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. PETICION

Sirvase negar el beneficio patentario a la solicitud contenida en el expediente 04-
008-248, debido al evidente incumplimiento de los requisitos de patentabilidad a
que se refieren los articulos 14, 16 y 18 de la Decision 486 de la Comunidad
Andina de Naciones, con base en los fundamentos que se expondran en este
escrito.

Il. FUNDAMENTOS DE LA PETICION

2.1. La solicitud en tramite revela sales del compuesto de férmula (1) (Topiramato),
como son |as sales de sodio, potasio, litio, magnesio en donde la sal se forma en
el grupo sulfamato, asl como su caracterizacién por difraccion de rayos X, sus
procesos de obtencién y composiciones que las comprende.

¢ LAS SALES CRISTALINAS DEL COMPUESTO DE FORMULA (I)-
TOPIRAMATO, CARECEN DE NOVEDAD Y NIVEL INVENTIVO.

Sea lo primero anotar que el principio activo conocido por el nombre genérico de
TOPIRAMATO, incluyendo la sal sodica y la sal magnésica, ciertos procesos de
obtencién, al igual que su utilidad y empleo, han sido revelados ai menos desde la
publicaciéon de la patente americana US 5,898,380 en 07-12-1999. Ademas, la simple
lectura de la parte descripitiva de dicha anterioridad, muestra que en ella no sdlo se
revela el compuesto de formula (1), SINO SUS SALES FARMACEUTICAMENTE
ACEPTABLES, provenientes de acidos organicos, inorganicos y de bases; veamaos:

CLAS0aNL
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By pharmacentically acceptable derivative is meant any
pharmuaccutically acoeptable cster or salt of such ester of the

cumpuund_s _ul' lermula (D)
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Pharmaceutivally asveplable salis of the compouncs of
lormula (1) mclude those derived from phannaceutivally
acceptable, inorganic and amanic acids and bascs. kxamples
ol suilable aids include hydrochlorie, hydrobromic,
sulfuric, nitne, perchloric, fomaric. maleic, phosphoric,
glwecllic, lacric, salicylic. seecinic, tolenc-p-sulphonic,
tartaric, aotic, vilrie, fonmic, hensoic, malonic, napthakne-
J-sulphonic and benzenesulpkonic acids, Other acids such
as oxatic acid, while not in themselves phamaceutically
awcuplable, may be usclul in the preparation of salls useful
as inlermediafes tn oblaining compounds uselul wn the
method of the inventivn and their pharmaccutically aceepl-
able acid addition sal:s.

Sads derived [rom appropriate bases include alkali metal
{c.g. sodium). alkaline carth metal (¢.g. magnesium) ammo-
nivm axd NR, (where R is C, , alkyl) sahs.

Como se observa, el compuesto de férmula (l) de la patente US 5,998,380 no solo es
igual al compuesto de formula (I) de la solicitud colombiana en tramite
(TOPIRAMATO), sino que las sales que se pretenden en el capitulo reivindicatorio de
la misma, es decir, sales de sodio, litio, magnesio y potasio, también estaban
anticipadas en la anterioridad tantas veces mencionada, en donde se dice que “las
sales derivadas provenientes de bases adecuadas incluyen metales alcalinos (por
ejempio sodio), metales alcalinotérreos (por ejemplo, magnesio)...".

Vemos entonces que, textualmente las sales de sodio y magnesio de Topiramato
carecen de novedad por ocbra de lo revelado en la patente americana US 5,988,380, y
las sales de litio y potasio, adn sin haber sido literalmente mencionada se encuentran
reveladas o contenidas dentro del grupo de metales alcalinos que, como cualquier
persona medianamente versada en la materia sabe que a este grupo pertenecen el H,
Li, Na, K, Rb, Cs y Fr, en consecuencia, fodas las sales reveladas en la solicitud
colombiana en tramite carecen de novedad y de nivel inventivo.

De igual manera, me permito mencionar lo revelado en la solicitud internacional WO
00/50020 publicada el 31 de agosto de 2000 y titulada “USE OF SULFAMATE
DERIVATIVES FOR TREATING IMPULSE CONTROL DISORDERS" en donde
también se refiere a compuestos sulfamatos como Topiramato y sales del mismo;
veamos:

In addition, the compounds of this invention also



include any pharmaceutically acceptable salts, for example: alkali metal salte, such as
sodium and potassiurn; ammonium salts: monoalkylammonium salts; dialkylammonium

salts; trialkylammonium salts: tetroalkylammonium salts; and tromethamine salts,

Hydrates and other solvates of the compound of the formula (T) are inchuded within the
scope of this invention.

De nuevo y segin la materia descriptiva, el compuesto de formula ()) de la solicitud
internacional WO 00/50020 no sélo es igual al compuesto de férmula (l) de la solicitud
colombiana en tramite (TOPIRAMATO), sino que las sales que se pretenden en el
capitulo reivindicatorio de la misma, es decir, sales de sodio, litio y potasio, también
estaban anticipadas en la anterioridad mencionada, ya que textuaimente se describen
las sales de sodio y potasio de Topiramato, y la sal de litio, se encuentra
implicitamente contenida dentro del grupo de metales alcalinos, por lo tanto, queda
una vez mas demostrado el incumplimiento de los requisitos de patentabilidad de la
solicitud colombiana en framite y de las sales de topiramato reveladas, por obra de los
documentos mencionados.

< LA IDENTIFICACION DE LAS SALES PRETENDIDAS POR SUS PATRONES
DE DIFRACCION DE RX NO CONSTITUYE INVENCION ALGUNA.

En lo que se refiere a la caracterizacion hecha de las sales por el solicitante, en
funcidn de sus patrones de difraccion de RX, cabe anotar que este método de
identificacion — que no de creacion -, data de 1912' y permite a cualquier persona
versada en la materia identificar y caracterizar diversas variaciones en la estructura
cristalina de una molécula. Los resultados de un procedimiento de caracterizacion por
difraccién de Rx son una manifestacion del comportamiento natural de una molécula,
en funcion de las condiciones ambientales y demas variables a que esta sea
sometida, incluyendo desde luego la orientacién e intensidad de los rayos, sin que
dichos resultados constituyan de manera alguna aporte inventivo de quien realiza el
procedimiento de identificacién?.

! Ver “Remington — The Science and Praclice of Pharmacy”, 20th Edition, Philadelphia, PA, USA, 2000,
Paginas 172-178.

* Confirma lo anterior lo dicho por Skoog, Holler y Mieman “For analytical diffraction studies, the crystalline
sample is ground to a fine homogeneous powder in such a form the enormous number of small crystaliites are
oriented in every possible direction; this whan a X-ray beam traverses the material, a gignificant number of the
particles can be expected to be oriented in euch ways as to fulfill the bragg condition for reflection from gvery
possible interplanar spacing™. (Subrayado fuera de texto)



Por lo tanto, la metodologia analitica para caracterizar una sustancia no es un proceso
inventivo sino el reporte de un descubrimiento, pues proviene de herramientas
tecnoldgicas conocidas y utiles en muchos otros campos de la ciencia, que estan al
alcance de la industria farmacéutica en el mundo.

