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Yo, LUIS PATINO LEYVA, mayor de edad, identificado y domiciliado como aparece al pié de
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Industria y Comercio
SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 06-123112

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
C ] FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 583 DE
FECHA 18 DE DICIEMBRE DE 2007 EL TERMINO HABIL SENALADO POR LA

LEY EXPIRA EL 14 DE MARZO DE 2008

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de publicacion
en la gaceta de Propiedad Industrial, deberd solicitar y cancelar el examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Decision 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
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[57] ABSTRACT

Compounds including phloretin and/or phiorizin deriv-
atives coupled to an undigestible and non-absorbable
matrix are provided. The compounds have pharmaco-
logical efficacies, They inhibit sugar uptake from the
intestine and may be used in composition form in meth-
ods for treating diabetes and for promoting weight loss.
A method for the manufacture of these compounds and
a novel intermediate phiorizin derivative for making
these compounds are also disclosed,

15 Claims, 1 Drawing Sheet
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ture of a potent inhibitor of the absorption of glucose.
The inhibitory agent is one that possesses atomic group-
ings in 2 specific three-dimensional pattern, The patiern
favors an association with the membrane receptor. The
molecule is visualized to be bound at two or more loci,
A primary bond is formed through the interaction of the
glycosidic moiety with appropriate groups of the mem-
brane constituent, The linkage presumably is formed
through bydrogen bonds that invoive at least the hy-
droxyl groups on C-3 and C-4 of the sugar group. The
most stable primary interaction occurs when these hy.
droxyl groups are situated in the more chemically reac-
tive equatorial position. A secondary bonding of the
aglucone portion of the inhibitor molecule to a locus on
the biological surface is adjacent to, but removed from
the plane of the glucose transporting site. The linkage is
probably through hydrogen bonding between the oxy-
gen of the 4-hydroxyphenyl moiety and a membrane
constituent capable of serving as a hydrogen donor at
physiological pH. The locus is approximately 13-16 &
A removed from the transport site to which glucose is
normally bound.

The present invention uses the information gained
from the studies of the geometric configuration and
chemical structure of the inhibitory mechanism of
phlorizin, phloretin and related derivatives and ad-
vances the art by providing compounds and composi-
tions having pharmacological efficacies. Particularly

the compounds act as pharmacological agents that are 4,

clinically useful and safe in inhibiting sugar uptake with-
out systemic side effects.

SUMMARY OF THE INVENTION

Accordingly, it is 8 primary object of the present
invention to provide innovative and novel compounds
having phloretin or phlorizin moieties and pharmaco-
logical efficacies, A method for the manufacture of
these compounds is also provided.

25
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A further object of the invention is to provide certain 4

phioretin and phiorizin derivative containing com.
pounds that act as specific inhibitors of glucose absorp-
tion from the intestine.

An additional object of the present invention is to

provide new phloretin and phlorizin derivative contain- 45

ing compounds that are clinically safe and useful to -

selectively inhibit glucose absorption from the intestine.
A still further object of the invention is to provide

certain phloretin and phlorizin derivative containing

compounds and methods for their use in the manage-~ sp

ment and treatrnent of sugar transpori disorders.

Another object of the present invention is to provide
novel phloretin and phlorizin derivative containing
compounds and pharmaceutical compositions for inhib-
iting sugar absorption from the intestinal tract.

A still further object of the invention is to provide
phloretin and phlorizin derivative containing com-
pounds, pharmaceutical compositions and methods for
their use in the treatment of diabetes, obesity and dump-
ing syndrome.

Other objects and advantages of the present invention
v»;i;ld become apparent as the description thereof pro-
ceeds.

In satisfaction of the foregoing objects and advan-

35
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tages, there is provided by this invention compounds of 65

pharmacological efficacy including phloretin and/or
phlorizin moieties formed from an intertmediate deriva.
tive selected from those of the following formulae:

wherein R is —OH or ~-H and R is a primary amine

moiety. Specific examples of intermediate compounds
used to form the complete compound of the invention
include 4'-deoxyphlorizin-§'-benzylamine, phlorizin-5'-
benzylamine and phloretin-3'-benzylamine.

In accordance with the objects and advantages of the
present invention, compounds for inhibiting sugar up-
take from the smal] intestine comprise & reaction prod-
net formed from serially coupling (1) an undigestible
and nog-absorbable matrix with a leash forming com-
ponnd to form a first intermediate product; (2) the first
intermediate product with an intermediate phloretin or
phlorizin derivative (as defined above) to form 2 second
intermediate product; and (3) the second intermediate
product with a promoter forming compound that en-
hances the affinity lof the resulting sugar uptake inhibi-
tory compound of the invention for the surface mem-
brane of the small intestine.

