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JOSE LUIS REYES VILLAMIZAR, identificado como aparece al pie de mi firma,
reconocido apoderado del opositor en el tramite de la referencia, estando dentro
de los terminos de la prérroga solicitada, por medio del presente escrito me
permito ratificar y sustentar los argumentos del escrito de oposicion, también
radicado dentro del plazo de ley ante esa entidad.

I. RATIFICACION

Reitero a su Despacho la solicitud de negar el beneficio patentario para la totalidad
de las reivindicaciones contenidas en el expediente en referencia, por los
argumentos que fueron expuestos en el escrito de oposicion del 27 de enero de
20086.

En efecto, es evidente que en el estado del arte ya se encontraban algunos

documentos que demuestran la falta de nivel inventivo de la solicitud en tramite
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puesto que la combinacidn de las anterioridades mencionadas y lo contenido en la

solicitud colombiana revelan en ambos casos:

o Capsulas de gelatina blanda masticables;

o Capsulas que tienen una capa o cascara que comprende gelatina, un
plastificante como glicerina o Sorbitol y un agente adhesion que bien puede ser
un almidén y que ademas contiene la capsula de gelatina blanda que posee el

material activo por llamarlo de alguna manera.

Ademas, de la lectura detallada de la materia revelada en las anterioridades
mencionadas en el escrito de oposicion podemos abstraer que, a través de los
anos se ha venido trabajando en el perfeccionamiento de la formulacién y
elaboracion de capsulas de gelatina blanda por lo que se han ido haciendo
variaciones en la composicion y se han incluido nuevos elementos a la misma, lo
que demuestra que, las supuestas bondades ahora descritas en la solicitud
colombiana en tramite como son: Textura excelente y gusto al ser masticadas, no
presencia de residuos insolubles en la boca y excelentes caracteristicas de
almacenamiento, nc son mas que el producto de el trabajo que ejerce un

formulador en su trabajo rutinario.

. COMPLEMENTO DE INFORMACION

Como adicion a lo expuesto en el punto precedente y en el escrito inicial de
oposicion, ruego al Despacho se sirva tener en cuenta de igual manera lo

consignado a continuacion:

A. La patente americana US 6,319,518 B1 “COLON SELECTIVE DRUG
DELIVERY COMPOSITION” publicada el 20 de noviembre de 2001 y con
prioridad KR 97-30767 de 03-07-1997 revela una composicién que comprende
gelatina y un polisacarido el cual es degradable por unan enzima colonica vy,
opcionalmente, con un aldehido y/o un ién metalico polivaiente y/o una
polisacarido adicional que no se degrada o desintegra en el tracto
gastraintestinal alto y que en consecuencia, permite que la sustancia activa

pueda ser entregada selectivamente y liberada con eficacia en el colon.
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Ademas, describe que:

a) esta composicidon puede ser presentada en forma de capsula blanda por o
mediante la explotacion del fendmeno de que la transicion de sol-gel de
gelatina ocurre en una temperatura en los limites de 40°C a 50°C.

b) La composicion para la producciéon de una capsula blanda contiene entre
50 y 99% de gelatina; entre 0.1 y 50% de pectinato (polisacarido) v,
opcionalmente entre 0 y 45% de dextrano (Polisacarido), ademas contiene
un exceso de gelatina cantidad suficiente para inducir la cambio de gel-
sol que facilita el proceso de preparacibn y puede contener un
plastificante en cantidades entre 5 y 100%.

Teniendo en cuenta esto y retomando 1o revelado en la solicitud colombiana, es
B decir:

e Un agente de capsula de gelatina blanda que comprende una gelatina que
tiene una temperatura de transicidon sol-gel en una solucidon acuosa de
10% de no mas de 22°C y una temperatura de transicion sol-gel en una
solucion acuosa de 30% por peso de no mas de 32°C, un plastificante y
un agente antiadhesion.

o Una capsula de gelatina blanda que comprende una concha de gelatina
blanda que comprende entre 36 y 47% por pesoc de gelatina,
aproximadamente 45% por peso de plastificante y entre 4 y 16% del

agente antiadhesion.

8 Podemos ver de manera general que en las dos solicitudes se hace provecho del
estado de transicion sol-gel que puede tener la gelatina en la preparacion de
capsulas blandas de gelatina a una temperatura dada y también es importante
resaltar que en las dos solicitudes dichas capsulas comprenden entre otros

componentes Gelatina y un plastificante.