De igual manera, cuando se obtienen valores de difraccién de RX diferentes entre
diversas sales, dicha diferencia no implica por si misma la existencia de ventajas
técnicas de una frente a la otra. Asi las cosas, resulta claro que la caracterizacion por
difraccion de RX se limita a reportar un simple descubrimiento, categoria ajena a los
“productos y procedimientos” que pueden ser objeto de patente a la luz de [a
normatividad andina.

En este sentido, cabe recordar nuevamente lo dicho por esa entidad en las
Resoluciones No. 59 de 14 de enero de 2003 y en la No. 80 de la misma fecha, en
donde ha reiterado que “(...) la difraccion de rayos X, ademas de ser importante, ha
llegado a ser absolutaments rutinaria para los profesionales quimicos, tanto que el
caso 50% de los articulos publicados en la revista Quimica Inorgénica incluyen por lo
menos una estructura de este tipo (...) En la actualidad gracias a la automatizacién de
procesos computacionales hay organizaciones de investigacién que garantizan la
determinacion de una estructura que contenga un nimero limitado de atomos. en una
semana, a un costo que en {érminos de costos de investigacion es relativamente
bajo(...)". Al ser la difracciéon de rayos X una labor “totaimente rutinaria”, no puede por
ningdin motivo pensarse en que es un resultado del arduo trabajo del inventor, sino
que consiste, por el contrario, en un simple proceso de identificacion rutinario en la
industria farmacéutica internacional.

< LA COMPOSICION REVELADA EN LAS REIVINDICACIONES 20 A 22
CARECE DE NOVEDAD Y NIVEL INVENTIVO.

La composicién farmacéutica que comprende una sal de conformidad con la
reivindicacion 1 y un portador farmacéuticamente aceptable revelada en la solicitud
colombiana en tramite y en especial en las reivindicaciones 20 a 22 no retne los
requisitos de patentabilidad si tenemos en cuenta lo revelado en las anterioridades
mencionadas previamente:
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v La patente americana US 5,998,380 menciona composiciones farmacéuticas que
contienen como principio activo un sulfamato como lo es Topiramato o sus sales

farmacéuticamente aceptables:

|57] ABSTRACT
A methnd Jor treating migraine in non-epileptic swhjecis
which involves adintinisiering 1o subjecis an cffective
amount of & pharmaceutical compesilicn comprising a sulla-
mate ol the bllowing formula:
I
HLARKINTIR
Rs
R;
By Ry

v La solicitud intemacional WO 00/50020 también se refiere a composiciones
farmacéuticas que comprenden unc o més compuestos de férmula () como es
Topiramato, junto con excipientes farmacéuticamente adecuados:

To prepare the pharmaceutical compositions of this invention, one or more
sulfamate compounds of formula (1) arc intimately admixed with a phnmnnc.mienl carrier
according to conventional pharmaceutical compowuding techniques, which carrier may
take a wide variety of fonns depending on the form of preparation degired for
administration, e.g., oral, hy suppository, or parenteral, In preparing the compositions in

oral dosage form. any of the usual pharmacentical media may be employed. Thus, for (...)

< EL PROCEDIMIENTO REVELADO EN LAS REIVINDICACIONES 23 A 32
INCUMPLE LOS REQUISITOS 16 Y 18 DE LA DECISION 486.

Para una persona medianamente versada en la materia es bien sabido que para
formar una sal es necesario hacer reaccionar un acido capaz de donar un idn
hidrdgeno cargado positivamente o proton (H+) con una base la cual es capaz de
aceptar un i6n H+; de esta manera, el compuesio de fémmula (I) constituye un
compuesto de caracter acido que dona un ién hidrégeno y que reacciona con un
hidréxido de metal alcalino, o con un alcoxido de metal alcalino o una amida de metal
alcalino para finaimente dar lugar a las sales de metal alcalino del compuesto de
formula (1) TOPIRAMATO.



De igual manera, la solicitud internacional WO 00/50020 tantas veces mencionada en
su parie descriptiva revela la forma de obtener las sales de los compuestos de formula
(), veamos:

Pharmaceutically acceptable salts of the compounds of formula (I) can be

prepured by reacting the sulfamate of formula (I) with the appropriate base and

recovering the salt.

Sin entrar en mas detalles, es bastante evidente que el procedimiento de la solicitud
colombiana en tramite no represente ninguna novedad ni ningin avance relacionado
con el arte previo pues, es evidente que la sal que se desea se obtenga como se
menciond antes, mediante la reaccion quimica entre una base y un écido y que para
poder tener el sélido respectivo es necesario llevar a cabo una precipitacion con el fin
de retirar el exceso de solvente.



Por lo expuesto respetuosamente llamo {a atencién sobre el hecho de que ia
solicitud de la referencia, en todas sus reivindicaciones, no cumple con los
requisitos dispuestos en la Decision 486 de 2000, por tal razén no puede ser
objeto de privilegio de patente de invencion.

. PRUEBAS

Ruego que se tengan como tales, sin perjuicio de que el Despacho considere
oficiosamente, en particular de las allegadas por el suscrito a los expedientes
mencionados en este escrito, las siguientes:

o Patente americana US 5,998,380 de diciembre 7 de 1999.
¢ Solicitud Intemacional WO 00/50020 de agosto 31 de 2000, paginas 3, 5,
8 y capltulo reivindicatorio.

IV. EUNDAMENTOS DE DERECHO

Invoco como fundamentos de derecho de esta peticién el Capltulo |, articulos
14, 16 y 18 (Requisitos de Patentabilidad) de la Decision 486 de 2000.

V. ANEXOS

1. Copia simple del certificado de existencia y representacion legal de
Tecnoquimicas S.A.

2. Copia simple del poder para actuar a mi conferido por la sociedad
mencionada.

Vi. NOTIFICACIONES
Mi representada y el suscrito las racibiremos en la secretaria de su Despacho, o

en mi oficina de abogado, ubicada en la Carrera 17 No. 88-23, Oficina 205 de
Bogota, Fax (1) 621.25.42.



Seitor Superintenden

JOSE LUIS REYES VILLAMIZAR
C.C. 79'152.473 de Usaquén
T.P.A 44.655del C.S.J.
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5,998,380
1 2
TREATMENT OF MIGRAINE
I
BACKGROUND OF THE INVENTION 1OSONIR,

'This invention relates (o treatment of migrine syndrome. 5 "

Description of Related Art R,

A working definition of migraine is a benign recurring
headache and/or ncurologic dysfunction, more common in herein
women than men. 10 .

