Seftor

SUPERINTENDENTE DE INDUSTRIA Y COMERCIO

SPERINRETRIR T CDEC1S
Raftcacion 3 A142111 OOO0ODNES
Fecha (D)) PARE-8R-F1 15:4149

Folios)

8

Tragite : 011 PCT-PATENT 379 FRGE WACT 329 COLENE

E. S. D.

REF: EXPEDIENTE 03-112-111

TITULO SOLICITADO: “FORMA DE LIBERACION SOSTENIDA
INCLUYENDO UNA PLURALIDAD DE MINI-
IMPLANTES O COMPRIMIDOS DE LIBERACION
SOSTENIDA QUE |INCLUYE UN ACTIVO
ANTIPARASITARIO”

PUBLICACION: GACETA 555 DE 31-08-2005, NUMERO DE
PUBLICACION 481, PAGINA 448.

PRIORIDAD: AU-PR 6105 (04/07/2001)

SOLICITANTE: SMART DRUG SYSTEMS INC.

APODERADO: RAMIRQ CASTRO DUQUE

TRAMITE: SUSTENTACION DE OPOSICION

JOSE LUIS REYES VILLAMIZAR, identificado como aparece al pie de mi firma,
reconocido apoderado del opositor en el trémite de la referencia, estando dentro
de los téminos de la prérroga solicitada, por medio del presente escrito ratifico mi
peticién en el sentido de que se niegue el beneficio patentario a la solicitud
contenida en el expediente 03-112-111, por no cumplir con 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 de hecho y de

derecho que me permito exponer a continuacion.
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I. COMPLEMENTO DE INFORMACION

La solicitud en trdmite revela el uso de un agente antiparasitario en una forma de
liberacién sostenida que incluye una pluralidad de mini-implantes o comprimidos
de liberacién sostenida y los cuales a su vez incluyen una capa intema que
contiene el activo y una capa externa impermeable al agua en el tratamiento de
infecciones ectoparasitarias. De igual manera pretende beneficio patentario sobre
un método para el tratamiento terapéutico o profilactico de una condicién
parasitaria.

1.1. El uso del agente antiparasitario y el método para el tratamiento
terapéutico o profilactico de una condicién parasitaria animal no son
patentables

Es ampliamente conocido por el Despacho que “los métodos terapéuticos o
quirirgicos para el tratamiento humano o animal, asl como los métodos de
diagnostico aplicado a los seres humanos o a animales” no son patentables, de
conformidad con lo dispuesto por el articulo 20 literal d de la Decision 486.

De igual manera, me permito resaltar que el capitulo reivindicatorio de la solicitud
colombiana en curso, dirigida al uso de un agente antiparasitario en una forma de
liberacion sostenida, es inaceptable a la luz de la Decisién 486. En efecto, a la luz
de la normativa subregional resulta inaceptable pretender atribuirse exclusiva
sobre un “Uso”, categoria no incluida en el concepto de "Productos o
Procedimientos” que establece la Decisién 486 de 2000. Lo anterior, ademas, en
consonancia con la reiterada interpretacién de la SIC sobre este punto.

Sin perjuicio de lo anterior me permito hacer notar que aun si los usos o métodos
terapéuticos fueran permitidos en nuestro medio, éstos deberian cumplir
necesariamente con los requisitos materiales de patentabilidad, novedad, nivel
inventivo y aplicacion industrial, circunstancia que no ocurre en al caso que nos
ocupa.

Aunque a la ausencia de los dos primeros nos referiremos més adelante, cabe
desde ahora anotar que el (iltimo resulta de imposible cumplimiento, en tanto la
reproduccién industrial del uso separado, combinado o secuencial de



medicamentos para tratar ciertas patologias, y del método de tratamiento, son del
resorte de la profesidon médica y no de las actividades industriales.

1.2, La forma de liberacién sostenida Incluyendo una pluralidad de mini-
implantes o comprimidos de liberacién sostenida que Incluyen un
activo antiparasitario y que se reveia en la solicitud colombiana en
tramite, carece de novedad y nivel inventivo.

Como adicién a lo expuesto en el punto precedente, ruego al Despacho se sirva
tener en cuenta de igual manera lo consignado a continuacién:

A. La patente europea EP 0 990 450 A2 de titulo "PHARMACEUTICAL
IMPLANT", publicada el § de abril de 2000 revela, un método para
proporcionar control inmediato y a largo plazo de la infestacién de parésitos
en un animal, que comprende un sistema parasiticida multicomponente de
pellets que proporciona un sistema pellet para liberacion tanto inmediata
como sostenida de un parasiticida para matar parasitos intemnos y externos
presentes en un animal y que ademas incluye un aparato implantador para
inyectar pellets subcutdneamente. La combinacién de los pelists son
empacados y almacenados en orden secuencial para liberacién simultdnea
de una dosis inmediata y una dosis extendida como parte de una sola
inyeccion.

Ademas se refiere a que dicho método comprende:

a) Proveer un aparato implantador para implantar pellets parasiticidas en un
animal a través de un agujero de una aguja hipodérmica el cual esta
operablemente unido al aimacén de pellet;

b) Cargar el almacén de pellet con una dosis de pellets de liberacion
inmediata del agente parasiticida (seleccionado del grupo que consiste de
Avermectina, milbencina, ivermectina, fenbendazol y Lufeneron) y una
dosis de pellets de liberacién sostenida del dicho agente;

¢) Insertar la aguja hipodérmica bajo la piel del animal e inyectar la dosis de
liberacion inmediata y la extendida dentro det animal, y

d) Retirar la aguja hipodérmica de debajo de la piel del animal para dejar las
dosis mencionadas debajo de |a piel.



También describe que el implante descrito anteriormente incluye una pluralidad
de pellets de tamafios y formas y que ademas, cada pellet de liberacién

inmediata

incluye un agente de desintegracién y cada pellet de liberacion

extendida incluye una matriz bioerosionable.

