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Superintendenciy de Indostria y Comercio

Division de Nucvas Creacianes

E. 8, D. €N

Ref: Expediente No. 03-097.527
Solicitud de Patentc de Invencidn denominada
“FORMUILLACIONES DE OXICODONA PARA TOMA
UUNA VEZ AL DIA”

Soliciiante: EURO CELTIQUE, S.A.

Lux Heclcns Adurve Gémez, identificado como aparece al pie d¢ mi firma y obrando
cn mi condicién de apadirado de la sociedad EURO CELTIQUE, S.A. salicitunic de In
pulcnlc de invencidn mencionadn en Ja refcrencin, solicito al Despacho se sirva proceder
con el examen de palentabilidad de esta patente. Paru tal fin adjunto el Recibo oficiul
No. 05-92,353 por un valor de $371.000.00.

Alcntamente,

PRI —

Luz Helena Adarve Gémez
C.C 41.575.435 de Bogoli

T.P. 14,884 C.S.).
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Industria y Comerclc

SUPERINTENDENCLS

l

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No, 03- §7527

ELEXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
~PCT, FUE PUBLICADO EN LA GACETA DE PROPEEDAD INDUSTRIAL No 553,
DE FECHA 36 DE JUNIO DE 2008, EL TERMINO HABIL SERALADO POR LA

LEY EXPIRA EL 27 DE SEPTIEMBRE DE 2005.

NOTA: Dentro dal plaze da ke seis (6} meses siguisntes s partr de | feche de
publicacian en lx gaceta de Propledad Industisl, debera solicitar y cancelar |
examen de patentabllidad a0 pana de que la solledud cailga sn abandond, e
acuiardo con lo setablecido an el Articulo 44 de la Decisidn 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
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Fu: 281 31 :S:m:il s
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO
DMSION DE NUEVAS CREACIONES

20201
Bogota. D.C.,
Dactors OfsiB 8% 2348
Luz Helens Adarva
Apoderada
REFERENCIA Rudlicacion 03 97527
Trémite 002
Evento (1713
Aotuacién 430
Follos (1]

Como resultado dal axamean de patentabilidad de la sallchud de patente de invencidn N°
03 97527, reakzado seglin &l articulo 45 de la decision 486 de |la comieidn de la
Comunidad Andina, g8 natifica:

Documentos estudiados:

. Doscripeidn: follgs 49-118
. Ejemplos: folios 116-124
. Capltulo reivindicadorio astudlads: foliog 135-158

. ‘58 relvindica prioridad presentada en Estados Unkios, al 02.05.01, bajo el nimain
B0v288211

Objeto de la invencidn

Sagin ias ivindlcaclones 1 a 71 de |a presente salleitud, se reflars a uria farma de dosis
ol de fiberacion sostenida para apicacion una vez al dia que comprende una malriz gue
comprends oxicodona y un materlal de lbaracitn soabanida.

Clasificacidn térnacionsl de patentes A 61 K 31/485

Claridad de |a soficlfud

El art, 30 de la decisitn 486 contempla que “Les rejvindicaciones definirdn e meleria gue
se desea prolager mediznie in paterss. Daben sor claras y concizas i estar erdaramente
sustentadas por ia descripaidn”



El término “cantidad anaigésicamente efectiva® de la reivindicacién 1 es un término

relativo, ya que depende de cada paciente y, por lo tanto, no defimita de manera exacta la
materia que desaa proteger.

El término “material de liberacién sostenido™ es muy amplio y puede abercar materiales
que no 3@ encuentran ravelados en la descripcitn.

Las reivindicaciones 1-5, 9, 12-13, 23-28, 32-35, 44-48, 51, 54-58, 65-88 caracterizan a
una composicién por un rasuitado de liberacion de la misma, io cuat es reiativo ya que
depende de muchos factores como edad, peso del pacients, etc., haciendo que dichas
reivindicaciones no delimiten de manera correcta la materia que se desea proteger.

Favor hacer las aclaraciones y correcciones del caso

Excepciones a la patentabllidad

El articulo 20d de la decisidén 488 establece que “No serén pateniables los métodos
terapéuticos o quiringicos para ef tratamfento humano o animal, asf como los mélodos de
dlagnéstico aplicados a los seres humanos o a animales”

El contenido de las reivindicaciones 15-22, 36-43, 57-84, que tratan de “Un método para
tratar el dolor...", no es patentable.

El articulo 14 de la decision 488 de la comisién de la comunidad andina establece que:
"Los palses miembros oforgarén petentes para las invenciones, sean de producto o de

procedimiento, en todos Jos campos de la lecnologia, siempre que sean nuevas, tengan
nivel inventivo y sean susceptibles de aplicacién industrial”

El contenido de las reivindicaciones 69-71 que tratan de “El uso de una forma de dosis...",
no es patentable.