Si bien es cierto las temperaturas de transicion y las proporciones de los
ingredientes que conforman las capsulas blandas reivindicadas en uno y otro
documento no son los mismos, no lo es menos que la solicitud colombiana carece
de nivel inventivo si se tiene en cuenta que la anterioridad mencionada revelaba
capsulas blandas fabricadas sobre la base del aprovechamiento de la transicién
de sol-gel de la gelatina junto con excipientes adecuados dentro de la formulacion
y cuyo objetivo no es mas que el de proporcionar una composicion de buenas

caracteristicas que permita la correcta entrega del farmaco en el sitio estiputado.



De esa forma queda demostrado que la combinacidn de las revelaciones
mencionadas en el escrito de oposicion con este nuevo documento permitirian a
una persona medianamente versada en la materia técnica derivar el objeto

reivindicado en esta solicitud.

Por lo todo lo expuesto, reitero mi solicitud para que sea negada la solicitud en
cuestion y como consecuencia de ello, se ordene el archivo del expediente debido
al evidente incumplimiento de lo dispuesto en los articulos 14 y 18 de la Decision
486 de 2000.

ill. 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, la siguiente:

~ Patente americana US 6,319,518 B1 publicada el 20 de noviembre de 2001,
columnas 5 a 8.

Sefior Superintendente

JOSE LUIS REYES VILLAMIZAR

C.C. 79'152.473 de Usaquén
T.P.A 44655 de C.S.J.
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&n) ABSTRACT

A composition comprising gelatin and a polysaccharide
which is degradable by a colonic enzyme and, optionally,
with ap aldehyde and’oc a polyvalent moetz] fon and/or an
additional potyssccharide, which is nat degraded or disin-
tegrated in the upper gastrointestinal teact, thereby rendering,
the active substance loaded therein to be sclectively deliv-
ered (o the colon and to be cffectively refessed in the colon.
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chondroitin sulfax, polygalscturonic acid, tragacanth gum,
arabic gum, apd a mixture theteof. The polysaccharide may
be emptoyed in an amount ranging from 0.01 to 95.99% by
weight, preferably 1 to 99% by weight of the composition.

A coloaic disease such as ulcerative colites and Crobin’s
disease may occur at various sifes on the colon. The com-
position of the present ivention comprising gelatin and the
polysaccharide may release all of the active substance at the
ascending colon and, therefore, may tot deliver the active
substance (o the downsircam region of the colon. T order 1o
relard the aclive substance rckease, the compasition may
further comprise an additional compouent 1o provide the
compusition with a semi-interpencirating polycr petwork
or an interpenetrating polymer actwork, ihus contrallmg the
largeling sik in the colon.

As the additional comaponent, the composition of the
present invention may comprise an aldebyde which can
vrosslink gelatin, Representative cxamples of 1he aldehyde
may include furmaldehyde, glulcraldehyde, tecpenc,
cinnamaldehyde, aldose, and 2 mixture thereof. The alde-
hyde must be employed in the present invention in an
amourt tess than 1'% by weght

The aldchyde uscd in the proscat invention reacts with an
amino group of gelatin, not with a hydroxyl group of the
polysaccharide, to form a semi-intétpenotrating polymer
network (SIPN) structure into which 1he polysaccharide
molecules penctrate. The SIPN structure refards disintegra-
tion of the crosslinked gelatin but casily breaks down once
the polysaccharide begins to be degraded. Thus, a colon
selective drug delivery composition comprising an aldebyde
crosslinked gelatin penetrated by noo-crosslinked polysac-
charide is suitable for delivering the active substance 10 a
deep sile in the colon.

The composition of the present invention may further
comprisc a polyvalent metal ion. Representative cxamples
of the polyvalent metal jon include calcium, magnesium,
stroatium, barium, ferrous or ferric, zine, alumioum, bis-
mutb and zirconivm ions, and a mixtuee tereofl, Prefermed
palyvalent metal jon is a cakeivin jon The polyvalent metal
ion may be employed in an amount ranging from 0.0001 o
50% by weight, preferably 0.0001 to 209 by weight of the
compoasition.