Para mayor claridad, tenemos.

B

Uso de agente ap arasﬂan

de liberacidn sostenida.

en forma

Uso de_agente parasiticida en forma de

liberacién inmediata o extendida.

Tratamiento de
ectoparasitarias

infecciones

Control de infestacidn de parésitos
tanto intermos como extemos en un

animal

El agente antiparasitario se provee en
un aparato de liberaciébn sostenida que

incluye una pluralidad de mini-implantes
0 comprimidos

El agente parasiticida se provee en un
aparato_implantador de una pluralidad
de discretos pellets dosificados con
parasiticida.

El agente antiparasitario incluye una
lactona macrociclica seleccionada del

grupo conformado por Ivermectina
Moxidectina,
Doramectina.

Eprinomectina y

El agente parasiticida se selecciona del
grupo que consiste de Avermectina,
Milbemicina, lvermectina, Fenbendazol
y Lufeneron.

El aparato transportador de liberacion
sostenida que contiene una pluralidad
de mini-implantes © comprimidos se
administra mediante inyeccion
subcuténea o intramuscular

El sistema de pellets incluye un aparato
implantador para inyectar
subcutdneamente los pellets en un
animal a través del agujero de una

aguja hipodérmica.

Cada mini-implante o comprimido
contiene una capa intera que contiene
el activo antiparasitario y una capa
externa impermeable al agua

Cada pellet de liberacién inmediata del
agente incluye un agente desintegrante,
y cada pellet de liberacion extendida del
agente matriz

bioerosionable.

incluye una

Como se observa, y luego de una sencilla comparacién podemos afirmar que,
tanto el uso en el tratamiento de infecciones parasiticidas, el principio activo
parasiticida (lvermectina), la forma de liberacibn del mismo, el aparato
transportador asi como la administracién de dicha composicion, que se



pretende patentar en ia solicitud colombiana en tramite, ya fueron claramente
revelados en la patente europea EP 0 990 450 A2, lo que permite desvirtuar la
novedad y el nivel inventivo de las reivindicaciones de la solicitud en curso.

B. La aplicacion intemacional PCT WO01/37811 A1 titulada "COMPOSITION
ALLOWING PREDEFINED AND CONTROLLED RELEASE OF ACTIVE
INGREDIENT, PREPARATION THEREOF AND USE" y publicada el 31 de
mayo de 2001, revela una composicion especiaimente disefiada para
combatir la parasitosis externa e intema, que contiene como principio activo
un agente endectocida como una avermectina 0 una milbemicina, en
particular lvermectina y el cual esté en la forma de un implante subcutaneo
constituido por uno o més pellets que liberan el ingrediente activo de manera
predeterminada y controlada y que a su vez estos implantes se encuentran
empacados en cartuchos plasticos.

De igual manera, nos permitimos presentar un cuadro comparativo para
efectos de claridad:

% 0:03-11 ¢

de liberacion sostenida.

Uso de agente antiparasitario en forma

Uso de agente antiparasitario,
preferiblemente un endectocida en

forma de liberacion controlada.

Tratamiento
ectoparasitarias

de infecciones

extema e

intema.

El agente antiparasitario se provee en
un_aparato de liberacién sostenida que
incluye una pluralidad de minj-implantes
0 comprimidos

El agente endectocida se provee en
cartuchos plasticos
implantes constituidos por uno o més
pellets.

que contienen

El agente antiparasitario incluye una
lactona macrociclica seleccionada del

grupo de jvermectina, Moxidectina,
Eprinomectina y Doramectina.

El agente endectocida preferido es una
Avermectina como |Ivermectina y/o
Abamectina o0 puede
Milbemicina.

ser una

El aparato transportador de liberacién
sostenida que contiene una pluralidad
de mini-implantes o comprimidos se
mediante

administra inyeccién

La composicién estd en la forma de
implante subcutdneo constituido por un
o més pellets que liberan el principio
activo de manera controlada.




T ST TR

subcutdnea o intramuscular

Cada mini-implante o comprimido | Cada pellet contiene a) al menos un
contiene una capa intema que contiene | ingrediente activo en forma de sdlido
el activo anfiparasitario y una capa | dispersado, al menos un agente
externa impermeable al agua gelificante, opcionalmente al menos un
agente de relleno y al menos un
adyuvante embebidos en una matriz y
b) un agente formador de poro “pore-
forming® y al menos un adyuvante.

Una vez més podemos afirmar que, tanto el uso en el tratamiento de
infecciones parasiticidas, el principio activo parasiticida (lvermectina), la forma
de liberacién del mismo asi como la administracién de dicha composicion, que
se pretende patentar en la solicitud colombiana en tramite, fueron
contemplados en la solicitud Intemacional WO 01/37811, lo que permite
desvirtuar nuevamente la novedad y el nivel inventivo de las reivindicaciones
de la solicitud en curso.

Asi las cosas, y con fundamento en los argumentos expuestos a lo largo del
presente escrito, respetuosamente reitero la solicitud para que su despacho se
abstenga de conceder el privilegio de patente solicitado, y ordene en
consecuencia el archivo del expediente respectivo.

. FUNDAMENTOS DE DERECHO

Son fundamentos de derecho de esta oposicién el Titulo Il, Capitulo | y el articulo
42 de la Decision 486 de 2000.

ll. PRUEBAS

Ruego que se tengan como tales, sin perjuicio de que el Despacho considere
oficiosamente, las siguientes:

. Copia de la portada, de las paginas 2 a 6 de la patente europea EP 0 990
450 A2.



. Copia de la portada, de las paginas 3, 6 y 7 y del capltulo reivindicatorio de
la publicacién internacional WO01/37811.