Determinacién del eatado de la técnica:

Consultadas las fusntes de informacién con que cuenta este despacho, se encontraron las

siguientes documentos, anteriores a la fecha de prioridad de la presente solicitud -
02.05.01-, relacionados con ia materia de la prasente soliciud:

N° | Documento Titufo Fecha de
publicacion
1 | WO 8514460 | "Formulaciones de opioides para el 01.06.85

tretamiento del dolor”

2 | EP 0007523 | "Compasiciones de liberacién controlada de 04.01.86
accién extendida”

3 | EP 0253104 | "Bases de liberacion controlada para 20.01.88
farmacéuticos®

Evaluacién de los requisitos de patentabilldad:

El articulo 14 de la decisién 488 de la comisién de la comunidad andina establece que:
"Los paises miembros otorgarén patentss pare las invenciones, sean de producito o de
procedimiento, en fodos los campos de la tecnologla, siempre que sean nuevas, tengan
nivel inventivo y sean susceplibles de aplicacion indusirial’
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En cumgplimiento del articula 14 de 1a decieldn 456 de |a camision de la mlpupldad andima,
8@ procedit & evaluar los requisitos de novedad, nivel Inventivo y aplicacion industrial eon
&l fin da eatablecer la patentablidad da la invencidn relvindicada en la solicitud en estudio,

Evaluacién de |8 NOVEDAD

El articulo 16 de la decisidin 486 establece que "Lina ivenaldn se conaiderard nueva
cuardo no eald comprendida en el estado ds ks idcnice”

La publicaciin WO 9514480 sa redaciona con formulaclones de opicides para el
tratamients dal dolor que son apicades da forma oral una vez al dia, tales composicionas
comprenden:

= Lin analgésico oploide como la cadcodona
Un matarial reteardanis cams un polimero acrilico

La solicitud EP 0087523 publica composiciones orales de lberackin extendida de
aplicacién una vez al dia que comprendan;

- Cwicodona
- Una matarlal relardanta de ta beracion

El documento EP 0253104 ensefia composiclones pam la lhersckin extendida de
principios activos que campeerdan:

- Un ingrediente active como oxdcodona
- Una base relardante de Nbaracién sostenida

La composickin de la presente solicitlud comprende composiciones que comprandan:

-  oxicodona
- Un material de libaracidn sostenida

Comparando elemento par elemenin, las compasicionas de la presenta solicibud son

iguales a las de loe documentos citackos y pusden alectar la novedad de la presante
soliciud.

En conclusién loa requisfos de patental:idad de B presente soficftud se encuentran
afectados asl:

N* Dacumentn Ralvindicaciones Raguisitc que
afectadas afscta

1 W0 B514480 1-14, 2335, 44-58, Novedsad -
85-658

2 EP 0097523 1-14, 23-35, 44-58, Novedad
Bh-58

3 EP 0253104 1-14, 23-35, 44-56, Novedad
B85-68

En cumplimianto del articulo 45 da la Daclaldn 488 de la Camisidn de la Comunidad
Andinz, se e Indica que debe dar respuesta dentro del término de sesenta dias contados
a partir de 1a fecha da la notificacion de lp presenta camunicacldn. En caso de no dar
respueste &l presente requerimionto, o g1 B pesar de la respuesta subsistiaran ias
impedimentos para Ia concestin, s& denegeard ka patente.

\ﬁx
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Notiffquess el presente oficio conforme & lo dispuesto en ¢l numeral 6.2, Iteral @), del
caphuln 5 del thulo primero de: la Circular Unica N 10 de 2001

”

Allx Carmenza C: ot de Vergel
Jefe de ka Dision de Nuevas Creadlonss

H anterior requerimiento fue notificado por fijacibn en lista, da fachs 13 “m‘ @3’

CONCEPTO TECNICO EXAMINADOR TECNICO
Ndmero 0860 Codigo 202024
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1. An oral sustained release opioid formulation

comprising:

an opioid analgeaie,

an affective amount of at least one ratardant
material to cause said opivid analgesic to be relsasad at
an effective rats to provide an analgesic affect after oral
adwinistration to a human patient for at least about 24
hours, said formulation when administered in humans
providing an initially rapid rate of rise in the plasoa
concantration of said oploid characterized by providing an
absorption half-life from 1 to about & hours in the fasted
state,

2. Tho sustained release formulation of claim 1,
wharein said coral sustained release provides an absorption
half=-1ife from 1 to about & hours.