X is CH, or oxygen;

Classic migraino (migraine with aura) refers 10 the syn- R, is hydrogen or lower (C,—C,) alkyl; and
drome of a severe, throbbing beadache which often is Ry, Ry, R, and R, arc indcpondently hydrogen or lower
preceded by scosory, motor or vistal symploms, refocred 1o alkyl and, whon X is CIL,, R, and Ry may be alkene
as an “aura.” Common migrainc (migraine without auna) . groups joined 1o form a henzene ring and, when X is
denoles a headache withoul the aura. Common migraine is oxygon, R, and R3 and/or R, and R, topether may be
the mast frequent headache Lype reported by paticats. a melhylenodioxy group of the following formula (1)

Many drugs are now available for prophylactic treaiment I
of migraine. They musl be (aken daily. The major drugs for —
prophylaxis are prapranolol, amilriptyline, valproatc, 20
verepamil, pbenelzine, and methysergide. Use of methyser-
gile camrics with it the danger of retroperiloneal fibrosis.
Aspirin-like drugs, including sspirin, naproxen, jbuprofen,
mefenamic acid, flufenamic acid, and wolfenamic acid are in wherein
usc as prophylactic agents. The high dosage of these com- 28 R and R, are the same or different and are hydrogen,
pounds required for effectivenens is a drawback. It has been lower alkyl or arc alkyl and are joined 10 form a
crtimated that the probability of succoss with any one of the cyclopentyl or cyclohexyl ring,
available prophylactic antimigraine drugs i about 60 1o 75% R, in particular is hydropen or alkyl of about 1 to 4
(Harrison’s Principles of Internal Medicine, eds. Issclbacher carbons, such as methyl, cthyl and iso-propyL Alkyl
et al, McGraw-Hill, Inc., New York, 1994, p. 69). 3 throughout this spocification includes straight and
Acvordingly, development or identification of drugs for branched chain alkyl. Alkyl groups for R, Ry Ry, R,
prophylactic treatment of migraine is an area of continuing R, and R, arc preferably of about 1 to 3 carbons and
medical nced. inchide methyl, cibyl, iso-propy] and o-propyl. When X

. is CH,, R, and R, may combine 1o form a benzene ring

SUMMARY OF THE INVENTION

The invention features administering sulfamates of the
following formula (I):

1/OS0,NIR,

Ry
n

wherein X is O or CH, and R,, R, R;, R, and R, are 25
hereinafier defined, 1o prophylactically control migraines in
non-cpileptic subjecis. The mnsi preferred compound is
topiramate, described below. Topiramate has been used to
treat cpileptics, including cpileptics who suffer from
migraine, to prevem scizunes.

The above discusscd and other features and attendant
advantages of the prerent invention will become betier
understood by reference to the following detailed descrip-
tion of the invention, and from the claims,

DETAILED DESCRIPFTION

By treating migruine patienls with the sulfamate com-
pound of forrula ([) or a pharmaceutically acceptable sali or
derivative thereof, a subsiantial decrease in frequency of
migrainous episodes can be achieved.

"The administercd compound is a sulfamate of the follow-
ing formula:

fused to the 6-membered X-conlaining ring, ie., R, and
R, arc defined by the slkairienyl group =Cll—
CHumCH—ClHmm,

In 2 particular group of compounds of formula (N), X is
oxygen and both R, and R, and R, and R together are
methylenedioxy groups of the formula (IT) wherein R6G and
R, are hoih hydrogen, both alkyl or combine 1o [orm a spir
cyclopentyl or cyclohexyl ring, in particular wherv R, and
R, are both alkyl sich as methyl. A second group of
compounis is that whercin X is CH and R, and R; are
joined to form a benzenc ring. A thicd group of compounds
of formula (I) is that wherein both R and R, are hydrogen.

Compounds of formula | which are prefermed for use in the
method of the invention arc tetrahydro-2H-pyran-2-yl)
methane sulfamate, 2.3:4,5-his—O—(1-methylethyldicne)-
p-D-fructopyranose sulfamate, and 2,3:4,5-bis—0—(]-
methylethyldicne)-f-D-fructopyranose methylsulfamate. A
mosl preferred compound is 2,3:4,5-bis—0—(l-
methylethyldicne)-fi-D-fructopyranose sulfamate, also
known a8 topiramaie, having the chemical structure shown
in formula IN:

m
050N,
HyC: a,

HC Ch

By pharmaccutically acceptable derivative is meant any
pharmaceutically acceptable estor or salt of such ester of the

\\



5,998,380

3
compounds of [ormula (I) or any other compounds which
upon administration to tho recipicnt is capable of providing
(directly or indirecily) a compound of formula (I) or an
anti-migraine active metabolite or residue thereof.

It will be appreciaied by those skilled in the art that the
compounds of formula (1) may be modified o provide
pharmacuutically sccoptable derivatives thercof a1 any of the
functional groups in the compounds. Of panticular interest
are derivatives in which the sulfamate portion is masked by
an imidate proup that can he removed in a physiolopical
milieu to generate the parent drup, as disclosed in US. Pat.
No. 5,258,402, and incorporaied herein hy reference. Such
derivatives are commonty known as prodrugs. Other deriva-
tives of interes] include sorbopyranose sulfamates (US. Pat.
No. 5,384,327), fructopyranose cyclic sulfiles and sulfates
(U.S. Pat. No. 5,242,942), and phenylcthyl sulfamates (U.S.
Pal. No. 4,792,569), as well as acctazolamide (U.S. Pat. Nos.
2,554,816 and 2,980,679).

It will be appreciated by those skilled in the art that the
pharmaceutically accepiable derivalives of the compounds
of formula (1) may be derivatised al more than onc position,

Pharmaceutically acceptable salts of the compounds of
formula (I) include \hasc derived from pharmaccuticaily
scceplable, inorganic and onganic acids and bascs, Examples
of suitable acids include hydrochloric, hydrobromic,
sulfuric, nitric, perchloric, fumaric, malcic, phosphoric,
glycollic, lactic, salicylic, succinic, lolucne-p-sulphanic,
lartaric, acetic, citric, formic, benzoic, malonic, napthalenc-
2-sulphonic and benzencsilphonic acids. Other acids such
as oxalic acid, while not in themselves pharmaccutically
acceptable, may be uscful in the prepanation of ralis uscful
an intermediatcs in ohisining compounds uscful in the
method of the invontion and thuir pharmaceutically accopt-
able acid addition salts.

Sabix derived from appropriate bases inchude alkali metal
(e.g. sodium), alkaline carth melal {(c.g. magnusium) amme-
nium and NR, (whore R is C,_, alkyl) nalts.

Synthcsis. The anti-migraine sulfamate derivatives
employcd in the method of (he invention can be synthesized
according 1o the methods disclosed in US. Pat. No. 4,513,
006, which is incorporated by roference. Othor mothads well
known in the art for preparing the disclosed sulfamate
compounds, precursom, prodrugs, or derivatives thercol are
akko available, for example, those disclased in U.S. Pal. Nos.
No. 5,258,402, 5,384,327, 5,242,942, 4,792,569, 2,554 816
and 2,980,679, all of which arc incorporated by reference.

Pharmaceutical Compositions. Pharmaceutical composi-
tions of (he anti-migrinc sulfamate derivatives of the inven-
tion can be prepared according 1o the methads disclosed in
U.S. Pat. No. 4,513,006, which is incorporated by refercnce.