‘The maitix is & pplysaccharide with monomeric units
ranging from 150~500, The individual monomers may
include glucose, ose, galactose or any mixtures of
these. The monomers may also carry appropriate func-
tional groups on either the free primary hydroxyl or the
free secondary hydrozyls. Functional groups include
carbosymethyl (<-O-—-CH3~-COzH), 2-hydroxy-3-
bromopropyl (—0O CHOH~-CH;Br), amino-
propyl-diethoxysilape  (—Si(QCzHs);—C3HNH),
amine (—-NHj), and amide (-~NH—CO-~CH3). Prefer-
ably, the matrix is of high molecular weight of from
25,000 to 90,000 daltons with even higher values possi-
ble, Specific examples of matrices include carboxy-
methyleellulose; um carboxymethylcellulose; a car-
boxymethyl derivative of a galactomannan from the
goar plant (available as Jaguar CMG; from Celanese
Corporation); a dentran, such as BHP-activated Dex-
tran 70 (available from Pharmacia Fine Chemicals,
Uppsula, Sweden); CH-Sepharose (available from Phar-
macia Fine Chemichls); and a N-hydroxysuceinimide-
activated ester of a derivatized cross-linked agarose gel
bead support, such qs Affigel 15 (available from Biorad
Laboratories). i

The leash forming compounds are coupled via amide
linkages with the functional groups of the matrix. The
leashes or spacer m;gs formed serve to hold the later

coupled inhibitory phloretin or phlorizin derivatives
away from the backhone of the matrix for reaction with
the sugar transporter of the intestinal membrane. For
example, the lmhi forming compounds couple to
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pled to the matrix, these promoter forming compounds
are linked via amide linkages that are resistant to cleav.
age in the digestive tract.

In accordance with another aspect of the present
itivention, the compounds may be utilized in a method
of treating diabetes. Particularly, the compounds of the
present invention inhibit sugar uptake and provide con-
trol of post-prandial hyperglycemic episodes. Advanta-
geously, the compounds of the present invention do this
without toxic side effects and without inhibiting uptake
of other essential nutrients. i

The compounds may also safely be utilized in a
method to provide weight control, By selectively inhib-
iting sugar uptake the compounds provide a reduction
in absorbed calories without the need of harsh dietary
discipline. By this, it is meant that a normal meal may be
ingested but it provides fewer absorbed calories just as
if food intake were reduced.

Additionally, the compounds may be wtilized in 2
method of treating dumping syndrome. Following a
gastrointestinal resection, food passes directly into the
small intestine. Thix results in a very rapid increase of
sugar absorption into the bloodstream. The pancreas

4,760,135
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then reacts by producing more insulin. The reaction 55

time is too slow, however, and the peak insufin level
occurs well after peak sugar levels, Thus, the blood
glucose drops rapidly rather than leveling off as would
normally occur. This results in hypoglycemia and, in
sevete cases, loss of consciousness, The compounds of
the present invention avoid this problem by initially
inhibiting absorption of the sugar. Thus, the compounds
reduce or eliminate the very rapid in¢rease of sugar
absorption, thereby reducing the high insulin require-
ments of the individual and the degree of reaction of the
pancreas. Consequently, the compounds of the present
invention prevent the large fluctuation in blood glucose
levels typical of dumping syndrome and that often re-
sult in loss of consciousness.

Preferably, compounds of the present invention are
administered orally in tablet or capsule form. The tab-
lets or capsules may include an enteric coating to pro-
tect the compound from the acidic environment of the
stomach. The tablets and capsules may include a com-
position having compounds of the present inverition, as
the active ingredient, admixed with excipients known in
the art. Thus, the tablet or capsule may contain a gum,
starch, gelatin or even a buffer, The dosage for treat-
ment with the inhibitory compounds of the present
invention depends on such factors as the age, welght
and condition of the individual patient as well as the
condition being treated. The compound should be ad-
ministered before meals if maximum effect is to be ab-
tained.