3. The sustained release formulation of claim 3,
wherein said oral sustained release provides an absorption
half-life from 1 to about 3 hours.

4. The sustained release formulation of claims 1-3,
vherein said opioid analgesic is selected from the group
consisting of hydromorphona, oxycodone, dihydrocodeine,
codeine, dihydromorphine, morphine, buprenorphine, salts of
any of the foregoing, and mixturos of any of tho foregoing.

5. The sustained releasc formulation of claims 1-3,
vwherein said opioid analgesic is selected from tha ¢group
consisting of alfentanil, allylprodine, alphaprodine,
anileridine, benzylmorphine, bezitramide, buprenorphine,
butorphanol, clonitazena, codeine, cyclazocine, deso~-
morphine, dextromoramide, dezocine, diacproaide, dihydro~
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10. Tha sustained release formulation of .claims 1-3,
wherain sajd opioid analgesic conaists of from about 5 »g
to about 400 ng oxycodone.

11. The sustained release formulation of claims 1-10,
wvhich provides a peak plasma lavel of said opioid in-vivo
from about 2 to about 10 hours aftar administration.

12. ‘The sustained releass formulation of claims 1-13,
wherein said retardant material is selected from the group
consisting of an acrylic polymer, an alkylcellulose,
shellac, zein, hydrogenated vegetable oil, hydrogenated
castor oil, and mixtures of any of thea foregoing.

13. The sustained raslease formulation claims 1-12,
which comprise a plurality of substrates including said
oploid, each of said substrates having a dumtar from
about 0.5 rm to about 2 mm.

14. The sustained relesse formulation of clain 13,
vherein said retardant utorinl is coatesd on the surfacs of
said aubstrates.

15. The sustained release formulation of claim 13,
vherein said substratas compriss inart beads coated with
taid opioid analgesic, said subtrates further comprising an
outer coating inparting sustained release propertieas to
said formulation and comprising said retardant material.

16. The sustained release formulation of clain 13,
wherein said substrates comprise wmatricas of a
substantially uniform nixture of said opioid analgasic and
said retardant material.

o
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gastric fluid, is preferably applied, taking into account
the physically characteristics of the therapeutically
active agant, the mannexr of incorporation of the plasti-
cizer, etc. After coating with the hydrophobic polymer, a
further overcoat of a film-former, such as Opadry®, is
optionally applied to the beada. This overcoat is pro-
vided, if at all, in order to substantially reduce agglom-
aeration of the baads.

Next,.the coated beads are cured in order to obtain a
stabilized rolease rate of the therapeutically active
agent.

When the coating comprises an agueous disparsion of
ethylcellulose, the coated substrats is praferably sub-
jected to curing at a temparatura greater than the glass
transition temperature of the coating solution (i.e.,
ethylcallulosa) and at a relative humidity from about 60%
to about 100%, until the curing endpoint ie reachaed, o.9.,
about 60°C and a relativae humidity from about 60% to about
100% for a time period from about 48 to about 72 hours, as
described in U.S. Patant No. 5,273,760, haereby incorporatesd
by raferanca.

In preferred ambodirnents of the presant invontion
directed to the acrylic coating, a stabilized product is
obtained by subjacting the coated substrate to oven curing
at a temperature abova the Tg of the plasticized acrylic
polyner for the reguired time period, the optimum values
for temperature and time for the particular formulation
being determined oxporimentally. In certain embodiments of
the present invention, the stabilized product is obtained
via an oven curing conductaed at a temperatura of about 43°C
for a time pariod from about 24 to about 48 hours or
longer, as described in U.S. Patent No. 5,286,493, hereby
incorporated by refereonce.

The release of the therapeutically active agent from
the sustained-release formulation of the praesaent invention
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can be further influencad, §.e., adjusted to a desired
rate, by the addition of one or more reslease-modifying
agents, or by providing one or more passageways through the
coating. The ratio of hydrophobic polymer to water soluble
materisl is datermined by, anong othaer factors, the release
rata raquired and the solubility characteriatics of the
matarials selected.