V. NOTIFICACIONES

El suscrito recibira notificaciones en la secretaria de su Despacho o en mi oficina
localizada en la Carrera 17 No. 88-23, Oficina 205, Fax (1) 621.25.42 de esta
ciudad. Tecnoquimicas S.A. las recibird en sus oficinas localizadas en la Calle 23
No. 7-39 de Cali.

Sefior Superintendent

JOSETUIS REYES VILLAMIZAR

C.C. 79.152.473 de Usaquén
T.P.A 44655de C.S.J.
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(12) EUROPEAN PATENT APPLICATION

(43) Date o publication:

(51) Imc.7: AG1M 3700, A61K 8/00,

05.04.2000 Bullstin 2000/ 4 AB1K 9/20

(21) Application number: 95307738.1

{22} Dais of fling: 30.00.1990

(84) Designaled Contraciing Stalss: (72) inventors:
ATBECHCYDEDKESFIFRQGBQRIEITLILU = Ksnison, Dale C.
NIC NL PT BE Overiand Park, KS 86213 (US)

Deasignated Extension Stmes:
ALLTLVMKROSI

{30) Priority: 30.00.1908 UB 153548

(71} Applicant: ivy Animal Hsaith, Inc.
Owveriand Park, Kanaas 68214 (US)

+ Spuriin, Stanford L
Lenexa, KB 08215 (US)

(74) Representative; Powsll, Btephen David st al
WILLIAMS, POWELL & ASSOCIATES
4 8t Puul’s Chrchyard
London ECAN BAY (QB)

(54) Pharmaceutical Implants

{(57) A pharmaceutical pellst syatem {10), which de-
livars both Immaediate nad long tarm contral of parasite
infestation in an anknal as pan of a alngle Implant pro-
cadure, includes an implanter apparsius (12) for subcu-
ianacusly impianting parasiticidal pellets (14, 18) in an
animal through the bore of a hypodammic neadis (22)
whichis oparably coupled to a peliet magazine (18), and
a plurality of pellets (14, 18) alzed io be Implaniad

through the neadls and posliioned in the magazine for
aslective alignment of a pelist with a neadia. The pallate

include &t least one immadiate release paralticidal
agant firat dose pellet and at loast one extendad relsass
parasiticidal agent dosa The combined
pelels are packaged in the magarine in sequential or-
tder for aimuitansous delivary of an immediate dosa and
an axtendad dose as part of a singla injection.

Pusti by Juae, THEOY PARLS (FRY
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Dasaription

[0001] Tha presani invention Is broadly concamad
with a pelist implant system and in particular one that
almultanscusly administers both an Immadiate paraalt-
lcidal dosage first component and a lang larm release
parasiticidal doaage of a sacond componant placad in
subcutaneous pafiets In order 10 control intemal and ex-
tornal parasiies in domesticated and wild antmala. More
particularly, It Is concerned with an Implantsr having a
pallast magazine contalning parasiticidal peliets with an
assnciated injection naadle, s weall as struciure permit-
ing Injectian of tha palists from the magazine through
the neadia for implaristion undar the skin of a animal.
Tha pelleis are formulatad ia deliver two saparate doasa
simuitanecusly. The firsi dose Is a parasiticidal doss
which ls immadiataly availsbla for absorption. The sec-
ond cdosa la a parasiticidal doss which is avallabls for
susiained absorption through bloerosion and difuslon
over an sxtendad pariod of tima.

[0002] The importance of parasits contral in animals
used lor meat and other agriculiure production, recrea-
tion and companionship ks wall recognized. Meat, milk
and fiber producing animals, such as suckling, growing,
grazing and {ead lot cattle, domesticatad swine, sheep,
goais, poultry and companion animals such as horses,
dogs and cais ail serve as hosis for a isrge number of
intamal and extamal parasites. The presence of such
parasttes la known o reduce overall production in anl-
mals producing meat and other agriculiural preducts. in
the case of companion and recreational animals, the
preasnce of parasites can laad to discomfort, impaired
health and parformance, snd sven death.

[0003] Wid animal populstions infacied with para-
sites may axparience substantial harmiul affects es wel
undu.dnpmd.:eﬂvulﬂdmmhmnﬂcﬂm
are of particular concem In populaiions of endsngered
spacies, since it may impalr attempts io relntroduca the
apeciss into an enwironment o 1o bulld ths apacies pop-
ulation up 0 & laval which can ba easlly sustained by
natural growth. Endangered mammalian speciea which
are maintainad or mansgad in limiied arsa presarves
such as game pressivea, animal parks, national parks
or wildiife areas as well as zoo animals which ara main-
ained in confinad arens, are particularly susceptible to
parasits Infesiation aince they inhabit arens substanilal-
ly smaller than their natural habiiats, with denaer popu-
iatiana of both parasitas and their animai hosts.
[0004] Implant technology, that s 1o aay, subcutane-
oua implant of pharmacsuticala and madical davicss, Ia
now wall accaptad and widespread In tha flelds of anl-
mal health and production snhancemant and human
health. Many typea of blalogically active compaunds, in-
clcing harmanes, vitamina, antibiotics, antiinflammato-

10

plant-receiving punchre benaath the skin af a suliable
location on the body of the animal. Smal paliets of the
bloactive compound are forcad through the neadls and
left undar the skin as tha neadie Is ramoved. The sars
orq & prelered site for pellat krpiantation in Fvestock
such ms cowa, piga and sheap. impiantad sars are com-
monly discardad in alaughtsiing, so that no unabsarbad
pelat reskive wil end up In lood products inlended for
consumption by humans or domastic animals.

