels and human beings. It is the drug most
widely used for treatment of acute myocardial infarction and
stroke, as well as for prevent thromboembolic disorders.
ASA effects are supported by its well kmown inhibition of
cyclooxygenase, 8 key enzyme on the arachidonic acid
metabolism. Thus, ASA induces a significant and remark-
able reduction of scrum levels of thromboxane A2 (TxA2) a
recognized patophysiological ageat for the vascular endot-
helium and it caplains the aforementionend effects of ASA.

Nevertheless, sincc the ASA inhibition is exerted
cycluoxygenase level, not only TxA2 levels arc reduced., but
also levels of prostacyclin (Pgl2) a compound with phar-
macological properties opposite of that showed by TxB2. On
the other hand, taking into account that ASA inhibits the
synthesis of prostaglandins (series E), it induces gastric
damages bceause it prevents the cytoprotective effects of
prostaglandins. ‘This is the basis of the main adverse side
cffcct reported for ASA, that is, gastritis, gastric ulcera and
related disturbances.

A preferent composition of the specific higher primary
aliphatic alcohols reffered in the present invention is the one
dzscribed in Table 3.

TABLE 3

More especial qualitative and quantitative
cormrosition of MMHBA.A. used in the formalutipns

Componcots Proportion in the mixtare
1 - tetracosanc! 0.8 +-0.1%
1 - hexacosanol 6.7 ¥ 0.3%
1 - heptuceeanol 3.0+ 0.3%
1 - octacosans| 65,6 H= 3.4
1 « nomacesanol 0.7 +- 0.1%
1 - triacoptarol 12.5 +- 0.6%
I - dotriscontans| 5.0 +/- D 4%
I - tetratriscontanct 08 +/-0.1%

The pharmaceutical formations with this specific mixture
of higher primary aliphatic alcohols, may be administered to
buman apd animals beings. The daily dosage of M.H.PAA.
obtained from sugar canc wax to be used for treatment of
different discases is established between 1 to 100 mg per
day. preferably about 3-20 mg M.HPAA. may eg. be
administercd orally or parcoterally. A preferred route of
administration is oral film-coated tablets as well as granules
ar capsules,

Pharmaccutical formulations contains as an active ingre-
dicat from 0.5 to 15.0% wt of M.H.P.A.A. This dosage is
ohtained by mixing MH.PAA. with differcnt excipients
such as apglutinants. disintegralors, lubricants, sliders of just
fillers, In these excipicnts are included lactose, corn starch,
saccharose. magnesium stearate, microcrystalline celiulose,
sodium croscarmellose gelatin, cellulose acetophtalate, tita-
nium dioxide, special tale far tablets and polyethylenglycol.

An object of the present invention is the mixture of acetyl
salicytic acid with the MHP.A.A., as a pharmacological
agent with antiplatelet, anli-thrombotic and asti-isquemic
properties when the ratio between them is from 20:1 o 1:20,
cspecially those in ratio 10:1 to 1:10.

Sugar cane wax and its natural source. mud, have always
been a matter of interest, not only because of their industrial
application. bt also because of their chemical composition.
‘The amount of wax in sugar cane ranges berween 0.15% to
0.3%, depending on its varicty. During the agroindustrial
process, only 40% of the wax content is diluted in the juice,
the remaining muaterial is lost in the bagasse.
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From this 40%, the 95% of it. is absorbed by the mud,
from which raw wax is obtained. This wax is made up of
esters, aldehydes, ketones hydrocarbons, fatty acids and free
aleohols, the amount of each depending op the variety and
origin of the sugar cane plant and the fechnology used to
obtain the wax.

The straight ¢chain aliphatic alcohols obtained from sugar
cane byproducts have been studied by several authors to
learn gbout their composition and main featurcs. The abécn-
tion of differemt groups of compounds from af} kinds of
waxes has been reported (J. A. Lamberton ct al, 1959;
Australian Journal of Chemistry }3. 261-268 and Horo A.
apd Martic JS; 1957; Journal of Science Food and Agricul-
ture 10, 571) suggest a method for obtaining fatty alcohols
from sugar cane cuticular wax bascd on the homogencous
saponificalion with alcoholic potassinm hydroxide. follow-
ing by the estcrification of the unsaponifiable material and
fusther molccular distillation.

¥ is also reported another method to isolate the alcohol
mixture through a high efficiency high vacuum column. The
high vacuum wax distilation for the chemical isolation of
carbonylic compounds and the extraction of thc remaining
wax, using pctrol ether. The solvent evaporates and the
remaining content is acctylated for its further isolation
through alumina chromatography. Finally, through alkaline
hydrolysis alcohols are obtained aod then rearystallized in
ethapol, showing a fusion point ranging from 80° to §2° C,

A proccdure for obtaining the mixture of higher aliphatic
primary alcohols from animal and vegetable wax. is based
on the saponification of the fatty esters followed by the
extraction of alcohol mixtures through a fluid in sub and
supercritical state of between 25°-100° C. using adequate
sokvents, showing that depending on the solubility and at
low temperature and pressure chapges, selective extraction
can be carried out. According to this procedure applied to the
sugar cane wax, it is possible to obtain 5% of ((p=C,,
alcohol mixtures.

Other project (Inada S, Furukawa K., Masui ', Honda K,
Ogasawara J. and Tsubikamoto G.; 1986: Process for recov-
cring primary pormal aliphatic higher alcohols JP
00-119514) proposed a very similar extraction method
applied to waxes, that is based on fuids in sub and super-
critical states of CO, with cthylene. The scparation of
organic compounds from their mixtures by means of fluids
in sub and supercritical states is also desaibed. From the
analytical point of view, all these are valuable methods, but
high scale implementation is hindered by the use of column
chromatography and molecular distillation, which are all not
economic procedures.

The procedure of the currcnt invention is based on a
homogepecous phase saponification process of the sugar canc
wax previously melted with concentrated solutions of alka-
line apd alkaline terrum hydroxides, especially with that of
low molecnlar weight and more especially with that of
socdium, potassium and calcium.

The concentration of the hydroxide solutions must be
such that the ratio in weight of the corresponding hydroxide
with that of the wax 10 be processed must be over 5% on,
cspecinlly from § to 25% and more especially, from 15 to
25%. The saponification process remains for a period of 30
minuics on and mare especially from 2 to 5 hours. The solid
obtained in this step is taken to a solid-liquid extractor,
where MLH.PA.A. is selectively cxtracted with adequate
organic solveats. choosen among ketones from 3 to 8 carbon
atoms, alcohols from 1 to 5 carbon atoms. hydrocarbons
from 6 10 9 carbon atoms. haloforms as well as aromatic
compounds such as benzenc and it derivatives including
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mixtures of them. Some of the solvents used in the present
invention arc the following: acctone. methyl ethyl ketone.
pentanonc, hexanone, heptanone, 2-methyipentanone.
cthanol. methanol, 2-propanol, butanol, terbutanol, pentane,
hcxane, heptanc, oclare. chloroform. 1.2 dichloroethane,
dichloromethane, trichlorocthane. 1.2.3-trichloropropane.
benzene. tolucee, phenol, p-methyl toluene and others.

The extraction is carried out in periods ranging between
510 10 h. Afterwards the product is successively crystallized
using thc above mentioned solvents or their mixtures, The
yield attained ranges about 30%, while the purity of
M.H.P.AA. attained ranges from 80 1o 98% and more
especially from 90 to 98%. M.H.P.ALA. thus obtained is
formed by alcohols ranging from 22 to 38 carbon atoms.
This is an offl-white color mixture with a fusion point
berween 76.5 and 84.5° C. For the analysis of M.HP.A.A.
through gas chromatography in fused silica capillary
cojumn. these are derivatized by means of N methyl-N-
TMS-triflucroacetamide (MSTFA).

"The proposed procedure for obtaining M.HPA.A. from
sugar cane wax has somc advanlages with regards to other
previcusly reported. Oae of these advantages is related with
the short obtention time. Other advantage of this invention
is rclated with the practical yields (near 30% in weight) that
can be obtained of alcohols from the sugar canc wax
compared with the results previously described of Sho et al,
which reports yields lower than 5%. Qther advantage of the
proposed procedure is related with the purity degree of
MHPAA. that can be obtained (ncar 98% which are
significanuy higher froms that rcported in the previously
reported works. Thus, the method that has been proposed in
the prescot invention is simplc and appropiate for large scale
production comparcd wilh that reported by Inada ct al (JP
60-119514) and also by Hagiwara Y. (JP 62-87537).

Finally. in a wholc picture of M.H.P.A.A. profile. its very
good safely and tolerability represeat an important advan-
tage compared with the drugs of the state of art, Thus, rcsults
obtained in acute, subchronic and chronic studies conducted
in rodents. rabbits. Beagle dogs and monkcys showed no
drug-related toxicity. Morcover, it does not show any
mutagenic effect or has teratogenic effects in rabbits or rats.
M.H.PA.A. admipstratdon over two generations did pot
affect fetal development nor reproductive performance in
rats. Finally, a 24 months carcinogenecity smdy conductcd
in rats also showed the lack of toxicity and carcinogenic
effects of M.H.PA.A.