The ralease-modifying agents which function as pore-
forners nay be organic or inorganic, and include materials
that can be dissolved, axtracted or laached from the coat-
ing in the environment of use. The pore-formers nay com-
prise one or more hydrophilic polymers such as hydrexypro-
pylmothylcellulose. The sustained release coatings of the
present invention can also include erosion-promoting agents
such as starch and guns. The sustained release coatings of
the present invention can also include materials ussful for
maXing microporous lamina in the environment of use, such
as polycarbonates comprised of linaar polyesters of
carbgnic acid 1n' wvhich carbonate groups raoccur in the
polymar chain. The release-modifying agent may also
conmprise a semi-parmeable polymer. In certain preferred
embodiments, the release-modifying agent is selected Irom
hydroxypropylmethylcaliulosa, lactose, metal stearates, and
nixtures of any of the foregoing. The sustained relsase
coatings of the present invention may also include an exit
means coaprising at least ons passageway, orifice, or the
like. The passageway may be formed by such methods as those
disclosed in U.S8. Patent Nos. 2J,845,770r 3,916,889;
4,063,064; and 4,080,864 (nll of vwhich are haereby
incorporated by reference). The passageway can have any
shapa such as round, trianqular, square, elliptical,
irragular, ato.

In other armbodiments of the present invention, the
present invention may utilize a multiparticulate sustained

©
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ingredient la raplaced with the hama moiety.

Woen the ney glow rel=sse compositiops are uead
in therapy, the dosage form may ba aither a tablet or
a ceapsnly and the particulay salé-base replacegent
proportions will depehd on the preferred speclfic
therspeutic necds, Whaen it 15 Jeeired to vtilizs oma-—
a=day therapy dosage achedules, then it will ba found
wsefnl to replace 734 of the pharmacologically active
silt wsed as the therapeutio ingredieat with the bass
mojety and in cartein instances it may be desired to
mag even a highar base salt replacemont ratio of uwp to
904 of the amount of the sslt wsed heing replaced by
the basa. The sxact proportict of agtive salt replaced
by the base 18 dapandent on the Aduratien of bicavall-
ability desirad io be achieved with the perticular Gosage
form. A particular advantage of the pressnt slow
ralease coxposition is phtained by mdjgating the
propoxtion of salt/base active ing—mdient in slow
release pharmacsutical compositlona t6 chtain the desired
bioavailability for cne-a-day adninlstration echedules of
a therapeutic dozaga form, withovt meterislly oodifying
teblet giza or increasing the amoont of active ingredienta.

The ganaral metbod wtllized in the eroductlon of
the coxposition of the p:l:esl.ent inventicn is described
halow:

To extebd farther the Sissclution time of an Active
ingredient £roh & slow release tablet or capauls
composition preparsd with & pharmacologicelly actlva sealt,
from 235 to 754 of the amount of phavmasologically
active galt nsed in the farmu)s is replaped with the
fres active basa molety of said eelt, Whan selecting
the guantity of the pharmacologically antiva azlt o he
raplacved with the base, the pharmacologloally active
paction of the szalt enters into suoh determination.

For examecls, if tha active salt used is theophylline
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CLAIMB:

1. Extended action controlled raelaase pharmaceutical
coapoaition, comprising a pharmaceutically acceptable
controlled ralsase core or matrix for pharmaceutically
active agents having distridtmted therethrough a
pharmaceutically affective amcunt of a pharmacologically
active substance, saild pharmaceutically effectivo
amount comprising a proportiom of the salt form of said
pharmacologically active substance and a proporticn

of the free base form of said pharmacologically active
substance.

2. A composition as claimed in elaim 1, in vhich
from 75 to 25% by waight of the salt farm and from

25 to 75% by waight of the free bagse form arc present,
the amounts being based on the pharmacological active
molety of the pharmacologically active substance.

3. A coxposition as claimed in claim 1 or claim 2,
characterised in that it is in tadlet form.

4. A composition as claimed in claim 1 or claim 2,
-characterised in that it is in capsule form.

5. A composition as claimed in any of claims 1 to 4,
charactarised in that the pharmacologically actiwe
gsubstance is amitryptaline, atropine, chlerpheniramine,
chlorpromixine, codeine, dexbrompheniramine, diphenyl-
hydranine, doxllamine, sphedrinc, hyoscyamins, morphine,
cxycodone, papavarine, phenylpropanolamine, propranolol,
quinidine, scopolamine, thaophylline ar thioridazine.