The palyvalent metal ion may be reacted with the car-
hoxylic group of the polysaccharide as a role of crosslinking
agent 1o form a polymer network In case the polyvalent
wetal ivu is incorporated with the molecules of the polysac-
charidc penetraling info the network of gelatin, the polysac-
charide molecules are crosslinked with the polyvalent metal
iop to form another network, the two polymer perworks
being interpencirated, not crosslinked. The interpenetrating
polyroer petwork (IPN) strecture thus produced has a higher
mechanical sirength than that of the SIPN formed by the
addition of the aldehyde compound alone, and therefore, is
not easily disintegrated at the start site of the cotoo and bas
1 longer Tag time than that of the SIPN siructure.
Accordingly, Lhe colon selective drug delivery composition
comprising a gelatin, 2 polysaccharsde, an aldehyde and »
polyvaknt metal jon is suitable for delivering tbe active
subsianve Yoaded thercin to a decper site in the colon,

The composition of the present invention may further
comprise an additional colon-degradabk:  polysaccharide
which dnes not form a complex with gelatin and is degrad-
able by colonic enzymes, When the additional polysaccha-
ride is incorporated with the SIPN or IPN siructure of the
prescat invention, it forms another polymer chain which is
not croaslinksd with, but penetrates into the network, thus

6
incrcasing the mechanical strength of the composition by
strengtbened bydrogen bonding and other intermolecular
forces. 1o addition, the additional polysaccharide contained
in the composition can funkljon as another barrier to drug
s diffusion asd reader the compusition uoable W rekease the
drug in tke upper gastminiestinal tract. However, the com-
position is easily degraded 1o the colon bocause the addi-
tional polyseccharide is essily degraded by the colonic
enzymes present in the ¢olon and functions to shorten the lag
10 time of the aclive subsiance in the colon, contrary to the
function of an aldehyde and a polyvalent metal ion.

& The additional polysaccharide may be ncutral and repre-
scmalive cxamples thereof may includes dextian, amylose,
arabinogalactan, arabinoxylan, cellulose, guar gum,

'S laminarin, locust besn gum, peciin, siarch, xylan, or a
mixture thereot. The proferred additional polysaccharide is
doxtran. The sdditional polymaecharide may bo cmployed in
an amount rapging from 0.0001 to 45% by weight of the
composition.

The delivery composition of the present inveption may
further comprise a pharmaceutically acceplable additive,
Examples of such an additive may inctude a plasticizer. a
pigment, a sweetening agent and the like. Representative
examplkes of the plasticizer which may be cruployed to
facilitate the formulation of the composition may include
glycerin, riacetin, sorbitol, polycithylene glycol, propylene
glycol, citrate, phthalate, casior oil and the ke, The pre-
femred plasticizers are glycerin, triacetin and sarbitol. The
plasticizer may be employed in an amount ranging from 0.1
1o 100 parts by weight, preferably 35 10 100 parts by weight,
per a parl by weight of the itial polymeric components (dry
.weight baais) m the composion. .

With the composition cootaining gelatin and a
15 Polysaccharide, and, optionally, an aldetyde apd/or a poly-
valemt metal ion and/or an additioual polysscchaside, 25
described thove, in sccordance with the present invention,
various pharmacentical formulations including coated
tablets, capsules, pills and so on may bc casily
manufactured, aod ap sctive substance is casily loaded in the
formulation. Therefore, the colon sclective drug delivery
composition of the pressnt mvention satisfres all the condi-
tions required for 2 composition for solestively delivering a
drug to the colon: (1) the composition is not degraded or
45 disinleggited at the upper gastroiuiestinsl tract, (2) the
composition does not release the drug loaded Thereig at the
upper gastrointesting] trach; (3) the composition releascs the
druy electively al ibe langeting sile of the colon; aod (4) the
composition is easy to formulate in ¥ form suitable for
loading the drug. Fucther, the delivery domposition of the
present invention ako has a good processmg property.

The preseat ipvention also provides a colon sclective
pharinaceutical compasition comprising a biologically
active substance and the inventive colon sclective drug
55 delivery composition as meqtioned above.