Short and long-tcmm clinical trials also suppont the cxcel-
lem safety and tolerability of the treatment

The objects and purpuses of the present invention shall be
described in detail in the following examples. The cxamples
shall not be limiting the scope of the said invention.

EXAMPLE 1

1000 g of rcfincd wax from sugar cane are taken to be
mehted at 100°-110° C.. adding 200 g of potassium hydsox-
ide dissolved in 150 mL of water. This process is maintrined
for 5 b with stirring. M.H.P.A.A, {s ¢xtracted from the solid
obtained ip the process for 12 h in a solid-liquid extraction
system using heptane as solvent, The extract ohtained is
coaled at room temperature, whereby MUILPAA. is crys-
1allized and recrystallized in methy! ethyl ketone. As much
as 285 g of this alcohol mixture were obtained with apurity
amounting to 94.70%. The melting point of the mixture
ranges from 80.5° t0 82.5° C. Table 4 shows the qualitative
and quantitative composition of M.H.P.A.A. obtained using
this procedure.
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TABLE 4

Qualirative anxd quuotitative composiion of
MHLIPAA. abtained

Pereemage of
Componcol exch alecho)
1 - tetracosanol 081
1 - hexzotsanol 700
1 - haptacosano] 281
§ - octacosanol [ Fs)
1 » nonacasanol 067
1 - triacentenol 1243
1 - dotriacontann] 505
1 - ecwratriacomuno R4

EXAMPLE 2

Two (2) kg of raw wax from sugar cane are taken to be
melted at 85°~100° C.. to which 300 g of sodium hydroxide
dissolved in 200 ml of water are addcd. the saponification
process rcroaing for a period of 4 h with stirring. The
extraction of M.H.P.ALA. is implemented using chlorofarm
as solvent for a period of 10 hours in a conventional
solid-liquid extraction system. whereby the extract obtained
is cooled at room temperatre. the solid obtained is recrys-
tallized in methanol and finally in a chlorofornvmethy! cthyl
ketone mixture, M.ILPAA. (405 g) was obtained with a
purity amounting to 92.52%. M.H.P.A.A. melting point
ranges from 79.0°-80.5° C. I=ble 5 shows the qualitative
and quanttative composition of M.H.P.A A. obtained using
this procedure.

TABLE 5

Qualimtive and quantitative composition of
MHPA.A, nhhained

Percentage of
Component each akobol
1 - tetracosanet - 0.87
1 - hexocosane) f.84
1 - beptacosanod 308
1 - ocracosano! 6292
1 - pomacosus [1E}]
1 - miacomznol 12.66
1 - dotsacontacal <.65
1 - tetratriacogtanol 0.70
EXAMPLE 3

Twelve kg of calcium hydroxide dissolved in 7 L of water
are added to 50 kg of refined sugar canc wax—jpreviously
melted at 100°-120° C. The saponification process is con-
tinued for 7.5 howrs with stirring. M.H.P.ALA. is extracted
using ethanol as solvemt for 12 hours in a solid-liquid
cxtracton system. The oblained extract is left to coaol at
room temperaturc, later this solid is recrystallized in chlo-
roform M.H.EA.A. (13.7 kg) obtuined with a purity of
93.77%. The mclting point of the mixture ranges from
80.0°=82.0° C. Tublc 6 shows the qualitative and quantita-
tive composition of M.H.P.A.A. oblained using this proce-
dure.

TABLE 6

Qualitative and quantitative campositien of
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MHPA A, chtained
TABLE 8-continued
Percemtuge of
Componen each akcobol Qualitative und quantilstive composition of
— MHPAA ghisined @000
1 - wmcosmol o7 s
1 - hexaconano) 6.88 Percentage of
1 - heptacosanol 3.06 Component each akeohol
1 - octacosunol 64.70
1 - popaccsupol 0.62 1 « hexacosanol 6.36
1 - trincomtanol 1201 1 - heplucosanol AL
1 « dotriacontznnl 509 10 1 - octacosanol 63.10
1 - tetrutriacontano} 0.90 1 - ponacosanol 072
i - tiacontunol 12.18
1 - dotriacontanol 531
1 - trattiacountanc] 074
EXAMPLE 4
8.6 kg of calcium hydroside dissolved in 4.5 | of watcr
are added to 50 kg of raw sugar cane wax, previously melted BEXAMPLE 6
at 100°-120° C. The saponification process is done with .
continuous stirring for 3 h. M.HPAA. is extracted with One kg of raw sugar cane wax melted previously at 100°
dichloromethane as solvent for 12 h in a solid-liquid exrac- ,, C., #dding 250 g of calcium hydroxide. The saponification
tor. The product obtaincd is left to cool at room temperature ~ process is done with continuous stirring for 2 h. MULEAA.
and the solid obtained is recrystallized in & mixture of 1S cxtracted using 2-propanol as solvent for 12 h in a
hexanc and acetone 1:1. The alcohots mixture (6.8 kg) was ~ solid-liquid extraction system. The product obtained is
obtained with a purity of 92.91%. The melting point of  cooled at room temperature. whereby is re-crystallized using
M.HPA.A. is 78.5°-80.5° C. Table 7 shows the qualitative , heptane. M.H.PA.A. (165 g) was obtained with a purity of
and quantitative composition of M.H.P.A.A. obtained by this ~ 93.63%. The mclting point of this M.H.I'A.A. ranges trom
procedure. 80.0°-81.5° C, Tablc 9 shows the qualitative and quantita-
tive composition of M.ILP.A.A. obtained using this proce-
TABLE 7 durc.
Qualitative and quantitative compoasitian of 30 TABLE Y
MHPAA obinined.
Qualitative and quantitative conrposition of
Percentage of MHPAA, ghtaitad
Component each akebol
Percenmage of
\ - besaconl 700 ® il i
1 - beptacosanol 3.14 1 - tetmensanol 0.84
1 - octacosano] 63.60 1 - hexacosano] 6.52
1- n?m:umml 0.62 1 - bepiaenganol 3.8
1 - trincomtano) 1203 1 - octocosanol 64,13
1- dnmnmml 499 40 1 - nonacosanol 0.69
1 - tetretriacontanc! Q.78 1 - thisconturol 1254
1 - dotrincontano? 493
1 - tetratriacontanod Q.80
EXAMPLE 5
‘I'wenty (20) kg of refined sugar cane wax previously 45 EXAMPLE 7
melted at a temperature of 100°-110° C., are taken, adding
3.7 kg of potassium hydroxide diluted in 3.0 L of watar. The Two (2) kg of refined sugar cane wax mclted greviously
saponification process lasted § hours performed with con- at 110° C., adding 400 g of sodium bhydroxide dituted in 200
tinuous stirring, The extraction of M.H.P.A A. is performed g0 ML of water. This process is mantained far 3 hours with

with a Soxhlet extractor using methyl ethyl ketone as solvent
for 14 hours. The extracted material is cooled at room
temperature, Further on. it is recrystallized into a mixtare of
hexanexchlaroform 1:1. M.H.P.A.A. (3.8 kg) was obtained
with o purity accounting for a 92.56%. The melting point of
M.HPAA. ranges between 78.5° and 8(0.5° C. Table 8
shows the qualitative and quantitative composition of
M.M.P.A.A. obtained using this procedure.
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continuous stiring. The extraction of M.H.P.A.A. is per-
formed using toluene as sclvent in a solid extractor for 6
hours. whereby it was secondly reaystallized using metha-
nol as solvent. M.HPA.A. (389 g) was obtained with a
purity accounting 95.10%. I'hc melting point of the mixture
ranges between 81.0° and 83.0° C. Table 10 shows the
qualitative and quantitative composition of M.L.PA.A.
obtained using this procedure.