Treatment and Dosage. The amount of a compound of
formula (1) usclul for treatment of migraine in non-cpileptic
subjects will vary not only with the particular compound
sclected but also with the mute of administration, and the
age and condition of the paticnt ircated. In gencral, suitable
doses are in the range of from about % o 15 mg/kg body
weight per day, preferably in the range of 1 1o 10 mp/ky day,
monl prefcrably in the range of 1 10 S mp/kg day. The method
of 1he invention can convenienily adminisicr daily dosages
of compounds of formula (I} in unit dosages, for cxample,
containing 50 1o 400 mg, conveniently 100 to 200 mg, of
active ingredient per unit dosage form. Suilable treatment is
given | or 2 times daily, depending upon clearance rale.
Accordingly, the desired dose may be presented in a single
dosc or as divided doscs adminisicred at appropriale
intervals, for example as two, three, four or more sub-doses

per day.
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Troalment is preferably commenced hefore 1he onscl of a
migraine episode and continued indeflnitely.

Whilc it is possible 1hat, for usc in the method of the
invention, compounds of farmula (I) may be administered as
the mw chemical, it is preferable to present the aclive
inpredicnt as & pharmaceutical formulation or composition
which may further include a pharmaceutically acceptable
carrier. The carrier must be *acceptahle” in the sense of being
compatible with the other ingredients of the formulation and
not deleterions to paticot.

The following examples are intended to iflusirale bul not
limit the ovention. While Lhey are 1ypical, other procedures
known to those skilled in the art may aliernatively he used
to illusirate the cmbodiments and methods of the invention.

EXAMPLES
Example 1

ANTI-MIGRAINE ACTIVITY IN EPILEPTIC
PATIENTS

The following cxample falls outside the scope of the
appended claims.

Patient 1, an epileptic, suffered from complex partial
seizures and frequent cpisodes of migraine, some of which
were lcmponlly related to his scizures. Seizures and
migraines were incompleiely responsive to large doses of
calcium channel blockers added to his anti-epileptic drug
regimen. Patient 2 suffered from complex partial seizures
and frequent, severe migraine episodes, requiring regular
usc of sumatripan.

Patient 1 took topiramate daily for 18 montbs. Paticnt 2
took (opiramate daily for 10 months.

Patient | used 600 mg/d with subsiantial improvement in
migrainous episodes; his current dosage is 00 mg/d. Patient
2 uscd 400 mg/d with substantial improvement of her
migraine hoadaches.

Except for onc migrainous eura, Patient 1's migrainc
cpisodes were nearly completoly controlled and all calcium
channel blockers were abls to bc withdrmwn. Pativnt 1 did
not cxpericnce any adverse effocts from topiramate. Patient
2 had sevoral cpisndes of basilar migraine without beadache
in the fifth and sixth moaths of wipramate use during brict
cossation of ber propranolol therapy, but was migraino-free
thereafier until the tenth month, when she cxperienced 2
nociumnal generalized tonic clonic seizures, and subse-
quently died.

Afer 1aking 800 mg/d of lopiramate, Patient 1 had not
cxpericnced any migrainous episodes. Verapamil,
nimodipine, and cimetidine {given to increasc verapamil
levels) were successfully withdrawn. Patient 2 expericnced
substantially less [requont migraine headaches after wking
topiamate 200 mgAd, eliminating thc averape usc of 2
adminisimtions of sumatriptan per week once she was iaking
300 mg/d of topiramate.

Lxample 2

ANTI-MIGRAINE ACTIVITY IN NON-
EFILEPTIC PATIENTS

To prevent migraine in non-epileptic patients, an effective
amount of a pharmaceutical composition coniaining a sulfa-
mate of formula (I), in particular 2,3:4,5-bis—0—(l-
methylethyldiene)-B-D-fructopyranose sulfamate
(lopiramate) is orally administered daily to the patient. The
daily dosage s in the mnge of about 50 mg to 1000 myg for
an average adult human.

\¢
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What & claimed ix:

1. A method of rcducing the frequency or severity of
migrainous episodes in a pon-epileptic human patient, said
method comprixing administering 1o 1he patient an effective
amount of a sulfamate of the following formula (I):

1OS0;NIR,
R
Ry
Ry Ry
whercin

X is oxygen;

R, is hydrogen or lower alkyl; and

R Ry, R, and R, arc indcpendently hydrogen or lower
alkyl and R, and R, and/or R, and R, together arc a
group of the following formula (IT):

X
wherein

R, and R; aru tho same or different and are hydrogen,
kewer alkyl or arc alkyl and are joined to form a
cyclopentyl or cyclohexyl ring.

2, The method of claim 1, whercin R; and Ry, and R, and
Ry, togother are groups of the formula (II).

3. 'The method of claim 1, wherein R, is alkyl of aboul 1
1o 4 carborm; said lower alkyl group for R., Ry, R, and Ry
is alkyl of about 1 1o 3 carhons; and said lower alkyl for R,
aml R, is alkyl of about 1 to 3 carbons.

4. The method of claim 1, whercin said sulfamatc of
formula ([) is sclected from the group consisting of:

(tetrahydro-2H-pyran-2-yl)methanc sulfamaie;

2,3:4,5-bis—O0—(]l-methylethyldicne)-p-D-

fructopyranoac sullsmate; and
2,3:4,5-bis—0—(1-methylethyldicne)-p-D-
fructopyranose methylsulfamate.

5. The method of claim 4, whercin xaid sulfamate is
2,.3:4 5-bis—0—(1-methylethyldiene)-f-D-fructopyranose
sulfamate.

6. The method of claim 4 whercin the sulfamate is
2,3:4,5-his—O—{(1-methylcthyldiene)-f-D-fructopyrancse
methylsullamate.

7. The methad of claim 1, wherein said sullamate is
adminisicred with a pharmaceutically acceptable carrier.

8. The method of claim 1, wherein said sulfamate is
present in a unit dosage amount of about 50 to 400 milli-

grams.

15
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9. The method of claim 1, wherein the lwo axygea stoms
of the group of formula (IT) are attached on tho same side of
the six-membered ring depicied in formula (1).

10. The method of claim 1, wherein the sulfamaic of
fornmla (I) is a sulfamaic of [ructopyranose.

11. The method of claim 1, wherein in formula (1), R, is
bydrogen.

12. A method of treating migraine in 1 non-cpikeplic
human patient, said method comprising administering to the
patient an effective amount of a sulfamate of the followim

formula (I):
LOSONIR,
ll
j Ry
whercin

X is CH;;

R, is hydrogen or lower alkyl; and

R, Ry, R, and R, are independently hydrogen or krwor
alkyl and R.. and R, and/or R, and R, topether arc a
group of the following formula (11)

bl

R, and R, arc the same or different and ar: hydrogen,
lower alkyl or arc alkyl and are joined to form &
cydopentyl or cyclohexyl ring.

13. A method of reducing the frequency or severity of
migriinous episodes in a non-cpileptic paticnl, the method
comprising administering to the patienl a compound con-
sisting of the snifamate of claim 1 and an imidaie grup that

(2) masks the sulfamatc portion of the sulfamate of claim

1, and

{b) can be removed in a physiological milicu lo gencrate

the sulfamate of claim 1.