[00D5] The patiats ere nosmatly implantad in lann an-
imals whils tha animal |s confined in a cluris. An earls
grasped in ona hand, and an implantar device having a
largs hypodermic naedls Is used to punchwre the hids
and subcutensaualy inject a palisi dosas indo an implant-
recalving punchure. implantation must ba dona carafully
o ensure thal the paliets we properly placed and that
no portion ol the paliot remains sxtending from the pune-
turg outaide the hide. The procedurs must also be car-
fad cut quickly since the animais are not entirely coop-
arstive and may ahais thelr haads to fres the hald sar.
{oo0s] U.S. Pstent No. 5,522,707 (herelnafter “the
‘707 patent’), and amitled Siide Action Valarinary Im-
planier, which patant is hersby Incorparated by refer-
ence, discloses an implanter which smploys a alide ac-
tion mechaniam 1o retract an impelfier, siore an Impeller
tiriving lorea In a spring In cooparation with a laich mach-
aniam, reset a rigger, and advancs & pelist magazine,
all by a single trigger actuated reciprocation of the side
machanism. Oparation of the triggér alaa forces the pal-
lsta from the magazine through tha needie and under
tha skin of the animal,

[v007] ENdant implantara such aa that taught In the
'767 patont parmi rapid ssquontial iInjaction of mary an-
imats in & singla aesalon and meka implant tachnalogy
particderdy well-sultsd for administration of parasit-
cldes while the animals ars confined for ear tagging,
branding, veterinary procedures or the like. Even whara
anly a single animal |s to ba traatad, Implaniation offers
a-parficularly sals mathed for adminisiaring certain blo-
cides, 30 as 10 allow a unar 10 avokd biockies that could
be toxic i ingestad by the animal, for axample by Heking
off reskiua lafl on it own hida or bur or on that of anathar
animal fotiowing treaiment by dipping, apraying or dust-

ing.

[0008] A number of sffective compounds are avalla-
bie for Intemal and extemal parasite control, including
tha palyhetide avermactina, the mithhemycins and mibe-

such parasiticidal compounds have nat proviolialy bean
availahie in implantabie palist fonmulations which pro-
vide kor Immedisis as wall as axtended relsase of the

parasiicide.
Ty agents, vaccines and biocikies are administered as 55 [0009] Pravious avermactin and mihamyein impiania

ldldmp’modpollhﬂﬂﬁmﬂlﬂodbylnlm
planter equippad with & hypodermic needia, The needle
is used to.make = emall self-sealing and noncoring Im-

such as disciosed by Hapler In PCT spplication WO
9623852 and by Wallace in U.8. Pataret No. 4,847,243
do not provids prolonged controliad relesss of the par-
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aslickde dose. Conssquently, additfional paraalticidal
paliets must be pariodically implantad In host animals to
fresl parasites In the Inmadiate environmant of the host
animal.

diflerence between the agenis being that the immediate
agent ls formuisted 1o compiataly raleass imo the sys-

tem ot the animal very quickly after Implanting to provide
& atifficiant aystamic amount ol the immadiate agant io

[0010] This raquiremant for periodic resdminktration & kil pests that are currantly In the animal and the sus-

ia net anly cumbarsome and inefficient, i increases the

fainad agant is formulated in & alow release mairix that

ikalhood that a doss will be delayed or miased altogeth- slowly relesses the sustained agent over a comparative-

er and that parasiies sndemic 1o the anvironment wil
reinfest the host animal. Mareover, aach such proca-

ly long time, ot exampls about 150 days, in & sufficlent
amount io systemically prevent reinfestation of the anl-

dure subjects the animal to strass and risk of lnfection 1@ mal.

8 the Injection aita,

8] The principal chjscts and advaniages of the

{oo11]  Avarlely of techniques ars currantly amployed present invention incliude: providing a multicomponant
1o obtain susiained relsase of parasiticides. Oral bolus- pamstticidal palist system; providing a pallal system for
as ars formulatad in doubls walled cylinders, with layers immediate as wel as sustained delivary of a parasiticide

of racamaias of active ingradisnta, with outer and Inner
layaers having polymer coalings, with wax and (x1 to re-
tard dissolution, and with a heai rasponaive carriers.
[0012] While such measures provida lor sustalned re-
lenss of parasiticides over many hours, thay do not ob-
viaia the nead lor pariodic redosing. Effective parasite
control requires prolangaed sustained relsases for periads
of up to saveral months In order to Interrupt the parasite
life cycia in the arvironment of the host animal.

[0013] Accondingly, thare Is & need for & system which
deilvara subcutansously pellet iImplants of varying con-
trolled releass parasiticiial dosages o provide immedi-
ate as well su susiginad releass ol the paraaiticide lor
a pariod of up to ssveral months, and which doss s0
without requiring pariodic redasing.

[0014] The preasnt invention resclves the problams
praviously outlined and provides a greatly improved par-
ashicikial pafiat sysism which delivars separtis dosss
of both immadists and lang tarm control of parasite In-
fastation In an animad ap part of a alngls implant proce-
dure whersin the Immediats dose s suficient to ki
pests airaady present In the animal and the long term
doss Is sufficient fo prevent reinfestation.

[0015] Broadly speaking, the paliet sysiam includes
an implantar apparatus for subcutansously implanting
parasiticidal pellats In an animal threugh the bors of a
hypodarmic needies which ls aparshly coupled 1o u pallet
magazina, and a plurality of pelists alzed in be implaniad
through the nsadie and poaionad in the magazing lor
salactive alignmant of a pellet with #ha neadla. The pal-
leis Include at laast one immediats relaaae parasitcidal
agent first dose pallet and at isast ona extended release
parasiticidal agent dose aacond pellst. Tha cambined
pellets are packaged In the magazine in an individual
doaing chamber for slmuitaneous delivary of an imme-
diate dose and an extended dose as part of a single In-
Jection.