Representative cxamples of the active substance which
roay be cmployed in the pharmaccutical coruposition of the
present invention may inchude 1opical active drugs for the
treatnient of colon diseases, e.q., ulcerative colitis, Crohn’s

60 disease, hypersensitive colon symplom, colon cancer and
conatipation. Specificaily, the active substance may include
mesalazine, wulfasalavine, ibuprofen, predmisolone,
dexamethasine, budesonide, beclmethasone, flucticasene,
thioxocorial, hydrocertisone, cyclosporins, methotrexate,

5 domperidone, S-fuorouracil, bisacodyl, a dictary fiber, bifi-
dobacicria rod 2 mixwre thercof. Fupther, the active suh-
stanct may include 2 systemic active drag such as peptide or

0
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proicin, or an agent for the treamen of asthma, rhoumatism,
arthritis, calcium antagonist and the like; specifically,
insulin, vasopressin, a growth hormone, a growth factor, &
culony stimulating factor, cakitonin, immunoglobulins,
diltiazem, verapamil, nifedipin, captopril, theophylline,
naproxen and a mixiure thereof. Alw, the pharmaczutical
compasition of the present invention may include diagnostic
reagents apd nutrienls as aclive substances. The aclive
substance which may be used in the pharmaceulical com-
position of the present invention is not limited to those
mcationed above,

The pharmaceutical composition of the present invention
may be prepared by inserting a biologically active substance
into & capsule made of the mventive delivery composition,
or by coating any known pharmaceutical formulation with
the inventive drug delivery compasition. The pharmaceuti-
cal composition may be in the form of a capsule, a coated
tablet, a coated pill, a coated seed, or a coated capsule.

When the delivery composition of the preseat invention is
coated on a known pharinaceutical formulation, the coating
process may be conveniently conducied by spraying the
colon sclkective drug delivery compasition of the presem
invention. The coating amouat nf the delivery composition
of the present invention may range from 1 to 100 mg/em?,
preterably from 20 to 50 mg/cm®, of the surface area of the
formulation.

In a preferred embodiment, the inventive delivery com-
position 1o be costed on a known pharmaceutical formula-
lion may contain 0.1 to 99.9%, preferably 5 to 50% by
weight, of gelaun 20d 0.1 o 99.9%, preferably 50 to 95% by
weight, of a pectinate and, aptionally, 0 & 99 9%, preferahly
0 k1 45% by weight af dexian on the basks of the weight of
the compnsihon. The delivery composition may [urther
comprisc a plasticizer in an amount ranging from 10 to
100% by weight based on the weight of the polymeric
compoDents.

‘The aldebyde and/or polyvalent metal ion which may be
cmploycd in [he prescot invention as an additional
component, may be applied on a pharmaceutical formulation
coated with a coating composition containing no such addi-
tional components The additional componeats may be
applicd by dipping the previously coatcd formulation into a
solulion containing the aldehyde and/or the polyvalent metal
ion. Formaldehyde and ghiteraldehyde are preferred for such
an application and they may be employed iu the form 0 0.01
o 50 wt %, preferably 0.01 to 20 wt %, of an alcobol
sulution. The dipping process of the aldehyde compound
may be carried out with stirring for a period ranging from 1
accond to 60 minutcs, preforably from 1 to 30 min. The
pelyvaknt metal son, which is employed to aoss-link the
polysaccharide, may be used in the form of an aqueous
sotution having a concentrztion of Q.01 o Y99 wt ',
prefarably 0.1 to 30 wt %, and the dipping process thereof
may be conducted for a period ranging trom 1 min. to 72 hrs,
preferehly from 10 min. to 2 brs.

Although the eoated (rmulation is preferably dried by
drying slowly at a relative humidity of less than 20% for 48
bours or longer, other drying procedurcs may also be used.

Alicrnatively, the aldehyde and/or polyvalent metal inp
may be employed directly in the composition ta be coaled on
the formulation. The aldehyde which may be employed
directly in the coating composition is preferably terpene,
cinnamaldehyde, or aldose,

Besides a coated capsule formulation, a capsule fornm-
lation may be preparcd by, shaping the drug delivery com-
position of the present invention inlo s capsile and filling a

45
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biologically sctive substance inio the capslc. The capsele
may be a hard of soft capsule and may be prepared by usiog
a pin molder or a rotacy dic. The capsuke formulation has the
advaniage that more drugs having widely varying properties
can be formulated than possible with other forms of formu-
Tation,

1n another embodimeat, a soft capsule may be preparcd
using the delivery compusition of the presenl invention by
exploiting the phenomenon that the sol-gel \ransition of
gelatin occurs at a temperature moping from #0to 50° C. An
cxample of a compesition for ihe production of a soll
capsule i ope containing 0.1 1o 99.9%, preferably 50 to
99.9%, by weight of gelatin and 0.1 10 99.9%, preferably 0.1
to 505, by weight of pectinate and, cptiomally, 0 to 45% by
weight of dextran. Preferably, the soft capsule com position
contains an excess amount of gelatin sufficieat to induce the
gel-sol phase change which facilitates the processing stop
for the preparation, ¢.g., a rotary dic. Further, the inventive
soft capsnle composition may contain a plasticizer in an
amount of 5 10 100% by weight based on the tota) weight of
the polymeric components in the composition. &

A biologically active substance may be filled into 8
capsule in the form of an aily dispersion, pawder, granules
or pellets.