TABLE 8 0 TABLE 10
Qualitative and quantitative composition of Qualitative uwl quantitative campesition of
M.HPA.A., obtained M.HPA.A obtuited
Perceptuge of Percentnge of
Component each aloohol & Compooent each aleodnd
1 ~ tetracosuno) 0.85 1 - tetrucosanol 0.80



5,663,156
11 12
TABLR 10-continued TABLE 12-continued
Qualitzatve and quantitative composition of Phampacsutica} formmmlatons using MHPAA as
MHPA.A. oblained 5 active orinciple
Percenrage of Formulation 1 Fernmlaton2
Coponent each alcobal Component (%)
1 - hexacosamo} 7,00 . Geliin 25 20
1 - heptecosanol 282 Sodium crosegrme! loss 0 L)
1 - octocosauol 64.54 10 Saccharose 50 40
1 - nomaTLsANo} 072 Tale 20 20
1 « rizcontano] 13.02 Magnesiumn stearate LS e
1 - dotriacontamo! 5.31 Celiulose acciophralate 05 L0
| - woemiacontanol Q.59 Microcrystalline celhdose 735 70

EXAMPLE 8

Five (5) kg of refined sugar canc wax werc treated with 1
kg of potassivm hydroxide diluted in 500 mL of water afyter
raelting it at 120° C. This process is mantained for 4 hours
with coatinuous stiring. M.HP.A.A. is cxtracted using
cthanol as solvemt. in a solid-liquid extraction system during
5 h. After that. the extract is cooled &t room tcmperaturc,
Whereby. M.HP.A.A. is crystallized using toluene as sol-
vent MHPA.A. (1490 g) was obtained with a purity
accounting for a 92.20%. The mciting point of M.H.P.A.A,
rapges botwesn 79.5° and 81.0° C. Table §1 shows the
qualitative and quantitative composition of M.HPA.A.
ohtaincd using this procedure,

TABLE 11

Qualitative sed quantiutive compositivn of
M.ILPA.A. obmined

Percentage of
Camponent exch alcohol
1 - tetracosanol 0.76
| - hexacoseno! 6,58
1 - bepeacosano) 284
1 - CfaArosang] 62.43
1 - vonacasano! 071
) - triaconmnol 13.60
1 - dotriacomtunal 505
| - weratiaconanst 0.7%
EXAMPLE 9

The compositioas of two differcnt developed pharmaceu-
tical formulations, using this M.H.P.A.A. as active principle
arc shown in Table 12. These formulations were developed
taking into account the physical, chemical and physico-
chemical characteristies of the active principle. The formu-
lations werc manufactured by a wet granulation process
mixing the active principle and the pharmaccutical excipi-
epts with controlled portions, drying. degranalating, lubri-
cating and stamping them.

TABLE 12
Pharmaceutical formulations using MH.PA A as
Active principls
Fonnulztoon } Formuletion2

Compenent (%)
MHPAA 30 13.0
Luctase 560 54.0
Corn Starcl: 150 100
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EXAMPLE 10

Male New Zealand rabbits (2-3 kg) were adapted to
laboratory conditions for 15 days and randomly distribuled
in 4 experimental groups: a cantrol (only recciving vehicle)
acd 3 M.H.PA.A. treated grouvps at 3. 50 and 200 mg'kg
receiving MUHLP.ALA. suspended in an Acacia gum/water
vehicle by gastric gavage (I miJkg) for 4 weeks. Lipid
profile was determincd at bascline (the day before starting
the treatment and 4 weeks after). M.H.EA . A. administercd
orally at 5. 50 and 200 mg/kg during 30 days significaplly
rcduced (Wilcoxon p<0.03) in a dosc-dcpendent mabncr
total cholesterol and LDL-serum levels. Morcover, the per-
cenl changes in control and treated groups were statistically
different (Mann Whitney U. p<0.05). scc FIGS. 1-4.

FIG. 1 shows the chect of M.H.P.AA. on serum choles-
terol levels, FIG. 2 on sarum LDL-C levels, FIG. 3 or scrum
cholesterol changes and FIG. 4 op serum LDL-C changes
(%) in aormocholesteroleric rabbits.

In this cxperimcotal series, the highest dose of
M.H.PA A. administersd (200 mg/kg) reduced scrum cho-
lesterol and LDL-C by 51 and 78%%. respectively. F1G. 3
shows the effect of M.H.P.A.A. ip parmocholesterolemic
rabbits. No significant changes in NDL-C levels were pro-
duced in all four groups.

FIG. 6 illusrates the effect of M.H.PA.A. on scrum
triglycerides and FIG. 7 on setum tryglicerides changes in
normocholesterolemic rabbits. Comparison of triglycerides
pereent changes between treated and conwrol groups were
also significant (Mann Whitney U, p<0.05). bt no dose-
eftect relationship was ohserved.

EXAMPLE 1}

Male New Zealand rabbits were distributed randomly in
4 groups: a control grovpy (only receiving vehicle by gastric
gavage) aad 3 groups treated M.HP.A A.. octacosanol and
hexacosanol, respectively at 5 mg/kg. Scrum lipid profilc
was determined st baseline and 30 days befarc treatment,
M.HPA.A. decreascd significantly total cholesterol and
LDL-C. Moreover. levels of cholesterol. LDL-C and trig-
lycerides of M.H.PA A.-reated rabbits were significantly
lower than those of the controls. Nevertheless, the chaages
on serum lipid profile occurred in groups treated with
aclacosanol or hexacosanol did not achicve statistical sig-
niflcazce as is shown in ‘Table 13,

TABLE 13

Effects of MHPAA., octacooranol and hexaooanpst
an serum lipid profile (mmmelVL) of New Zealend

v[
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popmocholesterplernic rabbits (mean vahues)
Duase
Group (mgfkg) Baseline After reatment
‘Total cholesterol
Controls 0 25 2.3
MHPAA, 3 28 1.6 *+
Octacysanol M 27 22
Hexacosano! 5 26 24
LOL-C
Control 4] 15 i2
MHPAA. 5 13 06 *+
Octacosznol H 14 . 09
Hexacosanol 3 1.5 10
Triglyoeritks
Couatrol D 080 Q.82
MELPAA. 5 078 085 »
Detacosano) s (V) Q70
Hexarosano) 5 080 078

* p < 0.05 compatison with contrels (Mann Whitney U test)
+ p < 0.05 comparison with buseline (Wikoxon)

EXAMPLE 12

After 5 weeks of diet-only period, farty five outpatients
whom cholesterol and LDL-C values were not enough
controlled by diet reccived tablets containing 5 mg of
M.H.P.A.A. (twice-a-day at lunch ard dinner) or placebo for
6 weeks. During this active treatment period, dictary con-
ditions were mantained Lipid profile levels were deter-
mincd at baseline (end of the diet-only period) as well as 4
and 6 wecks after therapy. M.H.P.A A. reduced significantly
total serum cholesterol by 16.23% and LDL-C by 21.33%.
Alsa cholesterol to HDL-C and LDL-C to HDL-C ratios
were sigpificantly reduced to 17.67% and 22.28%, rcspec-
dvely (p<0.05 Wilcoxon test for paired data). In ali paticots
levels of both total cholesterol and LDL-C were lower 6
weeks after treatroent that at baseline. Changes on other lipid
profile fractions werc non significant, resnlts are shown in
Tables 14 and 15.

TABLE 14

Effecs of MNL.PAA. (10 mg/day, 3 mg twice-a-
day) on gerum lipid profile (mmoV/L) in patieats with
Tvoe 1 hvoerliproteigemia

Baseline week 6

n X+ SD) X + SD)
Tota) clolestero)
MHPAA. 22 743 +1290 621 + 138 swe ™
plucebo 23 697+ 072 6M+0TS
LDL-C
MHPAA. 2 5.54 + 122 4,33+ 13] #ee " g
placebo 23 5.07 + 0.63 4.97 + 0.67
HDLC
M.HPA.A. 22 1.08 +0.26 110+ 028
ploccbo pi 113 + 031 1.02+ 028
Traglversidec
MHIA A, s 2414094 1.74 4 0.88
placebo 3 2.08 + 064 187 + D67
VI.DL-2
M.HPAA. 22 1.09 + 043 079+ 040
placebo 23 0924029 0485+031
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TABLE l4-continued
Effects of MHP.AA. (10 mg/day, § mg twicc-a-

dny} aa scrom lipid protile (mmol/L) in patients with
Type I hymestivrofeinemia

week 6

(X + SD)

Baselis

f X +8D)

n manber of patiens

* p < Q01: *** p < {.000] compearison with baseline (Wikoxon)

B p <0.05 comparison with placebo, obsolute values, Mam Whitney U e
= p < 0.0001 comparison with placebs (Maon Whituey U test)

" o < 000001 canparison with placebo (Mann Whitney U test)

TABLE 15
Effects of MHPAA. (10 mg/day, 5 mg twice-

e~day) on senm lipid exios (mmoll.) in
raticots with Tepe K hyperlipmteineuria

Basciine week 5

n (X +8D) X + 8D)
LDL-C 1o HDLC
M.HPAA. 22 5714182 418+ 180"y
plecebo d 4924+ 185 530+ 1%
Cholesterol to HDL-C
MHFPAA. 2 745+ 218 SM+ 181"
placebo 23 669+ 2.2) T06 ¢ 208

* p <003 ** p < 0.0 compurison with baseline (Wilcoxon)

a p < 0.05 corpparison with placcbn, ahsotute vatues, Mam Whitney U tost
“ p < 0.05 comparison with placebo (Mann Whitney U test)

** p < 0,01 comparison with placebo (Manp Whitney U test)

EXAMPLE 13

A group of patients with Type Il hyperlipoprotcinemia
received tablets containing 15 mg of the formudation after 8
weeks of dict-only period (baselinc). Lipid profile was
determined at baseline and 8 wecks after therapy. The main
results are summarized .in Table 16. Formulation with
M.H.PA.A. significantly reduced serum total cholesteral by
16.44% and LDL-C by 23.51%.