Advantageously, the aystem poemils both immedate
and sustained ralesss of an affeciive doas of the para-
slticidal mgeni, it order to control presant parasiie infes-
tation and relsase sufficlent agant avar time to prevent
reiniestation far a pariod of up 1o about 150 days. The
immedists and sustained relanse agents may be the
same or different parasiticidal agars with tha principal

in ondasr i ki both intamal and axiamal parasliss
present on an animal and which may reiniset the animal
In the fulure; providing a pellet system which incudes
an implantar apparsius for subcutanscusty injecting pei-
lata in an animal through tha bore of a hypodemmic nee-
dia which is eperably coupled 10 a paliet magazine and
simultaneously Introduces saparate iImmediats and ex-
tandad relsass parasiticidsl pelist doses; providing such
a systam and method which permits injection of prads-
terminad doass of each of & parashicids lor inmadiaie
reianss and a parasiticide for axtanded relasss In a sin-
gle injection; providing such a aystam and method which
pamits subaitansous injection of both an immediais re-
lease parasiticidal dose and an sxtended relesss para-
slicidal dose; ;

providing . such » svitem and method
which permits an oparaior to setectivaly injsct an ex-

tended relsass parsaiticidal doss inin the neadie; pro-
viding such a systamn and methad which panmits sarial
Iinjection ol largs numbars of animala in a single sesalon;
providing auch a systam and mathod which may amploy
2 wida range of parasiicidal agents for use in control of
infeststion; providing such a system and mathod which
Is simple and efMclent and sconomical 1o manutecture,
which alfectivaly prevents reinfastation of the animal for
apariod of up to about 150 daya and which |s particularly
wall-adapiad faor its intandsd purposs.

[0017] Otherchjacia and advantages of this Invention
will bacoma spparant irom the following dascription tak-
an in conjuncion with the sccompanying drawings
wharein ara satlorth, by way of llustration and sxample,
caitain ambodiments of this invenfian.

[0018] Tha drawings constitute a part of this specitl-
cation and Inchude oxemplary ambodimenta of the
present invantion and liustrais various objects and fes-
turea thersol.

{0018] Figura 1 la a fragmaniary perapactive view of
2 cow, an implanter apparatus In accordancs with the
prasent Invantion, and an apparatus oparator.

[0a20] Ry 2 Is an enlarged, fragmamary cross-sac-
tfonsl view, takan along line 2-2 of Fg. 1, Nustrating a
hypodsmmic needis with pefists insida the nesdle being
inserted into an ear of the cow.

[0021] Flg. A Is an sniarged, iragmentary cross sec-
tional view aimilar io Fig. 2, llusirating subcutancous
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of injection. The exianded relsase peiiets 18 are formu-
iniad to reisase active parasiicide ino the animal’s
biaod aystem slowly and continuously ovar a period ol
many days, for exampla about 150 daya, in order to aus-
1ain suficient parashicide aystemically in the animal be-
ing treaied to pravent reirdestation by undesirable pasta.
[0032] The compreasad pellsia 14, 18 can be pro-
duced insxpensively and in large quaniities by a varlety
of conventional manulacturing equipment.

[0033] Inthe [kusirated embodimant, one paliet 14 In-
corporates an immadiate relense parasiticldal doss and
tha other fiva pallets 18 Incorparsts an axianded release
parasiticidal doss. 1t is foressen that the numbaer of pal-
iots within an individusl dosing chamber 40 within a
magazine 18 for each releass formuistion within may
vary, depending on tha deskred dose of parasiticide to
ba dellverad. Aa an sxample, the extanded releass pal-
ista 18 may numbar one or marny, such as the Husiraiad
dve,

{0034] Each magazine chamber 40 la prefilled with 2
preferred number of discrels paliets 14 and 18, each
contalning a paraaiticdal dose in a compressad palist
formulation dasignad respectively lor immadiate and ax-
iandad releass, the chambar 40 comalning at laast one
immediata releass pailst 14 and ona sxianded releass
paliet 18. The magazine strip 181 preferably ioadad on-
to implanter housing 38 in an orlentation ao that the im-
maciiste release parasitcidal pallet 14 will be delivered
first, foliowed by the extiended release parasiticidal pal-
loia 16.

[0035] Inuss, an oparator grasps the implanter 12 by
tha grip 32 and urgas the needis 22 into the hids 42 and
untdar the akin of tha targst snimal 20 t5 maks the Im-
plant recalving punchure 28. The punctre 28 shown in
Fig. 2, Is approximately hall complete and ia complete
in Fig. 2. The operaior 24 dspresses the trigger mamber
34, thereby propaliing a pin 48 of tha impelier member
38 lorwardly through an aligned magazine chamber 40,
forcing tha peliatz 14 and 18 through the noedls bors
38 and Imo the Implant racelving puncture 28, The op-
orsdor 24 then withdraws the nesda 22, leaving the pel-
lets 14 and 18 in the Implant racalving puncture 28.
[0038] The bloerodibia sxciplent dialmagration alds
includad in the formulation of iImmediats release pelist
14 allows the pellel 14 o immadiately maks avallable
lof systsmic absorption an sfiective doss of a parasiti-
cidal compound, such as ivermeetin. The long creula-
tory hali-lives of such compounds ensures prolaction of
the animal againai parasites for up to 30 days. The bind-
ofs included in the extended relaase pellsts 18 causs
dalayad bioarosion of the peliets and diffusion ot the af-
factive doss of tha parnsiticidal compound lor abaomp-
fion indo the bloodstream ol the animal over an additions)
pariod of up to 120 days, This mufticomponant formula-
tion lengthans the pellet defivary periad for the paraalt-
ickial compound dose so that sifactive blood levela of
the parasiticidal compound are maintainad for parlods
of up to 150 days. In this mannaer, the intemnal and ex-

ternal parasitss of the host snimal are skminated, and
the animal is protected from reindestation unill the par-
aslis e cycis in the environment has been intemrupted
and paraiatancy, that is 1o say, repestad reinfestation of
ths animal with pamaltes andamic 1o ths snvionment la
eliiminated.