6. A composition as claimed in any of ¢laims 1 to 5,
characterised in that the pharmaceutically effective
amcunt of saild pharmacologically active substance
cormprises between 603 and 408 by weight of the salt
form and 408 - 604 by weight of the free base form.



l

EP 0 253 104 Al

K

Europliisches Patontemt

® Q Europesn Pelant Ofios . © Publication aumber: 0 253 104
Offics surepden'doe brevais Al
® EUROPEAN PATENT ArpiJcA‘i\ou
© Applicsion numnbur: STIOT38Y © s ABIK 800 , ASIK 0/28 ,
AB1K 9/52
@ Dute of fing: $2.08.07
© Priority: 10.07.88 US 5T0 " | ©® Applvent Buro-CoRique B.A.
. 122 Boulaverd do & Petruese
& Deo of publicstion of application: Lumsmburg{LLn
- 204100 Bullstin 3803
@ wwentor: Oshiack, Benjsmin
Dusigratsd Contracting Stazos: 351 Eat B4th Qrost
AT 8E CN DE E8 FR OB GR IT LI LU ML B New York $0026(US)
® Reprosentatve: Easntliv & Speisor
Martinistrasso 24
D-2800 Bremon 1(0F)

@m_—_um

® T» mlam of therapouticaly sclive agenis from contled relesse basas Is wcwried by using &
combinafion of a Ngher aiiphatic slochol and an acryfic mein es the bass material




0253 104

30. Phasmacoutical composiion acoonfng 1o clsim 1 whorein said phermacsufical agond ly amiiryp-
tuing, abopine, chicephaniaming, chiompromizine, codsine, dexbrasnphanirentine, dphenyihydremina, dow-

. llsmine, ‘ephacking, hycecysmine, marpling, Orycodons, papswrine, phenylpsopanalsmine, propranalol,

guinkfine, scoplaming, thaophwiine or thioridsaing.

11. Core or matrix for controliod release pharmsossdics! composifons for aral wdminisiration end baing
adapiod for digritagion thevein of & pharmaceutically active agent. seid coro or matrix compxising 8 higher
tiiphstic sioohol of 1018 carbon stoms and & phermacaufically gocapiabie acrylic resin, sald acryfic resin
baing in en emount of aboul 10-80% by waight of the weight of sald Righer e%phaiic sioohol and ssid ecrylle

1zMummnﬁn11Mhmdﬂmwhm1mw

§ 1

t4 Corp or mabix ecoording to claim ﬂmﬂnhmduﬂmanbmmw

4

14. Pharmacoutics) compostiion acconding o ciabm 1 and being in the form of a iablet.
18. Pharmaceuticel composlifon according 10 clsim 1 and being in the farm of a caplet.
18, Fharmacewtical compoaliion scctrding 10 clabm 1 and being in capauls farm



¥

This ciyeciution of the tabists (USP mathos i described (n the provious sxampios) were &3 follows:

BOUR TORMDLATION A  FORMULATION B :

31.8% s.Nn
46.5% 4.3
62.6% - 53.9%
T72.3¢ 61.4%
84.3% 66.5%
100.0% 72.3%
12 - 82.0%

19 - 199.0

W 0an Ows see thm whao X3% of tho cotostesry! alcahnd is repiacod by the aorylic main fhat we have
#1 extenglon of dimoirion Gme from 100% drug relanse iy aight hours 1o eigiisen houw. This exlerded
slow misxss of mOrphing woudd thuy makm this wbist aven sudiabie for 8 once @ day administation.

Whila the ivention has boen Shstratad with respect to paviouier formulstions of higher aliphatio sicchol
and acryfic resin, and with respect 1o parficular tharapsulic egeats, i Is apperent thal veriafions and
modiicalions hoveof cen b made whheatt departing trom e eput or scope of e invenfion. Such
moditiogtions sy mesnt to ba comprehended within the scope ond equivelanos of the spponded cleime. *

o A & W N

1. Extonded sofion contralisd reloase phasmaceutiest composiion for oml adminisialion, comgprising &
phermeceuticaly activa agant dishiuiad in 3 controlisd relesse oore o matrix comprising & highor sfohatic
sicohol of 10-18 carbon atoms and & phamaceutcally scoaptable acvylic rasin, sald aorylic fesin being In
:nmdm:o-m by welght of the weight of saki higher siiphatic aicohal pius the sald sorylic
MLMMMhM1Mﬂmmimm¢mw

by woight.

3. Mameceuticsl compesition accontng o cladm 1 wharsin sald scryfe regin ie n sn smount of shout
20-35% by weight

4. Pharmacsutioal composifion acoording 1o cigftm 1 whersin suid core or marix slso tncludos & hinder.

5. Phannacautics! composition ecoonding 1 clafm 4 wharein ssid core o matrix siso includes & filler. ¢

6. Pharmeomuticsl composition according to olsim 8 whersin miid core or maivix also includes o

7. Pharmecsuticsl composifon according o claeim 8 wherein caid oore or matiix also inchudes &

& Pharmecsutical composition scoontng 1 cl'm 1 wherein sdd oove or matrix constitutes sbout 20~
40'% by weight of esid composition.

& Pharmpcsutionl composition soconding to claim T wharein axid phermscouicsly scthve agant Is
highly water soluble.

an
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