In accordance with still another aspect of the inven-
tion methods for making the inhibitory compounds are
provided. The methods include coupling a primary
amine derivative of phioretin or phlorizin in accordance
with one of the following formulae:

33
R OH OH
1] Co
OH o
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-continued

oH
oH Oy, ©
Ho% o
OH
HO on ©
Ry
R

wherein R is —OH or H and R; is a primary amine
wmoiety; to an undigestible and non-absorbable matrix.

" The method includes the initial step of coupling a

leash forming compound with the matrix to form a first
intermediate product, The leash forming compound and
matrix are preferably dissolved in water but other ap-
propriate solvents may be used, The pH of the solations
containing the compounds is then brought to zbout 5.8
as, for example, by the addition of HCI as necessary.
EDAC catalyst is then added to the solution to promote
the coupling through amide linkages. During the cou-
pling the solution pH is maintained at substantially 5.8,
Following completion of the reaction, the solution con-
taining the first intermediate product is purified. The
purifying step is performed by dialyzing the solution
against water 1o remove the remaining catalyst, excess
starting materials and any unwanted by-products of the
reaction.

The purified first intermediate product is then again
digsolved in water and the intermediate inhibitory
phloretin or phlorizin compound is dissolved in an ap-
propriaté solvent miscible with water, such as ethanol.
The solutions containing the first intermediate product
and intermediate inhibitory compound are then mised
together with the pH level brought to substantially 5.8
and the ethanol level brought to approximately 15%.
EDAC catalyst is added to the mixed solutions to pro-
mote the formation of amide linkages between the inter-
mediate inhibitory compound and the ends of the
leashes and/or any unreacted functional groups of the
matrix. The EDAC catalyst promoted amide linkages
between the inhibitory compound and the matrix are
not cleaved by the enzymes of the gastrointestinal tract
and the phloretin/phlorizin moiety remains bound to
the matrix. Thus, the phloretin/phlorizin moiety does
not enter the bloodstream and elicit toxic effects on
other organs of the body.

Following chromatographic purification, the resuit
ing second intermediate product may be utilized in a
method of treating individuals where inhibiting sugar
uptake is desired. It is preferred, however, t¢ couple the
second iutermediate product to 2 promoter forming
compound 80 as to increase the affinity of the inhibitor
product of the present invention for the mammalian
brush border membrane. This is done by preparing a
solution of the second intermediate product and the
promoter forming compound. The pH of this soluiion is
brought to substantially 5.8 and EDAC catalyst is
added to promote the coupling.

‘The following examples are presented to illustrate the
;u;vention but it is not to be considered as limited

ereto,
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Bogota, D.C.,

Abogado:
LUIS PATINO LEYVA -
ASUNTO: _ ‘Radlcacién No.. 06123112
- Tramite =~ _011
-Evento Lo 379
_Actuacion 430
Oficio

Folios S+ 308 ?_

Como resultado del Examen de Fondcs, reahzado con fundamento en el artucula 45
de la Decnsu&n 486 de Ia Comismn de la Comumdad Andnna se comumca o

Documentos estudiados:

Descripcién:  Folios 51 a 106 como se radict inicialmente.

Reivindicaciones: Folios 107 a 114 como se radicé iniciaiments.
Prioridad: DE 10 2004 028 241.2 (2004-06-11)

. Obijeto de la Invencion

Titulo de la invencién: “Nuevos derivados fluoroglicosidicos de 'pi_ra,z‘des,ﬂ '
medicamentos que contienen estos compuestos, y“-'el efmpl'eo de los mismos.” '

Problema Técnico F’Iantaado "Necesndad de campuestos para el tratamlento yla
prevencion de la diabetes tipo Iy Il..”

Solucién: “Proveer compuestos derlvados ﬂuoroghcosidlcos de plrazoles que
incrementan el efecto sobre el SGLT” = . | _

IPC: AB1K 031/705, AG1P 003/010 CO7H 017/002

' Reivindicaciones relativas a un uso o a un segundo uso (Art 14 y 21 D 486) |

‘La reivindicaciones 11 a 14 se refieren al uso de Ias combmaclones raclamadas,‘
: deben ser retiradas del capltulo rewmdicatono

Anélisis de la Sollcitud de Patente

| Relvindmacicmes (At30 D 486, Art22 PCT)

Cancisron y soporte en la Descripeion: Respecte a la rewmdicamén 1 se considera
que los radicales se han definido de una manéra muy amplia.

Exp. 200612 3112
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A manera de ejemplo se cita el caso del radical R3 que es definido como aparece
en el folio 107 y 108, que incluye un grupo - que en orden de prioridad - abarca
desde hidrégeno, fltiior o alquenilo C2-C6 hasta grupos complejos como fenilo-O-
(CH2)c-fenilo.