[0037] Advantagacusly, the magazine sirip 16 may be
londed for saiective injaction of any numbaer of Immedi-
sle reisase pallsia 14 or extended release pailats 18 In
order 10 obtain dalivery of a ealacted dosage by sach
formuiation tallored 10 the species, waight, age or sex
In a wide variety of snimala. Whars a numbar of pallets
of each lomuistion of paliats 14 and 16 are 10 ba daliv-
ered, the pellets may be elternaled. In othar embod-
mants, both inmaediats and delayad relasss anfiparasit-
ic paliets 14 and 18 may be altsmated in a siack of pel-
lsts of other pharmacsuticals, for delivery through the
implant racalving punciure 28.

[0038] The pallst system 10 of ths presant invantion
may be amployad stficaciousty with cowe, shesp, swins,
goats, poultry, horsas, doga, cats or any other sulable
animal, including wiki animals and humana.

[00a0] Tha laliowing axample is provided for the pur-
posa of Hustrating ths invention and ks not intandad 1o
be Emiting upon tha scape of tha claimas.

EXAMPLE 1

[0040] A cuick relsaso palist s produced Including
100 milligrama of ivarmectin In a quick releass mairix of
lactose and microcrystaliine celiuloss as a disintegra-
tion aid. A sat of five sustainad released peliates ks for-
mulatad and formad containing a total of 125 miligrams
ol varmaetin (n a contralled and sustsined relaase ma-
trix of polyethylana giycol. Thereafler, afl six paliels ara
Iimplanted under the skin In the sar of a cow.

[0041] it is to be undersiood that while certain forms
of the preasnt lwantion have been Musirated and de-
scribed harsin, it is not o ba limited to the spacific forma
or arrangemant of parts described and shown.

Claims

1. A method for provkiing immadiate and long term
conftrot of parasite infestation In an animai; sald
methad compieing:

{a) providing an Implanter spparatus for Im-
planting parmsiticidel pelista In an anlmal
through the bore of a hypodemmic: nasdie which
Ia oparably coupied 1o & palist magazine;

(b} laading the pellet magaring with an Imme-~
diaie relesse paraaiiicidal ageri pellst dose
and an sxisndad release parasiticided agem
paliat doss;

(c) inserting the hypodarmic nsedle under the
okin of the animal and injecting the Immediats

A
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ralonse peflet dose and the extanded release
pallet dosa into tha animal; and
(d) withdrawing tha hypod noodig Jium
w:umdn-mﬁhmm
immediate relasas peliel dosa and sxtenclad
nlompﬂndmbxrlh alin,
.
2. The methed according o clalm 1 including provid-
ing & plurality of discrets pellst dosea.

3. The mathod according to claim 2 including provid-
ing at laast one diacrete Immadiate ralsana dosa In
a first pelist and at joase ona discrats axtendad re-
lease doas in & second peliet.

4. The method according to claim 1 Including:

(a) Inseriing the hypodermic nesdie undar the
skin of the animal and injscting an immediats
reloass palist doss; and whils

(b) maintaining the hypodamic naadie in place
under the akin of the animal, saquentiatly injact-
ing an extendad releasa pallst doge.

5. In a method of administering a subcutansous m-
piant to an animal, the improvemant comprising:
{a} injecting an Impiant for retertion under the
skin of the animal including an immadiaie releass
parasiicidal agaent dose and an axtended ralaase
parasiticidal agent doas In a singla Injection.

8. A method for providing Immediate and sustained
pamaltickia relsase In an anlmal, comprising:

{a) providing an implanter apparatus for Im-
planting pharmaceutical paliets in an animal
through tha bare of & hypodarmic naedls which
Is operably coupled 1o a pellst magazine;

(©} loading the psllst magazine with an imme-
diste release parasiticiial agent paiiet dose
and an extandad release parsahicidal agent
pallat doss;

{c) insarting the hypodenmic neadla under the
ekin of an animal and salactively injecting the
immadiaia relenss pallet dose;

{d) maintaining the hypodsrmic neadie in piace
undar the skin of the animat and alec selectively
injecting sxtanded releass paraslticidal agam
pailet dosa;

(a) whhdrawing tha hypodermic neadia from
under the akin of the animal whils leaving sald
pailats banaath the akin of the animail.

7. In an implant adapted for subcuisneaus implania-
tion In an animal by an implantsr apparaius (12)
through the bore of a hypodermic neede (22) which
Is coupled fo & pallet magazine (18), the Improve-
mant comprising:

(n) sald implart a plurailty of pellels
(14, 18) ailkad

through tha needie and piliMoned In the mag-
arine lor salactive alignmant of the Implant with
the neadls; and

{b) the paliats Including an immadiats relsasa
paraificida) agent palist doss and an extendad
raleass parasiticidal agent peliet dosa.

8. The implant aceording to Claim 7 wharein:

{a) the polisis (14, 16) are pacinged In the
magazina (18) In sequential order for dalivery of an
immadiaia relsase parasiticidal agent dose in
least one dscrete peiiet followed by an extended
release paraaltickial agent doas In at laast one pal-

let for subcuianecus placament in a single injection.

5. The impiant aceoiding lo Clalm 8 wharein the par-
asiticidal agant doss pallets comprise composliions
ssiaciad form the group conaisting of avermactin,
mitbemycin, fanbendazole and (ufaneron and mix-
hras tharsof.

10. The implant according tn Clalm 9 whersin the par-
asiticidel agent comprises vermaciin.

11. The implant according to Clsim 8 wherein:

8) each immediats relsase sgent pelist In-
cludes a disintegration agent; and

b) sach extsnced release ageni pallet includes
& bloamdidle matrix.