FIG. 8 shows the cffect of MH.P.A_A. on the lipid profile
of patients with Type Il hyperlypoproteinacmia. whercby the
changes of cholesterol. I.DL~C and HDL-C are indicated
mean values and the change of wiglycerides as raedian
value. HDL-C raised 6.40%, while triglycerides and
VLDL-C decreased 7.80% and 10.83%. respectively but
thesc changes were not statistically significant. In Table 17
arc shown the changes on the LDL-C to HDL-C and
chalesterol to HDL-C ratigs, they were decreased signifi-
cantly by 29.07% and 23.72%, respectively.

TABLE 16

" Effects of MHPAA. on serum lipids prafile
sod Lipoproteins in paticnts with Type 11

hvpedipmininemia
Baseling 8 wecks
Paramstars n X+8D) o (X +38D)

Cholesterod 25 784+ 114 25 GSD+ 121 T

LD 17 586+ 111 18 433+132
HIL-C 19 1034+0.44 M 121+ 046
Tglywerides 19 230+ 142 N L+ 108
VLDLC 19 105 +0.64 0N 097 =048

v
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TABI.E 16-continucd

1iffects of MHPA.A. on serum lipids profils
and lipoprotems i paticnts with Type I

hyvertioroteinem
Baseline 8 weeks
Panuneters n (X 48D n  (X+8D)

** p <001 **** p < 0N001 (Wilcoxon test)

TABLE 17

Effcets of MIPA.A. an LDL-C ato HRL-C and
cholestero] to HIDL-C ratios in patients with Type

1 byporiiprotememmin

Bascline 8 weeks
Paruneiers n X+ SD) n X+ 5D)
LDLAC to HDEC 17 64279 18 38241553
Cholesterol to HDL-C 19 8.83 +3.49 20 607+ 217 **
** p <00] (Wilcoxom test)
EXAMPLE 14

Firsuly. it was investigated the effect of M.H.P.A.A. and its
cffect on ADP and collagen-induced platelet aggregation in
rats. A group of male Spraguc-Dawley rats weighing 250 to
350 g were distributcd randomiy between 2 experimental
groups. M.HP.A A was administercd orally as a suspension
in 2 Acacia gum-water vehicle by gastric gavage for 4
weeks. The following groups werc included: Control group
(only receiving vehicle) and a3 MH.PAA. (25 mg/kg)
treated group. To conduct the platelet aggregation assay, rats
were anaesthetized in an cther amnosphere. Abdomens were
opcned and blood (5 mL) was drawn from the vena cava and
mixed with 3.8% sodium citrate (1 volume of citrate per 9
of blood). Platelct-rich plasma (PRP) was obtained by blood
centrifugation. Platclet-poor plasma (PFP) was obtained by
PRP atiquot centrifugation 330xg for 15 minutes. Platclet
agpregation was induced by ADP and by collagen and
measured with a Payton aggregometer as described
(McGregar L., Morazain R. and Renand S.; 1980; Effect of
dietury linoleic acid on platciet functions in the rat; Throm-
bosis Res. 20, 499). The statistical comparison of sesults
between treatment and control groups was carricd ol using
the non parametric Mann-Whimey U Test. Rats treated with
M.HPA.A. at 25 mg/kg for 4 weeks showed a significant
inhibition of platelet aggregation ex vivo when submaxi-
mum ADP and collagen doses werc administered.

FIGS. 9 shows ADP-induced platelet aggregation in rats
adminjstercd with M.H.P.A.A. for 1 moath and FIG, 10 the
collagen induced platclet aggregation in rats administered
with M.H.EA.A. for | month (p<<0.05, Mann-Whitney U
test, 15 cm % transmittance). M.H.P.A.A. administercd
arally for 4 wceks to the rats inhibited significantly ADP and
collagen-induced platelet aggregation suggesting that
M.H.PA.A. acts as an antiplatelet drug.

EXAMFLE 15

To characterize the effect of MLHLPAA. on ex vivo
platelct aggregation in rats, some studies of the time course
ol i1s platelet antiaggregatory effects were done. Far that
purpose. Sprague-Dawley rats of both sexes weighing 250 to
350 g were distributed in 4 experimental groups: one control
group and 3 groups treated with single doses of M.HPA A,
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at 25, 50 and 200 mg/kg. respectively. Moreover., after 2. 6
and 24 h of administering the 200 mg/kg dose, the cffzcts oo
platelet agreggation were investigated.

MH.PA A, was prepared as described in Examiple 14 and
administered orally as single doses, two hours prior to the
experiment. Control animals receiving the same volume of
vchicle. All animals were deprived of food, but had frec
access to watcr for 20 h prior to the experiment. All animals
were anacsthetized with ether and blood samples were
drawn from veaa cava and mixed with 3.8% sodium citrae
(9 volumes of biood per 1 of anticoagulant). Blood was
centrifuged at 250 g for 10 minutes to obtain platelet-rich
plasma (PRP). Once PRP was isolated. the rest was centi-
fuged at 1300 g for 15 minutes to obtain platelet-poor
plasma (PPP).

Platclet aggregation was quantified by turbidimetric
method (Born G., 1962; Agyregation of blood platelets by
adenosine diphosphate, and its reversal; Nature {Loadon)
194, 927-929). Platelet aggregation levels werc measured
after calibrating the equipment at 0% of light transmission
for PRP and at 100% for PPP. Apggregation curves were
recorded for 5 min. FIG. 11 shows the effcct of MAH.PALA.
on ADP-indrocd platelet aggregation in rat platelet-rich
plasma, p<<0.05 (Marn-Whitmey U test). Results were
expressed in percent of maximal aggregation{(%). Groups
werc compared using the Mann-Whitney U test (p:<0.03).

M.H.PA.A. (50 and 200 mg/kg) administeied 2 h before
biood sampling inhibited ADP-induced platclet aggregation,
while lower doses (25 mg/kg) did not change significantly
responses to ADP. The highest dose of MH.EA.A. (200
mg/kg) was chosen to study time course of anti-platelet
cffects.

FIG. 12 shows the effect on ADP-induced platelet aggre-
gation at a 2 pmol/L concentration, p<<0.01. Although after
2 h platelet aggregation was significantly inhibited. after 6 b
the inhibition was only marginally sigeificant (p=0.06).
while 24 hours after no statistical significance was obtaincd.
Results show that oral administration of policosanol to rats
two h prior to blood samopling inhibited dose-dependindy
ADP-jnduced platelet agreggation in PRP of rats treated
with M.HPAA. at 50 and 200 mg/kg. The ishibitory effect
of M\H.PA.A. on ADP-induced aggregation is reversible,
since 6 h after treatment with it at 200 mg/fkg. inhibition of
platelet aggregation was only maeginally significant, and 24
h after treatment a lack of effectiveness was appreciated,
showing that MIILP.A A, docs not induce permanent cell
modifications.

EXAMPLE 16

The effects of MLHP.AA. on “in vivo" intravascular
platelet aggregation in rats and on collagen-induced mortal-
ity in micc were studied. Male Sprague Dawley rats weigh-
ing 250 to 300 g and S57BLO female mice weighing 20 to 25
g were distributed randomly among different experimental
groups. MLH.P.A.A. was prepared as described in Exarople
14, while. ASA was dissolved in 5% NaHCO,. Drugs werc
administered orally by gavage 2 h beforc the assay. Animals
received no food for 16 h prior to oral administration of the
drugs. Rats were given 1 mL/100 g body weight and mice
0.5 mL/20 g body weight. control animals received cquiva-
lent volumes of the vehicle. Four experimental gronps were
used in the stady of the intravascular platelet aggregation in
rats: 1) Controls, 2, 3 and 4 M.H.PA.A. at 5. 10 and 20
mg/kg. Animals were anaesthetized i.p. with pentobarbital
sodium (30-40 mg/kg). A cannula was ipscrted into a carotid
artery for blood sampling before and 90 seconds after a 30
mg/kg collagen i.v. injection into the penile vein.
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Blood (900 pl.) was collected in plastic tubes containing
a JO0 pL mixture with 0.7 mg/ml indemethacin and 19
mg/ml EDTA. An aliquotc was used to detarmine platclet
conccatration in each sample through optic microscopic
counting. Blood was then centrifuged and plasma malondi-
aldehyde (MDA) concentration was quantified through the
thiobarbituric acid method (Satoh M, 1978; Serum lipid
peroxyde in cerebrovascular disorders detcrmined by a new
colorimetric method; Clin.Chim Acta 90,34-43). Platelct
count and plasma MDA concentration variations after inject-
ing collagen were cxpressed as a percent of baseline values,
Diffcrences between control and treatment groups were
determined using the Manp-Whitney U Test,

For the study of the collagen induced mortality in rats, the
experimental groups were the following: 1) controls: ani-
mals only receiving the vehicle, but inducing mortality by a
collagen intravenous injection, 2) Animals pretreated with
M.H.PA.A. at 360 mg/kg 2 hours prior collagen injection;
3) Animals pretreated with M.HPA.A. ot 360 mg/keg 1,4, 8
and 24 hours prior to mortality induction and 4) Animals
pretreated with M.H.P.ALA. at 180 mg/kg and ASA at 50
mg/kg 2 h prior to the assay.