14. A method of reducing the [requency or severity of
migrainous episodes in & non-epileptic patient, the method
comprising edministering to the paticnl a surhopyrannse
sulfamate, a fruciopyranase cyclic sulfite, a fructopyranose
cyclic sulfate, 1 phenylethyl sullamate, acelazolamide. or
methezolamide.

o
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(54) Thie: USE OF SULFAMATE DERIVATIVES FOR TREATING IMPULSE CONTROL DISORDERS

(57T) Abstract

Tmpulse Contra) Disordess (ICDs) ane chamcterized by harmful behavions psrformed In respome to irnealaiiblo Impulses. The essenthul
festurs of an 1CD Is the faflurc to resist an impulse, drive, or temptstion and to perform sn act that is hermihl o the person of ko others.
The present invention comprises methads for the tregtment or prevention of ICDa telng a clem of sulfemates of formula (1) whercin X s
CHe or oxygen, and R, Rz, Ry, Ry sd Rs are aa bevein defined. Further, mhlmpdﬂuumm;mpmndufhmnh
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self-mutilation, nonparephilic sexual addictions, severe nail biting, compulsive skin

picking, personality disorders with impulsive featares, attention deficit/hyperactivity

disorder, eating disorders characterized by bings eating, and substance use disorders.

5 of the Inveation

1t is an object of the present invention to describe the use of sulfamate derivatives
for the treatment of Impulsc Control Disorders.

The present invention comprises methods for the treatment or prevention of
Impulse Control Disorders using the compounds of formula (I), pharmaceutical

10 compositions containing ono or more of the compounds of formula (), or pharmaceutical

compositions containing one or more of the compounds of formula (I} in add;tion toa
safe and effective smount of one or more additional agents to treat related symptoms and
conditions.

15 fled i the Invention
The sulfimates of use in the present invention are of the following formula (I):

X ,OB0NHR,

R:
Ry

wherein
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ring. A third group of compounds of formula () is that wherein both R; and R; are
hydrogen.

The compounds of formuls |: may be made by the processes disclosed in U.S. Pat.
Nos. 4,075,351, 4,513,006, 4,591,601, 4,792,569 , 5,242,942, 5,387,700, which are
incorporated in their enhrety herein by reference.

The compounds of formula I inclnde the various individual isomers as weil as the
racemates thereof. For treating ICDs, a compound of formula (I) may be employed at a
daily dosage in the range of sbout 15 to 1400 mg administered omally, for an average
adult human.

To prepare the pharmacentical compositions of this invention, one or more
sulfamate compounds of formmula (1) arc intimately admixed with a pharmaceutical carrier
according to conventional pharmaceutica! compounding technigues, which carrier may
1ake a wide variety of forms depending on the form of preperation desired for
adminisiration, e.g.. arsl, by suppository, or paronteral. In preparing the compositions in
aral dosage form, any of the usual pharmaceutical media may be emplayed, Thus, for
liquid oral preparations, such as for example, suspensions, elixirs and solations, suitable
carriers and additives include water, glycols, oila, alcohols, flavoring agents,
prescrvatives, coloring agents and the like; for solid oral preparations such as, for
cxample, powders, capsules and tablets, suitable carriers and additives include starches,
sugary, diluents, granulating agents, lubricants, binders, disintegrating agents and the like.
Because of their case in administration, tablets and capsules represent the most
advantageous oral dosage unit form, in which case solid pharmaceutical carricrs are
obviously employed. If desired, tablets may be sugar coated or enteric coated by standard

%8\%
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2,3-O-(cyclohexylidene)-4,5-O-sulfonyl- beta -D-fructopyranose sulfemate;
(5)4,5-O{N-(1,1-dimethylethoxycarbonyl)imidogulfinyl]-2,3-O-(1-
methylethylidene)- beta -D-fructopyranose sulfamate;

and the phermaceutically acceptabls saits thereof.

Included within the scope of this invention arc the various individual anomers,
diastereomers and ensntiomers ss well as mixtures thereof. Such compounds are included
within the definition of formula (). In addition, the compounds of this invention also
inclnde any pharmaceutically acceptable salts, for example: alkali metal salts, such as
sodium and potassium; ammonium salts; monoalkylammonium saits; dialkylammonium
salts; trialkylammonium salts; tetraalkylammonium salts; and tromethamine salts.
Hydrates and other solvates of the compound of the formula (T) are included within the
scope of this invention.

Pharmaceutically acceptable salts of the compounds of formula (I) can be
prepared by reacting the sulfamnate of formula (I) with the sppropriste base and

recovering the salt.

The sulfamate derivatives may be used in conjunction with one or more other
drug compound and used ecconding to the methods of the present invention s0 long as the
pharmaceutical agent has a use that is also effective in treating 1CD’s and/or concurrent
ilincsses. Pharmaceutical agents include the following catcgories and specific examples.
It is not intended that the category be limited by the specific examples. Those of ordinary
skill in the art will be able to identify readily those pharmaceutical agents that have utility

with the present invention. Those of ordinary ekill in the art will recognize also numerous
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CLA
What is claimed is:
5 1) A method for treating an Impulse Control Disorder comprising administering to a
mammal affticted with such condition a therapeutically effective amount for treating
such condition of a compound of the formula I:

X _CH,080NHR,
R
Ry

wherein
10 X ia CH; or oxypen;
R, is hydrogen or alkyl; and
Rs, R3, R4 and Ry are independently hydrogen or lower alkyl and, when X is CH;, Ry
and Rs may be alkene groups joined to form a benzene ring and, when X is oxygen,
R; and R and/or R, and R together may be a methylenedioxy group of the following
15 formula (II):

wherein
R¢ and Ry are the same or different and are hydrogen, lower alkyl or are alkyl and are
joined to form a cyclopentyl or cyclohexyl ring.

3
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2) The method of claim 1 wherein the compound is sclected from the group consisting