The phamacentical composition of the present invention
is not limiled 1o the above meotioned embodiments aod
modification and change may be made thereto by a person
skilled in the art.

The following cxamples arc only provided for the pur-
poscs of ilustrating ocriain espects of the present invention;
they are not to be construed sa himiting the scope of the
present invention io any way.

EXAMPLE 1

Prepantion of colon selective film composition
s8¢

Pectin (UUSP200, Copechagen Pectin, Denmark) was
dissolved in water and the pH was adjusted to 7 by adding
sodium carbonate and sodium chloride, followed by adkling
waier therelo 1o obtain a 10 wt 5 pectin solutions. Gelatin
(Kyuogki Gelatin, Korea) was then added o the above
solation in an smount of 20 wt % based on the dry weight
of pectin, and the resulting solution was bomogenized at 50°
C. Glycerol was added thereto in an amount of 80 wt %.
based on the combined amount of pectin and gelatin. The
resulting mixture was hornogenized at 5U° C. and casi into
a film having a thickness of 0.1 mm on a silicone plate by
using a casting bladc. The film was then air-dried by 48
hours to obtain & gelatinfpectinate film, which was desig-
nated CSC-1.

EXAMPLE 2
Preparation of colon selective film composition
CSC-2

CSC-1 obtained in Example 1 was imersed in an ¢thano!
solution containing 3 wt % formaldebyde for 3 min., air-
dried for 48 hours and cut into | cmxl em pieces. This
aldehyde crosslinked gelatin/pectinate film was designated
¢SC-2.

EXAMPLE 3

Preparation of colon sclective film composition
CSC-3
CSC-2 prepared in Exampke 2 was soaked in a 10wt %
CaCl, solution for 2 bours, washed wilh distilled water,

I
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Con fundamento en lo previsto por el articulo 43 de la Decisi6n 486 de la Comision de
la Comunidad Andina, se le comunica que la oposicion presentada por e! doctor José
Luis Reyes Villamizar, en su calidad de apoderado de Tecnoquimicas S.A., redne los
requisitos formales exigidos por la ley al momento de su presentacién.

En cumplimiento de lo dispuesto en la citada norma, se le concede el términc de
sesenta (60) dias habiles siguientes a la fecha de notificacion del presente oficio, para
que haga valer sus argumentaciones y presente pruebas.

Notifiquese el presente oficic conforme a lo dispuesto en el numeral 5.2, literal ), del
capitulo quinte del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARME ESPEDES DE VERGEL
Jefa de la Division de Nuevas Creaciones.

GIIN. 200

El anterior requerimiento fue notificado por fijacion en lista de fecha,
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Fax: 382 26 95. Linea 8800-910 185
Web: www.slc.aov.co e-mafl: Info@sic.aov.co
Bogota D.C. - Colombla



2

Industria y Comercio

SUPERINTENDENCIA

2020
Bogota, D.C.,
Doctor: OficloN: §344
Luis Felipe Castillo Gibsone
Apoderado
ASUNTO: Radicacion PCT N° 04-129358
Tramite 011
Evento 379
Actuacion 440
Folios 009

Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comisién de
la Comunidad Andina, se le comunica que la oposicidn presentada por el doctor
Reinaldo Pinilla Moreno, en su calidad de apoderado de Procaps S.A., retne los
requisitos formales exigidos por la ley al momento de su presentacion.

En cumplimiento de lo dispuesto en la citada norma, se le concede el témmino de
sesenta (60) dias habiles siguientes a la fecha de notificacién del presente oficio, para
que haga valer sus argumentaciones y presente pruebas.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e), del
capltulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
Jefe de la Pivision de Nuevas Creaciones.

99 JN. 2006

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

202021

Sede Cantro: Carrera 13 No. 27-00 Pigos 2,5, Ty 10
Sede CAN: Tr. 40A No. 38-50 Conmutador: 3820840
Fax: 382 28 96. Linea 8800-910 165
Web: www.sic.oov.co e-mall: infol@sic.gov.co
Bogota D.C. - Colombig