Acid-soluble veal skin collagen type IIF was prepared as
described (Kimura Y., Kaube T. and Watanabe K., 1985;
Effcct of celostagel on platelet aggregation and cxperimenta)
thrombosis; Arzneim Forsch Drug Res. 35, 114-1148) apd
uscd at fingl concentration of 2.5 mg/ml. A 0.1 mi/20 g
injection was sdministered via the rero-orbital plexus. This
dose causcd from 60 to 100% mortality in control anfmals.
‘The comparison of the mortality percent between contral
and treatment animals was done using Fisher’s Bxact prob-
ability Test.

FIG. 13 shows the cficct of M.H.PAA. on intravasculer
platelet ageregation in rats, p<<0.05; p<<0.01 (Mann Whit-
ney U test). M.H.P.ALA. significantly inhibited the decrease
in circulating platelet count and the simultaneous increase of
MDA conccntration in plasma induced by collagen.

FIG. 14 demonstrates the effect of M.H.P.A.A. on
collagen-induced mortality in C57BL6 mice, p<<0.01
(Mann-Whitney U test). Collagen-induced mortality was
significantly reduced by M.HP.AA. at 360 mg/kg. This
protective cffect on the collagen induccd mortality was
observed when this dose was administered 1 and 4 hours
prior 1o the assay, but significance was not obtained when
administered 8 h before the assay. FIG. 15 shows the effect
of M.H.PA A, on cellagen-induced mortality in C57BL6
mice, p<<0.05 (Mann-Whitncy 1J test).

FIG. 16 illustratcs the cffect of combined administration
of M.HP.AA. and ASA on collagen-induced mortality in
mice, p<<0.01 (Fisher's exact probahbility Test). The com-
bination of M.H.P.A.A. (180 mg/kg) and ASA (50 mg/kg)
also caused a significant statistical decrease in collagen-
induced mortality, while both treatments proved uncfective
when administcred independently.

Doses of M,H P.ALA. and ASA that were uneffective when
administered indcpendently were obviously protective when
administered together, thus indicating a synergism between
M.H.PAA. and ASA antithrombotic effects.

EXAMPLE 17

Far the snalysis of MHPA A. effect on rat cerebral
infarction, male Sprague Dawlcy rats weighing 290 to 330
g werc distributed into the following experimental groups:
1) ncpative control: non-ligated rats receiving only the
vehicle by gastric gavage. 2) positive control: ligated rats
also receiving the vehicle by gastric gavage, 3) and 4)
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ligated rats recgiving M.H.P.AA. (5 aad 25 mg/kg) by the
same rouate. The different treatments were administered daily
for 4 wecks. The last onc was administercd 12 h before
tigation, as well as 8 and 24 h after the ligaticn. a5 commonly
uscd in this model

Far the induction of cerebral ischemia, animals were
genily anaestethized and oligemia was produccd by bilateral
ligation of the common carotid arterics. Immediatcly afecr,
sodium nitroprusside (0.8 mg/250 g) was injected subcuta-
neously to induce arterial hypertension. Carotid clamps were
removed 60 minutes after and animals were observed for 72
b and then sacrificed. Brains were rapidly removed and
placed in an oven at 80° C. for 24 h. Both wet and dry weight
were estimated to determine the water conicnt (edcma) and
the following formula was applied:

Wetweight — dyy weight 100

Edema Wet weight

The statistical analysis of the results was carried out using
the non-paramctric Mann-Whitney U test. MAHEPA A at 25
mg/kg decreased significantly the cercbral ederoa (p<<0.05)
when is administered daily for 4 weeks, This dosc also
reduced mortality rates and pereent of apimals with edema,
though these other reductions did not greach significant
levels. These findings show that MAHPAA. at 25 mg/ky
sigrificantly protect ccrebral ischemia cxperimentalty
induced in rats, since @ significant reduction in the braip
cdema was produced. There was also a reduction in the
percent of animals treated showing brain edema arcas, but
this reduction did not reach sigaificant levels (Tablc 18).

TABLE 18

of MHPAA t-mduced brain i ja

Daoses Percent of
Crowp (mgks) Edcma Morality  Aninuals
{~) Control 1] T93 #=039 —— -—
() Cootrel 1] M1 +—- 082 a5 M5
MHBAA, 5 $U.0 =091 40 353
MHPAA. 1 0.5 H- 049 * 3 7.6

(=~} controls: negative oantrolx,

(+) comtrols: positive cautruls

* Significam differcnces ooupared with positive controls; p << 0.08 (Maumie
Whitney U test)

EXAMPLE 18

To study the synergism between M.H.P.A.A. and aspirin
on brain ischemia induced in rats, male Sprague Dawlcy rats
weighing 250 to 300 g were distributed in 5 groups: 1)
negative conwol (pmon ligated raty); 2) positive control
(ligated animals receiving only the vehicle); 3) animals
received orally by gavage 25 mg/kg of MH.PAA, 4)
animals received orally ASA dissolved in 5% sodium bicar-
bonate 30 mg/kg: 5) rats administered orally ASA (30
ng/kg+M.HPAA. (25 mg/kg). Treaments were adminis-
tered 2 hours prior the experiment.

For the ischemia induction, animals were geatly anacs-
thetized with wcther and common arteries were dissected
and ligated, Hypotension was then induced by a subcutane-
ous injection of sodium gitroprusside (0.8 mg/250 g).
Carotid clamps were removed 60 min after and animals were
observed far 24 hours. They were sacrificed and brains were
removed immediately and placed in an vven at §0° C. for 24
h to determine water content. Results were analyzed using
the non parametri¢ Mann-Whitney U test. FIG. 17 shows the

~
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synergism between M.H.PAA. and ASA in cerchbral
ischemia in rars, p<<0.01 (Maan-Whitney U test). Neither
M.H.P.A.A. nor aspinin reduced significantly braip ischemia
when were scparately administered to animals at the afore-
mentioncd doscs. Nevertheless, when administered togcthet
a significant protection was obtained. These results confirm
3 synergism between anti-ischemic effects of MLHPA A.
and ASA.

EXAMPLE 19

Mongolian gerbils of both sexes (60-80 g body weight)
ware uscd and adapted previously to laboratory conditions
for a week. M.H.P.ALA. was admipistered by gastric gavage
suspended in a Tween 20-water vehicle. Animals were
distributed inte the randomly following groups: (1) positive

10

15

control (ligated animals, only receiving the vehiclke). (2)

MH.PA.A. (50 mgkg) and (3) MHPA.A. (300 mg/ke).
All trecatment were administered two howrs prior inducton
of brain ischemia. The left common carotid artery was
exposed in the neck and doubly ligated with surgical thread
under cther anacsthesia. The behavior of cach animal was
observed for 24 h, recording the dinical symptoms of brain
ischemia such as circling. roliing fits and scizores. Mortality
was also recorded. Statistical comparison of the frequency of
mortality and clinical symptons between groups were com-
parcd using the Fisher's Exact probability test. FIG. 18
shows the cffect of M.HP.A.A. on cerebral infatction
induced in Mongolian gerbils, p<<0.05 (Mann-Whitney U
test). Results show that treatmeat decrease symptoms and
sipnificanty reduced mortality.

It is well knowa that approximately 60% of Mongolian
gerbils develop neurological deficits, such as circling behav-
for and rolling fits after ligation of common carotid artery.
These symptoms have been associated with the fact that in
approximately %o of these animals there is an incompleteness
or abscnce of conpecting arteries between the basilar and
carotid system. Moaoreover. almost a 80% of the animals
showing clinical symptoms die within 72 h after Hgation,

Siace the severity of cerebral infarction of all brain
regions is difficult o asscss. while mortality rate is casy to
quantify. this parameter have been used commonly for
evaluate putative anti-ischemic drugs. Our results shows that
M.H.PAA. (200 mg/kg) protects significantly the brain
global ischemia induced by unilatera! ligation of common
artery in Mongolian gerbils. Thus, indicating usefulncss of
M.H.P.A.A. for prevent global ischemia developruent.