Esta amplitud se da también en la definicion de los radicales R5, R6, R7, R8 y R9.

Al respecto se observa que en los ejemplos de los folios 75, 76, 77 y 78 estan
dirigidos a las moléculas de la férmula 1 perteneciente a la solicitud inicial
especialmente cuando R1, R4, R5, R6 y R7 son H; R2, fldor; R3, i-Pr 6 CH3; R8y
R9 CH2CH2NHCH2CH2, H y CH2CONH; A, O; B, CH2, X CO; L, -CH=CHCH2-, -
CH2CH2CH2-, -CH2CH2-Y CO '

Se recuerda al solicitante que las reivindicaciones deben ser una razonable
generalizacion de los ejemplos, y estos soportan solo un grupo especifico de las
posibles moléculas que se revelan en la reivindicacién 1.

El solicitante debe restringir el alcance de cada radical para que este encuentre
suficiente sustento en la parte descriptiva de la solicitud.

Determinacién del Estado de la Técnica
El Estado de la Técnica se determin6 con base en la fecha de prioridad 2004-06-

11y se encontraron los siguientes documentos que anticipan el objeto de esta
solicitud:

- Fecha de
ltem | Documento | | Titulo Publicacién
Phloretin and phlorizin derivative containing

D1 US4760135 compounds 26.07.1988
Analisis de Patentabilidad (Art 14 D486)
Nivel Inventivo (Art18 D486)
La reivindicacion 1 se refiere a 7
derivados fluoroglicosidicos sustituidos | cvet
de pirazoles, de formula (I) en la cual w0 X—Ay—N e
los radicales tienen los significados R
que se han indicado en el folio 107, y a R: L
las sales fisiolégicamente compatibles
de los mismos, y a un método para "° af R (N
prepararlos. Los compuestos son wm A
adecuados, por ejemplo, como R3
antidiabéticos.

D1 revela compuestos derivados de
florizina (derecha), los cuales muestran
actividad farmacolégica positiva para evitar
la toma de azlcares en el intestino. D2
sugiere el uso de los mismos para el
tratamiento de la diabetes y de la
obesidad.

Exp. 2006 12 3112
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La solicitud se diferencia de D1 en que especificamente el heterociclo central de
cinco miembros y dos nitrégenos en los lugares en los cuales D1 tenia X'y, en
algunos grupos que estan unidos al anillo final de la estructura basica de estos
compuestos.

El Efecto Técnico que logra la diferencia no es inesperado y se considera que no
supera el problema técnico propuesto.

El Problema Técnico Objetivo de esta solicitud es proveer derivados
fluoroglicosidicos alternativos para el tratamiento de la diabetes.

El experto habria sido sugerido por D1 para modificar los anillos aromaticos que
contiene la molécula como disminuir el nimero de miembros a 5 y reemplazar
carbonos por heteroatomos como N en anillo central. Pudiendo llegar a sugerir
heterociclos altamente usados como el pirazol para sustituir derivados
fluoroglicosidicos. Por otro lado, el experto en la materia habria podido desarroliar
cambios en el grupo aromatico ubicado a un extremo de la molécula. Asi las cosas,
el experto en la materia habria podido llegar claramente al resultado presentado por
la presente solicitud en tanto el estado de la técnica ya revelaba las caracteristicas
esenciales de la presente solicitud.

Se concluye que las reivindicaciones independientes 1 a 10 y 15 no poseen nivel
inventivo.

Conclusién

Los requisitos de Patentabilidad de la presente Solicitud se encuentran afectados
asi:

N° Documento Reivindicaciones afectadas Requisito que afecta

D1 Us4760135 1-10, 15 Nivel inventivo

En cumplimiento del articulo 45 de la Decision 486 de la Comision de la Comunidad
Andina, se le indica que debe dar respuesta dentro del término de 60 dias contados
a partir de la fecha de notificacién de la presente comunicaciéon. En caso de no dar
respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran los
impedimentos para la concesién, se denegara la patente.

Notifiquese el presente oficio conforme a lo dispue§to en el numeral 5.2, literal €),
del capitulo quinto del titulo pri de la Circular Unica N° 10 de 2001.