12. An implant for subcutanaoiss implantstion In an an-
imal comprising:

{(a) atlsasi ona discrate immediate releass par-
aaliicidal agent pailst doss; and
(b) at Isast ona discrels axtanded relsase par-
asiicidal agant peliet doss; ail of sald pallsta
being combined in a single unit for implantation
side by aide into the sama alta.

13. The implant according o Claim 12 including:
(a) an excipient and sach of saki parasiticidal

agent paiisis comprises & composition selectad
from the group consisting of the svermactin, milbe-
mycin, jsnbandazola, lufenaron and mixtures there-
al.

14. The Impiani accorting to Claim 13 wharein the par-
aalticidal agent comprises ivamactin.

15, The implant according 0 Claim 12 whereln:
" 8) sach immediale raleasa parashicidal agem

peliet indudes a disintegration agent; and
b} each axtended relsase parasiicidal agant

..1
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effects following the administration to the organism. Thus there is a continued need for

improved subcutaneous implant and an improved production method for such a formulstion.

Whexeas the compositions of this invention can become administered 10 any kind of organism,
such as humans and animals, preferably mammals, the invention will be described in more
detail via the treatment of animals with pharmaceutically active substances, especially

antiparasitics.

“—7'One indication, which is economically important in agriculture, is the use of pre-defined and

15

controlied release of pharmaceutically active ingredients in the contro! of parasites in livestock
ruminants (e.g. cattle, sheep and goat).

Parasites can be classified into Endoparasites and Ectoparasites, Endoparasites, for example
worms (nematodes), cestodes and trematodes are hosted inside (0.8, gastrointestinal tract,
respiratory tract) the organism (human or animal). Ectoparasites, for example fleas, mites,
ticks and lice are hosted on (on or in the skin) the organism (human or animal).

Active ingredients are known that control Endoparasites (Endoparasitics, e.g. Fenbendazol,
Pyrantel, Praziquantel) or Ectoparasitios (Ectoparasitics, e.g. Deltamethrin, Fipronil,
Lufenuron) and active ingredients that control both Endoparasites and Ectoparasites
(Endectoparasitics, e.g. Abamectin, Ivermectin, Milbemycin, Cydectin),

These active ingredients can be adminstered in various formulation, e.g. as powder, spry,
pour-on, bath, dip, injection, tablets, bolus or suspension. .

For an effective control of the parasite in or on the animal the following facts are especially
important, species and stage of the parasite as well as species, age, breed and sex, body weight
and condition of the host animal. Therefore it is for an effective control of parasites important
to have a formulation availabie that allows an individuai dosage of the active ingredient.

On the other hand the administration of antiparasitics to animals, especially ruminante is a very
labour intensive work and causes stress and loss of body weight of the animals. It woud be

b
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Examples of biologically active substances are antibiotics, antiparusitics, hormones, growth
promotors, anti-cancer drugs, vitamines and vaccines.

5  More specific examples of pharmaceutically active substances are BST, trenbolone, zeranol,
ivermectin, abamectin, doramectin, moxidectin, selamectin and other systemical compounds.

More than one active ingredient can be used, for example a aynergistic combination of two

vt brs mh ol

pharmaceutically active ingredients.

10
Thus. a composition according to the present invention cen also additionally contain other
biologically active agents used in human or veterinary medicine such as, for example, vaccines,
antibiotics, growth promoters, agents that potentialize the antiparasite effect of the active
ingredient or that improve or avoid its side effects.

o

. (:'!' 3 13
) Preferably the active ingredient is an endectocide, especially preferred an avermectin or a
milbemicin and most especially preferred ivermectin and abamectin.

When administering an endectocide to an animal, effective treatment and control of the
20  different species of pulmonery and gastrointestinal round worms, ticks, myiaacs (known as
*bicheiras”). larvae of Dermatobin hominis, lice, mites of mange and of the fly known as

*mosca-dos-chifres” is possible.

i’
]

: The active ingredient is solid and is epplied in dispersed form, for example in the form of

i; 23 powder or preforred in the form of granules. Solid shall mean solid at 25°C.

-

o The gelling agent b) can be of any kind as long as this agent is physiologically acceptable and
! forms together a gel or o shapable mass with component a), with optional components c) and
| d) and with a liquid, for example water or body fluids.

l s

: Examples of gelling agents are organic or inorganic gelling agents, such as modified cellulose,
-..'i modified starch, polyvinyl alcohol, polyvinyl pyrrolidone, polyacrylates, polymethacrylates, or
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?
dispersed silica. Preferred is modified cellulose, preferably alkylated cellulose, most preferred
cthylcellulose.

The filler ¢) can be of any kind as long as this is & pharmacolopically inactive substance.
Examples of filler ¢) are carbohydrates and silica, preferably a disaccharide, and most preferred
lactose.

The matrix material B) embedding shaped particles from components a), b). optionally ¢) and
optionally d) is a pore-forming agent. This agent is soluble in body fluids and after being
administered to the organism this agent dissolves thercby forming pores in the matrix. Thus
tbe body fluids become access to the combmation A) comprising components a), b) and
optionally c) and d) and the active ingredient is released in a predetermined and controlled
manner. Examples of pore-forming agents are polyalkylene ethers, polyvinyl alcohol, sugar
and sugar aicohols. Examples for sugars are lactose, glucose and preferred saccarose.
Examples for sugar alcohols are mannitol and sorbital.

15

— -
Preferred as pore-forming agents are pulyalkylene ethers or polyvinyl alcohol. Said
polyalkylene ethers or polyvinylalcohols are available in different aggregate forms, depending
on their molecular weight, as liquids or solids at 25°C. For use in the instant invention the
polyulkylene cthers and the polyvinylalcohols should be matrix-forming and shapable via
compression methods, The molecular weight of the pore-forming agent should be selected
adequately to allow pore-forming effects in contact with body fluids.