EXAMPLE 20

Effcets of M.H.PAA.A. on gastric ulcer {nduced by differ-
ent drugs were investigated. Spraguc Dawley rats of both
sexes. weighing 200 to 220 g were uscd Animals were
adapted to laboratory conditions for a week with water and
food ad libitum. Afier a 24 h fast, 1ats were divided ram-
domly into two experimental groups. The first group was
intrapcritoneally injected M.HP.AA. at 25 mgkg sus-
pended in a Tween 20Awatcr vehicle, while the second group
{control) only received the same volumne of vehicle. In each
casc. experimental procedure for induction of different types
of drug-iduced gastric ulcer was performed in both control
and treated groups (two groups were used for cach type of
ulcer):

A) Gastric ulcer experimentally induced by C4880
(Sigma). Procedure was simlar to that described by Awout-
ors F.. Nemegeens CJE acd Jansken PAJ {1983: A pharma-
cological analysis of the rat mast cell 5-HT gastric lesion test
andl the cect of ketanserin; Drug. Div. Res. 5. 303-312).
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For that, diphenhydramine was injectcd subcutancously at
10 mg/kg and 30 min later C4880 was injected
cndovenously. Animals were sacrificed 4 h after C4880
admibistration apd stomachs were removed quickly. opencd
lengihwise the greater curvature and washed with distilied
watcr, Then. mucosas were cxposed end damaged arca was
measurcd by means of a magnifying glass. Results were
expressed as percent of area showing damage. In this model.
pretreatments (M.H.P.A.A. or vehicle) were admipistered 30
min before diphenhydraminc injection.

B) Ulcer induced by alcohol. Procedure was performed as
described by Zengil H, Onik E. Ercan TS and Tarker RK
(1987: Protective cfiect of llopnost and UK 38485 against
gastric mucosal damage by various stimuli: Prostaglandins
Leukotrienes and Medicine 30. 61-67). For that reason, ope
h after dosing M.H.P.A A, o5 vehicle, rals were administzred
orally by gastric gavage ethanol 40% (1 mL/rat). Two hours
later. rats were sacrificed and the proceiure for guantifying
gas gastric ulcer was performed as described.

C) Gastric ulcer induced by ASA: Procedure was per-
formed according thc same authors refemed in the previous
paragraph. One hour after treatment with M.H.PA.A. or
vehicle, rats administered orally with ASA (100 mg/kg).
Two h latcr, rats were sacrificed and procedure for gastric
ulcer mecasurement was done as described. Comparisons
between control and MUH.P A A.-treated groups were pec-
formed using the non paramctric Mann-Whitney U test. FIG.
19 shows the effect of M.H.P.A.A. on C4380 and alcohel-
induced gastric uleer, p<<0.05 M. HPA A. administercd
intraperitoneally (25 mg/kg) inhibited significantly the
occurrence of gastric ulcer induced by C4880. cthanol anil
ASA. Moreover. as can be observed in Table 19 MUH.P.AA.
administered orally not only reduces TxB2 but also increasc
Pgl2, thus very significantly reducing TxB2 to Pgl2 ratio.

TABLE 19

Effecs of MHPAA. ant ASA on the TxB2 levels
ad 6 keto PeFis in mice serup

Dos-

age Index

(mg/ TxB2 6 ketoPeFla  TxB26Kewo
Caontrel /kg) (ugl) {ng/ml) PgFla
Conrol 2B6+ 16.7 1.65 4+ 0,26 173
ASA 50 363+ 133 ¢+ (a) 1.J2+ 041 4635+
MHPAA, 180 182+ 319 () 391 + 04 * 324"
MHPAA, + D25+34 " (¢) 1.57 +0.16 5.8 **+
ASA

* p< 005 **p<001; *** p< 00N
8 = b = ¢ (Maon Whitney U test)

The inhibition of the TxB2 levels and the increase of Pgl2
induced by M_H.P.A_A. could cxplain the protective effect of
this mixturc against gastric ulcer. Thus. it is obscrved a
highly significant decrease of the TxB, to Pgl, ratio whep
combined treatment of MIM.PA.A. and ASA is used
Moreover, this mechanism also could supports alcohols
mixture effects on the other drug-induced gastric uleer,

EXAMPLE 21

Forty-five outpatients from bath sexes. aged from 25 to 70
years, with Type I hyperlipoproteinemia reccived. under
double blind conditions, M.H.P.A A. or placcbo tablets oncu
a day for 6 weeks (trcaled paticnts received M.H.PA.A. a1
5 mg/day). Before and after treatient the following param-
eters were investigated: bleeding time. platclet count. pro-
thrombine time, antithrombin 1 activity, lysis time. plas-

%
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matic euglobulin fraction, platelet aggregation induced hy
ADP and malondialdehyde (MIDA) concentration.

Table 20 summarizes the data. They show that none of the
parameters related with the coagulation process were
affccted, while a significant difference between group of
platclet agreggation-ADP induced was obtained. In addition,
a marginally significant reduction of MDA was also
obscrved (p=0.058).

TABLE 20

22

3. The mixturc of higher primary aliphatic alcohols
according to claim 1 farther comprising acctyl salicylic acid
in a quantitative ratio from 10:1 to 1:10,

4. The mixture of highcr primary aliphatic alcohols
acvording to claim 2 further comprising acety! salicylic acid
in a quantitative ratio from 10:1 to J:10.

5. A pharmaceutical formulation comprising the mixture
of higher primary aliphatic alcohols ‘constituted by the
following quantitative compositions

10
Bffects of MHPAA. treamment in blood 1-detracosatg] 05-1.0%
coagulation ardd platclet aggregation in patients 1-hexacosauol 5.5-8.5%
— with Type T bvperlivo-proeinemiy 1-heptacosaol 2.6-3.5%
. 1-octacossnol 60.6-70,05
time of MHPAA, 15 1-nouacoeano) 0.4-1.2%
anslysis Placcho (5 mg/day) 1-trizcontanol 100-150%
1-dorincontanol 40-6.N%
Bleediug time 0 2477 - 126" 230 o~ 118" : 4.3
6w PI0" - 134" 08" H- 176" 1tetratrincogtvmol 04200
Phatelet count 0 201.3 +- 2998 198.13 +/- 39.48 ] .
. G 18855 +~ 3599 17533 - 40.87 in combipation with acetyl saticylic acid in s quantitative
Prothimumbine time 0 13,67+~ L8O 14.43 +/~ 4.18 an -, 20: 1:20 ,
6w 1340 /- 110 13.60 4/= 225 ratio from 20:1 to 1:20, and pharmaccutically acceptablc
Fibrinogen 0 2464 H-046 284 4/-054 excipients.
] ‘ 6w . 2814/-052 292 4/-044 6. The pharmaccutical forrulation of claim 5 in the form
:;;f;;;mbm m b g z: faped s w-ns of tablets, capsules, microgranules, or granules.
Lysis time ] 247.27 +/= 30,10 230,43 +— 48.10 25 7. T‘l¢ phammce_utical for.mulauon.of claim 5 hll‘v'l.l]g
6w 248.64 - 5572 228.48 +~ 45.39 acetyl salicylic acid in a quantitative ratio from 10:1 to 1:10.
PEF. 2 23;3 L"" gg 333-3; f,'— :;x:?g 8. A pharmaceutical formulation comygrising a mixture of
w ' A bfa . . . N . . , .
ADP 0 4808 4/- 1698 5277 +h- 24.26 higher primary aliphatic alcohols constituted by the follow-
6w  S6OT 4= UTT  27.£5+1- 2481+ ing quantitative compasition:
MDA 0 299 #-1.75 245 +-231a 10
6w 279 =138 176+~ 1.67
1-tetracosano] 08 +-0.1%
ap+= 0058 " 1-bexacosanot 6.7 +~03%
++ p < 0 (Mann Whimey U test) {-beptaroseno) 30 +-=0.3%
; 1-0ctacesanol 6.6 -1~ 3.4%
We claim: 15 1-nonacosaun) 0.7 /- 0.1%
1. A mixture of higher primary aliphatic alcohols from 24 1-ricentano] 125 4/~ 0.6%
to 34 carbon atoms comprising 1-tetracosanol 1-dotriscontanol 30 +-04%
* I-tetrutrincontanol 08 +—0.1%
l-hcxacosanol, 1-heptacosancl, l-octacosanol,
l-nonacosanol, l-triacontanol, 1-dotriacoatanol and
l-tetratriacontano! having by the followmg quantitative . further comprising acetyl salicylic acid ip a quantitative ratio
composition: from 20:1 to 1:20. and pharmaceutically aceeptable cxcipi-
ents.
9. The pharmaceutical formulation of claim 8 in the form
::""“‘";:'l g—;:ég: of tablets, capsules, microgranules, ar granules.
1-bspacosanol 20-3.5% as 10. The pt.narmac?u&ca.l fm:ml{la:ion. of claim 8, haviag
1-octacosgnol £0.0-70.0% acetyl salicylic acid in a quantitative ratio from 10:1 to 1:10.
:’“‘FWW‘ lgx:-:;& 1L A method of using a mixture of higher primary
i ".""mm‘"m" o bom aliphatic aicohols with the following quantitative composi-
1-<ctmamriacontancl 04-2.0% tion:
50
characterized by a combinstion with acetyl salu:yhc acid in 14etrocctnno] 0.5-1.0%
a quantitative ratio from 20:1 to 1:20. 1-hexucosannd 55-4.5%
2. The mixtwe of higher primary aliphatic alcohols :m sgg:?,g;"%
according to claim 1 having the following quantitative L opaomsno] 0.4-1 2%
composition: 55 1riscantanol 10.0-15.0%
1<dntrizoontano] 4.0-6.0%
1teratrissontanol 04-20%
14ztrzonsancl 0.60 4/=0.1%
1-lcracosanal 67 +#-03% "
1-heptacosano) 3.0 +#-03% as antiplateles agent.
l-oclnoosaml] 63{; z— 3.4: 12. A method of using a mixture of higher primary
1-ncmacosano. T +-0Q.1 H P A H Srariv i
1 125 41 0.6% a:llpt.mnc. alcohols with the following quantitative composi
1<dotsiaconmanol 59 +1-04% tion:
L.tatratrisconiano| 0.8 +/- 1%
‘ . 65 1-cerncosumd 0.5-1.0%
further comprising acetyl salicylic acid in a quantitative ratio 1-hexnoosano] 5.5-8.5%

from 20:1 to 1:20.