CESPEDES DE VERGEL
evas Creaciones (C)

ALIX CARMEN
Directora de

El anterior requerimiento fue notificado por fijacion en lista, de fecha

D5 Mar ey
CONCEPTO TEGNICO | .. EXAMINADOR TECNICO
NUMERO: 558. N ‘ | Cédigo:202092

Exp. 2006 12 3112
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WRITTEN GPINION OF THE Tntermational applioatian No.

INTERMATIONAL SEARCHING AUTHORYTY PCT/EP2005/00595%9
Box Ne. X Bosls of Ihis opluloy

% Wik regord 1o the langunge, (hls opinion hay been established on the basts of (ke imcmational appHeation In ke language In which it was
filedd. unless othervise imficated wder this itam.

D “This epinion has boeen established on B basis of 2 jom Grawm the arigina! lmguage inte the foliowing langeage
+ which isthe lenguags of thed for the prurp ol Iy Jonnd scarch {vmler

Rule 12,3 and 23.1(63).

2 With rwgard to suy socestide andfor emivo add ssquence disclosed In the Interailonal application el pesessry (o the dolmed
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2. type of material
D a sequence listing
[ sabtotsy st to o ssquonce hising
b, farmat of materiel
[0 mwitien formas
D In somputer readebilo form
< tmeof MingMumishing
[ eenteinodin s 2 spplication au Ged.

D Giled logether with the imernationat applicakon In computer readable form,

E ished quentdy to this Authority for the purpases of search,

3 D In addition, in the case that mors than sne veesion of copy of o soquonce Nsting andfor table(s) seleting thorcte bus boen Sled or

the roquired. Aot the juf jon tn the quent o edditiona] coples is identical 1o that in the applicstfon as
fled or doas not go beyond the appli as fllod. lute, weee d.

4 Addilional comments:

WRITTEN OPINION OF TIE Tmeramioat agplicedon Ne.
INTERNATIONAL SEARCHENG AUTRORITY PCT/EP2005/00595%
B Ne. V Romoned slatoment under Rude 430k 1ia)]) with regard (o novelty, lnventlve siop or industrial applicablity:
dtntinns ond explunutions supporting such siotemont
L Stolemen)
Noveliy 05 Cldms _1-15 YEis
Cloims NQ
Tnwentive stop {18) Clims 1-15 YES
Chaims iv]
Industeind applicatility (JA) Clbme  1-15 VIS
Claims No

Porm PCTASAZZRT (Box Re. 1) (Junvary 2004

2. Citatlons and explusalions:

The application relates to substances which influence the absorption
of glucose in the kidney and therefore can be used as medicaments
for the treatment of disbetes. Substances having this mechanism of
action ars derived from the natural product phlorizin. Since
phlorizin shows upwanted side effects, improved derivatives have
already been sought, see, for example EP-A-1 213 296 and EF-A-0 850
9248, The known blood glucose-lowering phlovizin derivatives have a
basic structure which conaists of a glucose mpiety and &
glycosidically linked cyclic moiety, the latter comorising two
bridged aromatic rings. The glucose moiety is typically
unsubstituted.

The substances of the application have fluorine atoms in position 4
of the glucose moiety and are therefore novel.

Since none of the citations goes into the possibility of replacing
the hydroxyl groups in the glucose moiety of the active substances,
it was not possible to infer the pharmacological profile of the
clained substances from the prior art. An inventive step must
therefore ke acknowledged.

This opinion is based on the assumption that the claimed priority is
valid. Examination of the priority right by the Searching Authority
is not at present possible because the priority document has not yet
reached the examiner. Should the priority claim. later prove ngt to
be effective, WO 2004/052%03 Al which is mentioned in the sear;i:h
report and was published between the priority date and the £iling