Examples of polyalkylene ethers are polybutylene ethers, polypropylene ethers or especially
polyethylene ethers. Preferably a nonionic polymer of polyethylene oxide, a polyethylene
glycol, a polyethyleneglycot alkyl ether or combinations thereof ars used. Said matrix material

B) in addition can contain ane or more adjuvants d).

Most preferrcd as a material forming matrix B) is a a nonionic polymer of palyethylene oxide
possessing a molccular weight (weight average) between 3M and 10 M, whereby M stands for
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Polyox 303:

Lactose:

Talc:

Magnesium stearate:

Ethylcallulose 200:
To result in a tota) of:

Example 17

PCT/EF9S0B9T9
19

5758
33g
40p
19g
i19g
199.18

@cmunining 14.64 my of ivermectin/pellet and 30% of Palyox 303;

lvermectin:

Polyox 303:

Lactose: -

Talc:

Magnesium stearate:

Ethylcellulose 200:
To result in a total of:

Example 18

83.17g
413g
21lg
62g
16g
l2g
1613g

Pellets containing 10,40 mg of ivermectin/pellet and 30% of Palyox 303:

Tvermectin:

Polyox 303:

Lactose:

Talc:

Magnesium stearare:

Ethylcellulose 200:08 g
To result in a total of!

5746 g
475g
469g
62g
16g

1605g

\"3’
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\ CLAIMS

: 1 A composition allowing a predefined and controlled release of an active ingredient to an
' s organism when administered to said organism. which composition comprises a

. combination A) of at least two components

a) a1 least one active mgredient in dispersed solid form,

b) at least one gelling agent,

c) optionally at least ane filler, and

1 d) optionally at least one adjuvant

s mE e el o

which combination A) is in the form of discrete particles and is embedded into a matrix B)
which is fonned by a pore-forming agent and optionally st least one adjuvant.

2. A composition according to claim | wherein the active ingredient is a pharmaceutically
ﬂ%; 15 active substance.
‘ -

3. A composition according to claim 1 wherein the uutive ingredient is selecled from the
group consisting of antibiotics, antiparasitics, hormons, growih promoters, anti-cancer
drups, vitainines and vaccines.

. e e T s a s s - VEene = o w

4. A composition according to claim 2 wherein the pharmaceutically active substance is an
antiparasitics, preferably an endeciocide, and most preferably an avermectin or a
milbemicin.

. A composition according to claim 3 or 4 wherein the avermectin is ivermectin and/or

% sbamectin.

6. A composition for combatting external and interna! parasitoses according to claim 1,

P L T S S - S R
14
[
h
)

which contains an endectocide as an active ingredient and which is in the form of a
] "l subcutaneous implant constituted by one or more pellets that release the active ingredient
in a controlied and prolonged way.
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7. A composition according to claim 1 wherein the gelling agent is selcted from the group
consisting of modified cellulose, modified starch, pectin, polyvinyl alcohol, polyvinyl
pyrrolidone and dispersed silica or combinations thereof

8. A composition according to claim 7 wherein the modified cellulose is an alkylated
cellulose, preferably ethylcellulose.

D teeeem s e ms o

9. A composition according to claim 1 wherein the filler is selected from the group consisting

0 of carbohydrutes and silica or combinations thereof.

10. A composition according to claim 9 wheremn the carbohydrate is a disaccharide, preferably

ek IS 11. A composition according to claim ! wherein the pore-forming agent forming matrix B) is
] selected from the group consisting of polyethylene ether, polyvinyl alcohol, sugar, sugar

i alcohol or combinations thereof.
i

]

12. A compasition according to claim 1 wherein the polyethylene ether is a nonionic polymer
20 of polyethylene oxide, a polyethylene glycol or a polyethyleneglycol alkyl ether

13. A composition according to claim 1 wherein the composition is in the form of a peller.

14. A composition according to claim 13 wherein an implant is constituted by a plurality of
2 such pellcts.

15. A composition according to claim 14 wherein said implants are packed in plastic
cartridges.

30 16. A process of manufacturing the composition of claim 1 said process encompassing the
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} . i) combining components a), b). optionally ¢) and optionally d) according 1o claim
: 1 in a mixing equipment,
. it) mixing said components together with a liquid to form a shapable mass A)
s ii)  shaping said mass A) into a plurality of small picces by applying a first shaping
: 3 means 1o said mass A) und separating said mass A) into a plurality of small
; pieces,
i iv) combining said small picces of mass A) with pore-forming agent B) and
: optionally with at lcast one adjuvant d);
} v) mixing said combination of components A) and B) to form a shapable
f' T composition; and
; vi)  shaping said composition to a desired shape by means of a second shaping
. means.
|
) 17. A process according to claim 16 wherein said second shaping means is a tablet press.
' (__;- ) 1} '
i 18. A method of treating an organism with an active ingredient in a predetermined and
i controlled manner said method comprises administering to said organism a composition
: according to claim 1.
20 ‘
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Trémita 011
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Actuacion 440
Folios 026

Con fundamento en lo previsto por el articulo 43 de la Decisién 486 de la Comision de
la Comunidad Andina, se leé comunica que la oposicién presentada por el doctor José
Luis Reyes Villamizar, en su calidad de apoderado de Tecnoquimicas S.A., relne los
requisitos formales exigidos por la ley al momento de su presentacion.

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

Notiflquese el presents oficio conforme a lo dispuesto en el numeral 5.2, literal a), del
caplitulo quinto del titulo primero de la Circutar Unica N° 10 de 2001.

J CESPEDES DE VERGEL
Jefe de la Divigion de Nuevas Creaciones.

31 MAR. 2008
El anterlor requerimiento fue notificada por fijacién en lista de facha, .
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Sede Centro: Carrera 13 No. 27-00 Pleos 2, 5, 7y 10
Sade CAN: Tr. 40A No. 38-50 Conmutador: 3820840
Fu:mmns Un-uoo-moms