1)
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-contipued -continucd
I-bepswxnanc! 20-3.5% 1-heptacosanol 20-35%
1-octecosanol §0.0-700% 1-o¢tacgsamol 60.0-10%
t-nomacosurl 04-12% 1-nonacosanc! 0.4~1.3%
{-trizcontansl 1001506 5 1-triscoutanc) 10.0-15.n%
1 dotrtacontmzo! 4.0-60% 1 dotrizcogtunel 4.0-60%
Jtewratriacontinol 0.4-20% 1etratrincontanol 24-20%

as antithrombotic agent.

13. A method of using a mixtre of higher primary
aliphatic alcohols with the following quantitative composi-
tion

laczrecosanol 05-140%
1-hexacosancl 55-85%
1.Jieptacosanal 20-35%
1-octucosmol 60.0-70.0%
1-aonucadann] 0.4=1.2%
Laracontano] 10.0-15.0%
1 dotnzcomtans) 4.0-60%
L-tetmtrincoutanol 04-2.0%

as apli-ischcmic agent.

14. A mcthod of using a mixturc of higher primary
aliphatic alcohols with the following quantitative composi-
tion

L-tetracosax] 0.5-1.0%
1-hexacosanol 5.5-8.5%
1-dieptacosanol 20-3.5%
1-o¢tacasano] 60.0-7005%
1-nomacosanol 04-1.2%
1-iraconiannt 10.0-150%
1-doriacontanol 4.0-60%
14ctratrizcantanol 04-20%

as profcctive and/or curative agent against gastric ulcer
induced by drugs.

15. A method of using a mixture of higher primary
aliphatic alcohols with the following guantitative composi-
tion

05-1.0%
5.5-8.5%

1-tetracosapsl
1-hcxacosanol

10

15
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together with acetyl salicylic acid as an antiplatelet. anti-
ischemic or antithrombotic agent.

16. A method of using the mixture of higher primary
aliphatic alcohols according to claim 15 wherein said mix-
ture further comprises acctyl salicylic acid in a quantitative
ratio from 20:1 to 1:20.

17. A method of using the mixture of higher primary
aliphatic alcohols according to claim 16 wherein said raix-
ture fusther conpriscs acetyl salicylic acid in a quantitative
ratio from 10:1 to 1:10.

18. A method of using a mixturc of higher primary
aliphatic alcokols with the following quantitative compasi-
tion

1 - tetracosano) 0.8 4=~ (1%
I - hexacosamol 6.7 +-03%
1 - heptucasenol A0 +-03%
1 - cotacosunol (5.6 +- 4%
1 - pomecosanol at H-0.0%
1 - tiacontano} 128 4= N.65%
1 - doiacontmeol 50 4= 04%
1 - tetratrizoontanol 08 +-0.t%

together with acety! salicylic acid as antiplatelct. and-
ischemic or antithrombatic agent.

19. A moethod of using the mixture of higher primary
aliphatic alcohols according to claim 18 wherein said mix-
ture further compriscs acetyl salicylic acid in a quantitative
rado from 20:1 to 1:20.

20. A methad of using the mixture of highcr primary
aliphatic alcohols according to claim 19 wherein said mizs
ture further comprises acetyl salicylic acid in a quantitative
ratio from 10:1 to 1:10.

&
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SUPERINTENDENCIA DE INDUSIRIA ¥ COMERCIO

DIVISION DE NUEVAS CREACIONES
| (THE R RTAATARCIRA

Superintendencia de Industria y Comercio 7104- .000
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Referencia : Expediente N° 08 067104
Asunto : Oposicion a la solicitud de patente de Invencion titulada
“COMPOSICIONES FARMACEUTICAS QUE

COMPRENDEN  SUSTANCIAS  ANTIAGREGANTES
PLAQUETARIOS COMBINADAS PARA SU USO EN EL
TRATAMIENTO PREVENCION DE EVENTOS
VASCULARES DE ORIGEN ISQUEMICO.”
Solicitante : WORLD-TRADE TMPORT-EXPORT, WTIE, AG
Opositora : PROCAPS S.A.

Publicada en la Gaceta de la Propicdad Industrial
N° 610 del 30 de noviembre de 2009

Yo, CIELO ANGELA PENA RODRIGUEZ, abogada en ejercicio, wentificada como
aparece al pic de su firma, con tarjera profesional No. 82701 del Consejo Superior de
la Judicarura, en mi condicion de apoderada de la sociedad PROCAPS S.A4.
conformada bajo las leyes de la Republica de Colombia vy domiciliada ¢n la cindad de
Rarranquilla, Colombia, atentamente manifiesio que estando dentro del érmine de ley
¥ por orden expresa de mi representada, presento oposicion a la concesion del registro
de la Patente de Invencion ritulada “COMPOSICIONES FARMACEUTICAS QUE
COMPRENDEN  SUSTANCIAS ANTIAGREGANTES PLAQUETARIOS

Careera 1IN~ 11905 OF 104 Tel. (5713213 12136203021 = Fax. (571261219 79
Eanail: negocios@opuimum-co.com - wwaw, optitiim-co.con
Bosora Colombia



COMBINADAS PARA SU USO EN EL TRATAMIENTO PREVENCION DE
EVENTOS VASCULARES DE ORIGEN ISQUEMICO”, cuyo rirular ¢s WORLD-
TRADE IMPORT-EXPORT, WTIE, AG, y pido a Usted declarar fundada esta

OpoRicion y en consecuencia negar ¢l registro de la patente soliviexda,

1. INTERES PARA ACTUAR
Conforme a lo dispuesto en ¢l articulo 42 de Ia Decision 486 de 2000 de Ia
CAN, estando dentro del término estipulado por la ley, manificsto el legifimo inrerés
de puestra representada para oponerse al registro de la parente de la referencia,
arendiendo a que la solicitd pretendida no cumple con los requisitos dispuestos en la
ley como s analizard mas adelanee v de ser concedida afectaria dircetamente la
comercializacion de algunos procductos de mi representada, que contienen, en
particular clopidogrel. Por o tanto, solicito respetuosamente a ese Despacho se sirva
tener en cucnra la presente oposicion dentro del tramite administrativo que se surre en

esta Superintendencia.

2. FUNDAMENTOS DE HECHOS

2.1.La solicitud objeto de 1a presente fue presentada el 1 de julio de 2008
reivindicando prioridad bajo la solicicud MX2005PA 14086 del 2005-12-20; v fue
publicada en Colombia, en la Gacea de la Propiedad Industrial N° 610 del 30 de

noviembre de 2009, cuya publicacion internacional corresponde  a  a

WO2007073131 del 2005.02-24.

Careera 13 Ne TL995, OF 104 Tel (37D 2 131213 - 62050 20 - Fax (ST G 1219 70
lmail: negocins@optimum-co.com - www.optimume-cocem
Tagori Colombia



2.2 1. solicitud colombiana 08 067104 objero de la presenee oposicion, se reficre a
una composicion farmacéutica sinérgica que comprende una combinacion sinéraica
de un inhibidor de los receptores plaquetarios 1b/lla y una mezcla narural de
alcoholes alifiticos para la prevencion de evenros vasculares de origen isquémico;
que comprende la combinacion sinérgica, en la cual el inhibidor de los receptores
plaquetarios lIb/Mla cs el Clopidogrel y/o cualquicra de sus sales y una mezcla
natural de alcoholes alifiricos como el Policosanol v/o cualquicra de sus sales; en
la que el medicamento que requiere una dosis menor es el policosanal; en la gue el
clopidogrel s¢ encuentra como bisulfuto de clopidogrel; en la cual ¢l clopidogrel se
encuenfra presenfe en una concentracion de 75 mg por unidad de dosificacion: v,
en la cual ol Policosanol se encuentra presente ¢n una concentraciéon menor de 20
mg de policosanol por unidad de dosificacion.