of 2,3:4,5-bis-O-(1-methylethylidenc)- beta -D-fructopyranose sulfamate, 2,3-0-(1-
methylethylideac)-4,5-O-sulfonyl- beta -D-fructopyranose sulfamate, 2,3-0-(1-
methylethylidene)-4,5-O-sulfonyl- beta -L-fructopyranose sulfamate,2,3-O-(1-
methylethylidens)-4,5-O-sulfonyl- beta -D-fructopyranose methylsulfamate,2,3-0-(1-
methylethylidene)-4,5-O-sulfonyl- bets -D-fructopyranose butylsulfamate,2,3-O<(1-
methylethylidene)-4,5-O-sulfonyl- beta -D-fructopyranose cthylsulfamate,2,3-O-(1-
methylethylidenc)-4,5-0-sulfonyl- beta -D-fructopyranose octylsulfemate,2,3-0-(1-
methylethylidene)-4,5-O-sulfony}- beta -D-fructopyranose 2-propenylsulfamate,2,3-
0-(1-methylethylidenc)-4,5-O-suifonyl- beta -D-fructopyrancse
phenylmethylsulfamate 2,3-O-(1-methylcthylidene)-4,5-O-sulfonyl- beta -D-
fructopyranose cyclopropylsulfamate, 2,3-O-(1-methylethylidene)-4,5-O-sulfonyl-
beta -D-fructopyranose cyclobutylsulfamate,2,3-O-(1-methylethylidene)-4,5-O-
sulfonyl- beta -D-fructopyranose (2,2,2-trifluoroethyl)sulfamate,2,3-O~(1-
methylothylidene)-4,5-O-sulfonyl- beta -D-fructopyranose dimethylsulfamate,2,3-O-
(1-methylethylidene)-4,5-O-sulfonyl- beta -D-fructopyranose diethylsulfamate,2,3-O-
(1-methylethylidene)-4,5-O-sulfonyl- beta -D-fructopyranose azidosulfate,(S)-2,3-0-
(1-mcthylethylidenc)-4,5-O-sulfinyl- beta -D-fructopyranose sulfamate,(R)-2,3-0-(1-
methylethylidene)-4,5-O-sulfinyl- beta -D-fructopyranose sulfamate,2,3-O-(1-
ethylpropylidene)-4,5-O-sulfonyl- beta -D-fructopyranose sulfamate,2,3-0-(1-
methylethylidene)-4,5-O-]N-(4-methylbenzenesulfonyl)imidosulfinyl]- beta -D-
fructopyranose sulfsmate,2,3-O~(1-methylethylidene)-4,5-0-[N-(4-
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3)

4)

5)

6)

methylbenzenesulfonyl)imidosulfonyl]- beta -D-fructopyranose sulfamate 2,3-O-
(cyclohexylidenc)-4,5-O-sulfonyl- beta -D-fructopyranose sulfamate (S)-4,5-O-[N-
(1,1-dimethylethoxycarbonyl)imidosulfinyl]-2,3-0-(1- methylethylidene)- beta D
fructopyranose sulfamate, and the pharmaceutically acceptable salts thereof,

The mothod of claim 1 wherein the compound is aclected from the group consisting
of (1R,2R,3S,48)(1,2:3,4-di-O-methylethylidenecyclohexan-1,2,3,4-tetraol-4-
yl)methy! sulfamate and (1R,2S,3S,45)-(3,4-O-methylethytidene-1,2-0-
sulfinylcyclohexan 1,2 3,4-tetraol-4-yl)methyt sulfamate.

The method of claim 1 wherein the compound of formula I is topiramate.-

The method of claim 1, wherein the therapeutically effective amount is of from sbout
15 to about 2000 mg per day.

The method of claim 1, wherein the therapentically effective amount 1a of from about
25 to about 750 mg per day.

KK]
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8)

The method of clgim 1 wherein the Impulss Control Disorder is selected from the
group consisting of inteymittent explosive disorder (IED), kieptomania, pathological
gambling, pyromania, trichotillomania, compulsive buying or shopping, repetitive
self~mutilation, nonparzphilic sexual addictions, severe nail biting, compulsive skin
picking, personality disorders w ith impulsive foatores, sttention deficit/hyperactivity
disorder, cating disorders characterized by binge cating, and substance use disorders.

The method of claim 1 wherein the compound is used in conjunction with one or
more other drug compounds selected from the group consisting of adrenergics,
adrenocortical steroidz, adrenocortical suppreasants, aldosterone antagonists, amino
acids, analeptics, analgesics, anorectic compounds, mnorexics, mnti-gnxicty agents,
antidepressants, antihyperiensives, anti-inflammatorys, antinauseants,
antineutropenics, antiobscssional agents, antiparkinsonians, antipsychotics, appetito
suppressants, blood glucose regulators, carbonic anhydrase inhibitors, cardiotonics,
cardiovascular agents, choleretics, cholinergics, cholinergic agonists, cholinesterase
deactivators, cognition adjuvants, cognition enhancers, hormones, memory adjuvants,
mental performance enhancers, mood regulators, nouroleptics, neuroprotectives,
psychotropics, relaxants, sedative-hypnotics, serotonin antagonists, serotonin -
inhibitors, serotonin receptor antagonists, stimulants, thyroid hormones, thyroid
inhibitors, thyromimetics, cercbral ischemia agents, vasoconstrictors, and
vasodilators.
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9) The method of claim 1 wherein the Impulse Control Disorder is an cating disorder
and the compound is used in conjunction with one or more other drug compounds
selected from the group consisting of seratonin re-uptake inhibitors,
antidepreasants, psychostimulants, and orlistat.

10) The method of claim 1 wherein the Impulsc Control Disorder is an
overweightlobe;itycondition end the compound is used in conjunction with one or
more other drug compounds selected from the group consisting of sibutramine,
psychostimulants, and orlistat.

11) The method of claim 1 wherein the Impulse Control Disorder is a nicotine
addiction condition and the compound is used in conjunction with one or more
other drug compounds selected from the group consisting of bupropion, scrotonin
reuptake inhibitors, nicotine, and antidepressants.

12) The method of claim 1 wherein the Impulse Control Disorder is an alcohol
abuse/dependence condition and the compound is used in conjunction with one or
more other drug compounds selected from the group consisting of naltrexone,
serotonin reuptake inhibitors, and other antidepressants,

s
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13) The method of cleim 1 whervin the Impuilse Control Disorder is a behavioral
addiction condition and the compound is used in conjunction with one or morc
other drug compounds sslected from the group consisting of serotonin reuptake
inhibitors, lithiumm, valproic acid or divalproex sodinm, other antidepressanta,
naltrexone, atypical mtipsychotics, and other mood stabilizers,

14) The method of claim 1 wherein the Impulse Control Disorderis a
paraphilias/sexusl addiction condition and the componnd is used in conjunction
with one or more other drug compounds selected from the group consisting of
serotonin reuptake inhibitors, lithivm, divaiproex sodivm/valproic acid,
antiandrogen agents, other antidepressants, and other mood stabilizers.

36
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16.633.490,. GERENTE DEL DISTRITO DE.VENTAS 'DEL,OCCIDENTE COLOMBIANO DE LA SOCIEDAD, CON - -
SEDE EN--CALI,_.UBICADO -EN: LA: CALLE 237 NRO.-, —65, PARA- EL EJERCICIO DE LAS SIGUIENTES. .
JFACULTADES : .1y PARA. QUE! EN NOMBRE DE{'},'_I'_ECNOQDIMICAS S;A. Y EN ASUNTOS QUE TENGA QUE VER
CON EL DISTRITO" DE VENTAS PROMUEVR, AC IQNES--EN JNOMBRE DE ESTA ANTE ENTIDADES PUBLICAS,