date -of the present application may be important for assessment of

Foren PCTASA237 (Box No. V (foouary 20043
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3 SCHRIFTLICHER BESCHEID DER Imemationales Akkenzeichen a SCHRIFTLICHER BESCHEID internationales Aktenzeichen
INTERNATIONALEN RECHERCHEBEHORDE PCT/EP200500595¢ DER INTERNATIONALEN
RECHERCHEBEHORDE (BEIBLATT) PCY/EP2005/005959
gﬁgggcheﬁe’?éggmund mgﬁiﬁﬂ'hm%ﬁﬁmmmn ﬂ;’dNMn zuyr Zu Punit V
Stiltzung dleser Feststeliung Begriindete Feststeltung hinsichtlich der Neuhelt, der erfinderischen Tétigkeit und
1, Feststellung der gewerblichen Anwendbarkeit; Unterlagen und Erki&rungen zur Stiitzung diesey
) Feststellung
Neuheit Ja:  Anspriche 1-15 . X
Nein: Anspriche Die Anmeldung beirifft Stoffe, die die Resorption von Giukose In der Niere beeinflussen
Erfinderische Tatigkelt Ja:  Anspriiche 3-15 und daher als Medikamente zur Behandlung von Diabetes Verwendung finden kBnnen.
Nein: Anspriche Stoffe mit diesem Wirkungsmechanismus leiten sich von dem Naturstoff Phlotizin ab. Da
Gewsrbliche Anwendbarkelt Ja:  Ansprilche: 115 Phlorizin unerwiinschte Nebenwirkungen zelgt, wurde bereils nach verbesserten
Nain: Anspriiche: Derivaten gesucht, s. beispielweise EP-A~1 213 296 und EP-A-0 850 948. Die bekannte

biutzuckersenkende Phiorizinderlvaie weisen etn Grundgerist auf, das aus einem
Givkosete! und elnem glykosidisch gebundenen zyklischenTeil besteht, wobei letzterer 2

2 Unteriagen und Erdaningen: verbrilokte aromatischen Ringen enthélt. Der Glukosetel ist fypischerwsise Unsubstitufert,

steho Belbiatt

Die Stoffe der Anmeldung weisen in 4-Position des Glukoselells Flucratome auf und sind
daher net.

Da keine der Entgegenhaltungen auf die Moglichkeit der Substitution der Hydroxylgruppen
Im Glukosetell der Wirkstofie eingeht, kohnte das pharmakologische Profil der
beanspruchien Stoffe aus dem Stand der Technik nichi abgeleitet werden. Erfinderische
Tatigkeit ist daher anzuerkennen.

Dieser Bescheid beruht auf der Annahme, daB die in Anspruch genommene Prioritdt giitig
ist. Eine Priifung des Pricriiafsrechtes durch die Recherchebshdrde ist derzeft nicht
maglich, da das Prioritatsdokument noch nicht an den beaufiragten Prifer gelangt ist.
Sollte sich spéier herausstelien, daB der Prioritatsanspruch nicht besteht, kdnnte die im
Recherchenbericht genannte WO 2004/052903 A1, die zwischen dem Priotitétstag und
dem Anmeldetag der vorliegenden Anmeldung verdffentiicht wurde, mbglicherwelse flir
die Beurteilung der erfindetischen Tatigkeit von Bedeutung sein. Ein neuheiisschiidlicher
Sachverhalt scheint in dem Dokument aber nicht offenbar! zu sein.

Formblatt POTASA27 (Belblait) (Blatt 1) {EPA-lanuar 2004}
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Superintendencia de Industria y Comercio
Ministerio de Comercio, Desarrollo, Industria y Turismo

E. S. D.

Re.. Expediente No. 06.123.112
Solicitud del examen de patentabilidad correspondiente a la Patente PCT Entrada en

Fase Nacional, para:
“NUEVOS DERIVADOS FLUOROGLICOSIDICOS DE PIRAZOLES,

MEDICAMENTOS QUE CONTIENEN ESTOS COMPUESTOS Y EL EMPLEO DE LOS

MISMOS”
Solicitante: ~ SANOFI-AVENTIS DEUTSCHLAND GMBH

SOLICITUD EXAMEN DE PATENTABILIDAD
(CAPITULO II)

Yo, LUIS PATINO LEYVA, mayor de edad, identificado y domiciliado como aparece al pié de
mi firma, obrando en mi calidad de apoderado de la sociedad solicitante, atentamente me
permito solicitar a Ud. que se realice el examen de patentabilidad de la invencién arriba citada,
para lo cual anexo el comprobante de pago No. 08- 43.1§4 - de Junio |2 de 2008,
correspondie'nte a la tasa establecida para dicha solicitud.

En consecuencia, atentamente solicito a Ud. se anexe este memorial junto con el
comprobante de pago al expediente correspondiente a esta solicitud de Patente PCT
Entrada en Fase Nacional, y se contintie con su tramitacion. ¢

Sefior Jefe, lzé "? ié ”;
' Luis Patifio Leyva .

C.C. No. 2,930,616 de Bogota
T.P.A.No.2.698deil C. 8. J.
Calle 94 A No. 7 A-09 - Bogota, D.C.
o n ,,f Lﬁﬁ@% Teléfono (PBX): 610 7420
Bogota, ba
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