2.3.En primera inseancia, s¢ debe advertir que algunas reivindicaciones también se
reficren a un uso y a un método de tratamiento y no sélo a la composicién
farmacologica o a un mérodo de fabricacion mediante la cual se obrenga un
producto tangible y segan la legislacion, decision 486 de la Comunidad Andina de
Naciones, Articulo [4.- “Los Paises Miembros otorgardn patentes para las invenciones,
sean de producto o de procedimiento (...)", los usos no estin contemplados como
patencables; y, Articulo 20.- “No serdn patentables {..) d} los métodos terapéuticos o
quinirgicos para et tratumiento humano ¢ animal, asi como los mérodos de diagmostico
aplicados a lns seves humanos o a animales”. Solo scran patentables los productos o
procedimientos. Por lo tanto a luz de la norma, dicha materia referente al uso v a
un métode de rammiento no seria patentable.

2.4.Ahora bien, con base en ¢l articulo 14 de la Decision 486 de la CAN consagra lo
siguicnte: "Los paises miembros otorgardn patentes para las invenciones, scan de producto o
procedimiento, en todos los campos de la tecnologia, siempre que sean nuevas, tengan nivel

inventivo § sean susceptibles de aplicacion industrial”. Asi las cosas, las invenciones

Carrera 13N 11995, O0 104 Tel (ST 21312 13-6205021 - Fax. (57D 61219 79
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objero de pawente deben ser nuevas y fener nivel inventivo. Bien, pues ances de T
fecha de prioridad de esta solicitud s¢ encuentran los signientes documentos gue
afeera la patenrabilidad de la presente solicioud:

o DI US5663156 publicada el 2 de septicmbre de 1997,

o e s

[

S.Ahora b.io.n., el aocunmnm D1, revela una mezcla de alcoholes alificicos primarios
superiores de 22 a 38 atomos de carbono pueden ser ohtenidos por saponilicacion
v exteaccion de medidas con disolvenres organicos de cera de cafa de sziicar: donde
la mezcla que contiene tctmcoséﬁol, hexacasanol, hepracosanol, ocracosanol,
nonacosanol, triancontanal, dotriacontanol y etratriacontanol puede ser urilizads
para el tratamiento de la hipercolesterolemia, Ia arerosclerosis v tas complicaciones
como hiperagregabiulidad plaquetaria, la isquemia v L crombosis ¢ previene fa
uleera g'r'asr,rivcn inducida pfr:ﬂdmg;}s y mejora la actividad sexual masculina.
Particularmente, ¢l documento D1 recoge ura mezcly de aleohales alifaricos
primarios de 22 a 38 aromos de carbono gque pueden ser utlizados en el
tratamiento de la hipercolesterolemin. Esta mezela pm‘:ﬁle comhinarse con o acido
acetil salicilico, mostrando una sinergia en las propicdades antiplaquerarias,
antitromboticas y andiisquemicas de os componenites individuales (columna 3,
lincas 34-47). En la reivindicacion 11, se reficre a combinaciones de un agente gue
inhibe Ia agregacion placueraria (q'ut- puede scr elegido de maners obvia el
clopidegrel) v una mezcla patural de aicoholcs alifativos. Asi las cosas, coma lo
evidencia dicho documento D1, 1a pr.esentc-soliéitu(l no es novedosa pues lo
revelado ya se encontraba en el estade: de la wenica

2.6.En consecuencia y de acuerdo a lo descrito anteriormente, se deriva que la solicinud

colombiana 08 067104 no puede pretender un monopolio por parente toda ves

Catreen P3N 11995, 00 104 TeL. ST 2131215 - 6203021 - Fn (5T 61219 79
Email: négocios@cprinimeco.cud - wwaw aptimim-co.catu
Bogots Colombia
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que lo que pretende no cumple con dos de los tres requisitos necesarios para su

proteceion.
2.7.Que por consiguiente, respecto a la solicitud pretendida se tiene gne:

2.7.1. CARECE DE NOVEDAD: Scguin la decision 486 de la Comunidad Andina de

Naciones, Articulo 16.- “Una invencién se considerard nuewa cuando no estd
comprendida en el estado de la téenica. El estado de la téenica comprenderd todo lo que
haya sido accesible al piblico por una descripcion escrita u oral, wtilizacion,
comercializacion o cualquier otro medio antes de la fecha de presentacion de la solicirud
de patente o, en su caso, de la priovidad reconocida.”. A la fecha de prioridad, 20 de
diciembre de 2005 ya era conocido, pues como se¢ demostro, era parte del arre
anterior con base en el documento D1, una combinacion sinérgica de un
inhibidor de¢ los receptores plaguetarios y una mezcla nartural de alcoholes
alifaticos para la prevencion de eventos vasculares de origen isquémico, sobre el

cual bugca proreccion en el capitulo reivindicatorio.

2.7.2. CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de la CAN

consagra en su articulo 14 lo siguiente: “Los paises miembros otorgardn paientes
para las invenciones, sean de producto o procedimiento, en todos los cumpos de la
weenologia, siempre que sean nuewvas, tengan nivel inventivo y sean suscepribles de
aplicacion industrial”. 1a presente solicieud carece de aplicacion Industrial ya que
como se¢ demostrd anteriormente, algunas chiusulas recliman el mérodo
wrapéutico y cstos no son aplicables industrialmente parque primera no sc
obticne un producto o proceso; y segundo no es reproducible o repetible a

escila industrial. Por lo tanto, cl objeto de la presente invencion referido o los
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usos ¥ métodos terapéuricos, no cumaplen con el reguisicn de o aplicacion

indusirial.

Dado lo anterior, es posible dedugir gue la solicitud v lo eivindicado no es
objeto de patentabilidad pucs ¢s confrario a o que dicta Lo Tiecision 486 de la
Cowwnidad Anding de Naciones, Articulo 14 “Los- Paises Miembros otorgardn
pottentes pura las insenciones, sean de pradiicto o de procedimientn, en todus los campos do la
ronnlogia, siempre gue sean nuevas, tengan vivel mventive v seon swscepribles de aplicecion
inclustrial.”. La solicitud pretendida no cumple con dos de los tres requisicos de

patentalilidad.

Por tode lo anreriar, arentamente solicico 2 usted que se sivva declarar fundada
la presente oposicion v en consceuenciy negar ¢l registro a la solicitud de parente
tfimlada  "COMPOSICIONES FARMACEU’HC&S QUE COMPRENDEN
SUSTANCIAS  ANTIAGREGANTES PLAQUETARIOS COMBINADAS
PARA SU USQ EN ElL TRATAMIENTO PREVENCION DE EVENTOS
VASCULARES DE QRIGEN ISQUEMICO”, cuyo timlar es WORLD-TRADE
IMPORT-EXPORT, WTIE, ﬁG,, solicitud Colombiana que aperecia publicada
en la Gacers de la Propicdad Industrial N° 610 del 30 de noviembre de 2009,

4. PRUEBAS

De conformidad con ko dispuesto por las normas vigenees, solicite a usted tener

COMO prueba en este asunto los siguientes:

& D21 US5663156 pablicada el 2 de septiemnbre de [997.
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4, FUNDAMENTO DE DERECHO

Fundamento csta observacion en las normas legales siguientes:

4.1, Numera! | del articulo 386 del Codigo de Cometcio.

4.2, Aniculo 42 de la Decision 486 de la Comision del Acuerda de Cartagena,

En las demds normas concordantes.

*
‘b

5. ANEXOS

Para los efectos correspondientes anexo al presente escrito los siguientes documentos:

1. Poder para actuar en ¢l presente.

-

Documente que acredita al representante legal de PROCAPS S.A.

iad

Recibo de caja del respecrive pago de tasa.

4. Copinas de los documentos:

e DI: US5663156 publicada el 2 de septiembre de 1997,

Carrera 13Ne 11995, Q6 104 Tel. (STD 2 J312 13 -62050 21 - Fax. (STDY G 1219 79
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6. NOTIFICACIONES

Para efectos de notificaciones que por dispasicion del articule 50 del Decrero
Ol de 1984 debe hacer su Despacho, informo que mi representada v la suscrita
recibiremos notificaciones en Ia Secretaria de su Despacho o en mis oficings siruadas

en la Carrera 13 Ne 11995, Of. 104 de csta ciudad de Bogota.

Senor Superintendente,

CIELO ANGELA PENA RODRIGUEZ
C.C. 51'940.252 de Bogota
T.P.A. 82701 del C.S.dela].

Carrera 13N 11995, OL 104 Tel 5T 2 1312 13-6205021 -Fax. (BTG 1219 78
Lanail: negovios@apritauni~o.con - www.oplitniinm-co.com
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