.FUNCIONARIGS" O-"EMPLEADOS . NACTONALES ;. .DEPARTAMENTALES Y- MUNICIPALES DEL ORDEN JUDICIAL, =¥
ADMINISTRATIVO-O.POLICIVO;- YR SEA’ .E.N--'PROCESOS, "ACTUACIONES, SIMPLES ACTOS O DILIGENCIAS .-.
¥ GESTIONES : DE: "CARACTER . .LABORAL, CIVIL; . _COMERCIAL..Y POLICIVO, CON FACULTADES DE . !
PESESTEMIENTO; - -ACLANAMIENTO Y -CONCILIAGCION,:: EN-/10S. QUE EL ESTABLECIMIENTO ESTE ...
VINGPLADO:GOMO. DEMANDANTE, . DEMANDADQ -© : TERGERO, INTERVINIENTE. PARAGRAFD: LA FACULTAD DE !
couc;n.hcmn,-anzsxsmuzmo :Y, m.LmuIENTQn SE: LIMITA::
cmcqmpnf‘;-so;. SALARIOS: ZMINIMOS ~TEGALES.  MENSUALES:
'cons;n'mi mnxes-spm rm;c:m =GRS IACE: un.s:s,_ qousaernas Y. .PENALES
2 TE 'sms‘ TMETACION /DE:‘CUANTIA, CON: .EK_ERESA

: " SOCIEDAD A Lasénum;sucms ‘BBr.GONCILIAGI_bN‘:-
jt';.- DESIs'rIR,_coﬁ"iLm O COMEROMETER "X .LA: SOCTEDAD-'EN TODOS*
zs:t;onss ZXUDICLALES, ADUMINISTRATIVAS:O n!:c:.mcmnas.mxwmpabcz&o- EN, QUE %%
E 3 "E:s'msnﬂcm:wn'd%'#@ou ‘LaS Ltgr'mcxouzg.up vxsmg BN, B

. 3)r PARA SUSCRIBER; _LOSZCONTRAEO sét.nﬂ."ém 30.- Y. DRRELOS L
E SEGVIN AL:ZESTABSEC TSk cpgaE. MERCT!
BLLO -laﬂfl.&azm GTONg
K3

B ON BN LA VAGUARDIA=S __.Eos 'nznzcnas
BARR . QUETER : __;'. '_.m;g; BRSNS
] Rzil LAS, SIGUIENEES B : TR
LESSCRYAE=FINZ
ECIMIENTQZ
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IPENAL'ES."‘!ENDIENTES A LA RBCUEERACION DE: ‘LA. CARTERA, SIN I..II-!'[TACION DE CUANTIA COH s
VEXPRESAS FACULTADES PARA ASISTIR EN NOMBRE DE LA SOCIEDAD A LAS AUDIENCIAS -DB-= °
' CONCILIACION, CON AUTORIZACION PARA TRANSIGIR, DESISTIR, CONCILIAR O COMPROMETER A LA
: SOCIEDAD EN TODOS LOS PROCESOS, GESTIONES, JUDICTALES, ADMINISTRATIVAS O RECLAMACIONES .
sx-raapnocr:so EN QUE INTERVENGA EN-ASUNTOS DEL ESTABLECIMIENTO CON LAS LIMITACIONES 4
pmav:sras EN. EL -PARAGRAFG:: DEL> sNUMERAL™ ANTERIOR: :3)_ PARA- SUSCRIBIR LOS ; :CONTRATOS . —’
‘PRABAJO .*Y -DARLOS POR . 'rzanmnno ‘DEL- -PERSONAL" VINCULADO" ‘C QUE -SE < "VINCULE™ AL. 1—
}ss-mm.scmmc-ro DE COMERCIO.- &’ ‘PARA’ CONSTITUIR APODERADO O APODERADOS EN DESARROLLO: DE < _}-.;
"LA" REPRESENTACION "LABORAL ST AST .LO:CONSIDERA ‘NECESARIO, TENIENDO SUMA nn.rctncm mm‘h‘ :
'Quz mcuoqu:u:cns S:AFEN* NINGUN= CASQ-'QUEDE’ -SIN.-LA:'DEBIDA REPRESENTACION ~EN jLA-;-
.sm.vacunnnm DE’-SUS osnsCHos Y- OBLIGACIONES™LABORALES- 5 -~em QUE- EN DESARROLLO DE LAS Finr.
AC'.I"IVIDADES. pEL: ESTRBEECIHIENTO "D!-'.'. =" ODIERCIO BJERZAS :-I.AS -*SIGOIENTES - FACULTADES .-~
rzspn:cms:s JCOMPRAR ERMUTAR -renn LASE ~DE,,BIENES:-MUEBLES' CUYA FINALIDAD sm.-.--" :
s -rrvmnnzs QELZESTABLECIMIENTO, HASTA .PORT LAY,
: SUMA QUE - INDIQUE “EOS:: MANUELES ,¥- nocan:u:sn-rbs :INTERKOS "DE~ LA’ SOGIEDAD: ' PARAGRAFO:; E§ F+i3"
;BHTENDIDO QUE EL APODERADO .EN- SU CONDICION DE GERENTE, ESTA' FACULTADO PARR REALIZAR™ LA -
/VENTA, SIN’ LIMITACION 'E CUAN‘HA,- DE*LOS: ART-ICULQ PROPIOS:.DE LA ACTIVIDAD COMERCIAL DELJ:*’ -
“DISTRITO DE vr:w'rns BEMRNEJAR m«cuzu:ms‘conaxzmzs “CON* FACULTADES' PARA GIRAR CHEQUES .~'%"
[:{ASTA * POR™ LA:—'-GI.!Q,.N'HA' ) FDE!‘ERHIN‘EN" LOSR: mnum.ss avupnecaommn-ros -INTERNOS DE LA
Lsoczsm"‘q ESLASVENER D
A_B:
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BE TE(.NOQUIHICAS S.A. 20 ) SUSCRIBAJ&Y DE POR- TERMINADO LOS CONTRATgs ngfémgg 5";9
PERSONAL - VINCULADO A LA EMPRESA:.-~3g.)-CONSTITUYA APODERADOS EN DESARROLLO DE ESTA\
REPRESENTACION LABORAL, .REVOQUE '!"SU m DICHOS PODERES CUANDO LO ESTIME PROCEDENTE. !
40.)} TRANSIUA, CONCILIE, DESIS'I:A HPROHETA A LA EMPRESA EN TODOS LOS TRAMITES-

ADMINISTRATIVOS- Y PROCESOS -~ JUDICIALE = PE . CARACTER | LABORAL, POLICEVO, PENAL O DE-: - '

FISCAI:IA EN-‘LOS' QUE, ‘LA EMPRFSA SEA’!PF:H‘E- DEMANBANTE, DEMANDADA O TERCERO INTERVINIENTE. R

PARAGRAFO. . LA FACULTAD- PARA TRANSIGIR ‘GTRCONCELIAR SE "LIMITA A LA SUMA DE QUINIENTOS '
{500) - SALARIOS_.LEGALES -MENSUALES.: SoL), .OTORGUE: PQDERES Y CONSTITUYA MANDATARIOS PARA_ _
INIGIAR, LAS: 'ACCIONES "JUDICEALES .Dz», ¥ERxCIVIL, . COMERCIAL Y PENAL TENDIENTES A LA |
chuazmczou -DE -:LOS . cm:or-ros- OB "ADBx ‘L&' .SOCIEDAD, BIEN SEA REPRESENTADOS- EN.' .
¥ ¥CUALOUIER "OTRO.:DOCUMENTO REPRESENTATIVO..DE-- --;
Fs_qqmmmos..esnm SALARIOS' . MINIMOS Lsem.ss,
ISTIR.EN NOMBRE DE' TECNOQUIMICAS S-A. A .LAS:

"S:rm h:.-_-ﬂs_;:g,

= ENZ.GENE
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rPREVISTAS “EN-EL pamm& DEI.r Nuusm..-nmn;eag 3
MANDATARIOS PARA™HACERSE = PARTE BN ~EOSY FRO;BEUS co:-!connATARIos, DE LIQUIDAC]IJN-
|OBLIGA'I:ORIA, o] n.szsrnucrumcmn‘ ECONCMI¢ .-‘sfr‘?nmnan ANTE LA $UPERINTENDENCIA -DE

| DEUDORES, TENDIENTES A LA nscypemcxoﬁ-*

-zxpnssas FACULTADES * PARK- ASTSTIR BN NOMBRE:

{ AUTORIZACION Pm Tmsxcm, BE; R, 76 I_Lj,:___, 0.5

k TALES = ADIENISTRIY :

‘ou:: mtaavzmn-"stg -Asum'os--*o 5‘{?“3 ME E‘;’Ms -np%mcxon;mzv%sms 3B

-BARAGRAFO DEL NUMERAL:: MERQ dg):-_PARA'— gRI ATR: —egrmw S:iDE~T 0 nmos=-
RMINADO :Dznirpsa.gemt. "BI m : SheNE LS -‘

AS; EcEs&EE """

;chuu cnso QﬁEDE‘ SIN' Epra

- RSTABLECIMIENTO-, DB -cwsat—r ERZASLA ,
; EERUTAR TO0ACL "DE‘.—E.&TENE&EBIE_ _
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REPRESENTACION EN LA SALVAGUARDIA DE SUS DERECHOS Y OBLIGACIONES LABO! )
EN DESARROLLO DE LAS ACTIVIDADES DEL BSTABLECIMIENTO DE COMERCIO EJERZA LAS SIGUIENTES 'g

'FACULTADES ESPECIALES: A) COMPRAR Y PERMUTAR TODA CLASE DE BIENES MUEBLES CUYA
FINALIDAD SEA NECESARIA PARA EL MEJOR DESEMEENO DE LAS ACTIVIDADES DEL ESTABLECIMIENTO,
HASTA POR LA SUMA QUE INDIQUE LOS MANDALES. Y PROCEDIMIENTOS INTERNOS,DE LA SOCIEDAD.
‘PARAGRAE‘O .ES ENTENDIDO QUE EL APODERRM, EN . SU- CONDICION DE GERENTE, ESTA FACULTADO- -
‘PARA REALIZAR LA VENTA, SIN LIMITACION DE CUANTIA, DE LOS ARTICULOS PROPIOS DE LA
ACTIVIDAD COMERCIAL DEL DISTRITO DE- V'E_NTAS B) .MANEJAR. LAS CUENTAS CORRIENTES CON_
FACULTADES .PARA: GIRAR CHEQUES. -ijTA.,:P'OR LA _CUANTIA QUE DETERMINEN JOS MANUALES Y -
PROCEDIMIENTOS , INTERNOS DE LA SOCIEDKD <y -DTURGAR CREDITOS EN DESARR \ DE LAS VENTAS :
-DE_LOS; ARTICULOS PROPIOS DE LA ACTIVI-DAD ‘COMERCIAL:, DEL DISTRITO D T._‘ DE ACUERDO. |,
,CON LO'QUE DETEBHINEN 10S MN_IJRLES Y. PMEBIHIE&I’@ ( g . D) RECIBIR .
A NGHBRE DE - LA .SOCIEDAD. CUALQUIER SUHI..D E-.u DINERQ TES EN QUE .
"CQNSTE -EL ‘PAGO . -l

UE . poi CRITHRA NRO. 308: DEL: 31 og mnb‘a; .'i:'*'zb'bz;
u%m n%.s%:omncxo EL 04 DE- MABZO! DE 20035

1A

cun;,_,_sz “:CONGEDE. PODER... ESEECTAL; 1 PERR .%I

VEG' _,.'_A' E: Ay

EBUOTA; ZGERERY L DEL D ITRET 3= 5F Narin e vhaer

B REREL EJERCICIO D"E'-‘ug; R mun'rmﬁa-.._-n..mna,

Y _[EN=RSUNFO 2 k.CON 'EEL’ DISTRITO DE'-
-E -
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IA NOMBRE DE LA.'SOCIEDAD CUALQUIER' sum-. DE, DINERO‘; E&PIDIEN‘DO LOS COMPROBANTES EN Qus:'-*""
'CONSTE EL PAGO: , : i,

. . -
. P

!.ouz “BOR ESCRITURA- uw -4.202 PEL: S MAYOTDE:1998 uq'rnxm: DECIMA' DE CALI. stcﬁi"rn.
PEN LA CAMARA DE COMERCIO EL 24 DE.SEPETEMBRE DE: 3003 HAJOEL NRO..134 DEL LIBRO"'V._SE.
;.conni:as PODER ESPECIAL: A-_Mionm’mw:m&_,ﬁsz _EGHAVE; =, ABOGADO" ,TITULADO. Y CEN;SE

0¥ DEL- umrs'raa-lo -'BE’-‘JUSTICIA, . msmrttcnm*v-

FEJERCICIO, CON 'mgas'r]g- “PROFESIONAL N
lc:ou LA -CEDULA ‘BE- cmmmmm SNGMER ﬁ"n 5 {o_=ns--CALI— PARA ., ‘QUE asensssu'rs n*:;
i'rr-:cuoqumxcns S.K., . EN :LOSY S ) A
INSTITUTO COLOMBEANG: - AMET!
PLICENCIAS ~DES VENTR. -.-fﬂ"ﬁc‘én&nﬁ' ERONC] g_mu_u; . nzuovncrouzs, . .CERTIFICACTONES;
['‘AMPLIACIONES] Inst:upczo_ S MADEFICAGIONES: e TODOS LOS 'rnnnrrzs*hnrr!.{'
“EL INVIMA _ATINENTES A =LA *.OBTENGIONSEDES ‘QEGISTRB“-SANITAMO, RENOVACION DEL MISMO;-. 7
-m-:ronnumc:ouss, ADICIONES®DE - NUESTRAT: EFNER: TDE - PRODUCTOS, -CAMBIOS DE TITULAR Y DE.
FFABRICANTE, ,CESIONES, cznr:ncmroﬁ'ﬁs'_ﬁz._n FORMUER .Y, EXCLUSIVIDAD, ,MODIFICACIONES DE :: 3
FABRICAR ¥ vzhazn A~ JMPORTAR _gﬁ.vsnnghu-v.:csvansa, LB Icumu'rz cznrzrrmzouzs- SOB
LA<LINEA! 'CQMHE_'L X, r*wr: TROS: PRODOCTOSY: REe BIEFG".
amom TODSS s&:—u&- B
Hp& FEHOHER 2K
&:ese e
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