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Indusiria y Comercic
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DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDRIENTE No. 01-20683

EL EXTRACTO DE LA PRESENTE SCLICITUD DE PATENTE DE INVENCION

FUE PUBLICADG EN LA GACETA DE PROPIEDAD INDUSTRIAL No 528, DE

FECHA 30 DE MAYOC DE 2003, EL TERMINO HABIL SENALADO POR LA LEY

EXPIRA EL 29 DE AGOSTO DE 2003,

NOTA: Dontro del plazn da oz sais (8) meses sigulertes a pariir da |a fecha de
publicacién en la gecets de Propiedad Industrial, debend solichar v cancelar |
examen de patentabilidad so pana de que |z solicitud caiga en abhandona, de
acuerdo con lo establacida en el Ariiculo 44 de |a Decisidn 488/2000.

SE PRESENTARCN OPCSICIONES POR PARTE DE TERCERDS.
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2020f
Bogots, D.C,,
Doctor oficiont -~ 11663
German Castilo Grau
Apodarsdo
REFERENCIA Radicacién a1 20583
Tramta 002
Evento 001
Actussion 430
Follos 015

Coma resultado del axamen de patartablidad de la solleltud de patente da imencidn N
01 29683, realizado segdn el articvio 45 de la decislon 486 de |la comision de la
Comunidad Andina, se notifica:

Dooummeantoa estudiados:

. Dascripelon; folios 5-19
. Eamplos: folios 18-36
. Capftulo retvindicatorio estudiado; tolios 37-41

. Se reivindica prioridad prosentada sn Gran Brelana, el 18.04 00, bajo el ndmena
GBOO0RS22 4

ObJsio de la invencion

Segin |as reivindicaciones 1 8 17 de la presente solickud, sa refiere B una composicion
farmacéutica ¢on una fase de liberacitn inmadiata y una fase da Ilhemeidn eostenkia de
paracelameol, comprendianda Ia eltada ¢composiclén de 600-700mg de paracatamol ¥ un
vehlculo farmacéuticarments aceptable.

Clasificackdn imtemacional de patentes A 61 K ¥22

Claridad da la sadicltud

El articulo 30 de la decision 488 de la comisiin de la comunidad andina stablece que:
“Las relvindicacionas definisin fa malsria que se tesea proleger madiante ¢ patents,
Daben ser claras y concisas vy estar enteramanta susientades por la descripcion”



Las relvindicaciones 1-3 no cumplen con el requisito de claridad, ya que se caracterizan
por un resuitado a obtener y no definen caracteristicas técnicas que permiten lograr tales
resultados. Se le recuerda al solicitante que una composicion farmacéutica se define por

sus componentes especificos y la proporcién de los mismos para que se diferencle de
manera especifica de aquellas que se encuentren en ol estado de la técnica.

Los términos “polimero formador de matriz”, “polimero soluble en agua o insoluble en
agua’ usados en las relvindicaclones 8-8 son muy ampilos y pueden abarcar compuestos
que no se encuentran revelados en la descripcion.

Favor hacer las aclaraciones y correcciones del caso,

Daterminacién del estado de ia técnica:

Consultadas las fuentes de informacidn con que cuenta esie despacho, se ancontraron los
siguientes documentos, anteriores a la fecha de prioridad de Ia presente soficitud -
08.02.99-, relacionados con la materia de la presente salicitud:

N° | Documento Titulo Foecha de
publicacién

*Acetaminofén de liberacién prolongada” 16.03.00

2 | FR 2768708 | “Composicién que contiane HPC, HPMC y/o 05.02.88
efiicelulosa como agentes desintegrantes y su
proceso de obtencién”

;| WO 0013673

Evaluacién de los requisitos de patentabilidad:

El articulo 14 de |a decisién 486 de la comisién de la comunidad andina establece que:
“Los paises miembros oforgaran pafentes para fas invenciones, sean de producio o de

procedimiento, en todos los campos de ia tecnologia, siempre que sean nuevas, fengan
nivel inventivo y sean susceptibles de aplicacién industriaf'

En cumplimiento del articulo 14 de la decisidn 488 de la comision de la comunidad andina,
80 procedié a evaluar los requisitos de novedad, nivel inventive y aplicacidn industrial con
al fin de establecer la patentabllidad de la invencién reivindicada en la solicitud en estudio.

Evaluacién de 1a NOVEDAD

El art. 16 de la Decisién 486 contempla "Una invencién se considerard nueva cuando no
esté comprendida en al eslado de Ja técnica”

La publicacién WO 0013673 revala composiciones de acetaminofén que contienen una
fase de liberacidn inmediata y una fase de libaracién controlada

La solicitud FR 2766708 sa relaciona con composiciones de dos fases que contiensn una
fase de liberacidn inmediata y una fase de |llberacion extendida de acetaminofén

La presente solicitud se reivindican composiciones farmacéuticas de acetaminofén que
contlenen una fase de liberacion inmediata y una fase de liberacién sostenkia.

Comparando elemento por elemento, las composiciones de las relvindicaciones 1-17 son
iguales a las reveladas en los documentos citados y pueden afectar la novedad de la
presaente solicitud,
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En conclusitn los requisitos de patentabilidad de la presente solicitud se encuentran
afectados asi:

[N Documento Reivindicaciones Requisito que
: - afectadas afecta
1 wO 0013873 | 1-17 Novedad
2 FR 2786708 n 1-17 Novedad

En cumplimiento del articulo 45 de la Decisién 488 de 18 Comisién de Ia Comunidad
Andina, se l@ indica que debe dar respuesta dentro del término de sasenta dias contados
a partir de la fecha de la notificacién de la presente comunicacién. En caso de no dar
respuesta al presente requerimionto, o0 si a pesar de la respuesta subsistieran los
impadimentos para la concesion, se denegara la patante.

Notifiquese el presente oficlo conforme a lo dispuasto en el numeral 5.2, Iiteral e), del
capitulo 5 del titulo primero dgdg Clrcular Unica N° 10 de 2001

Alix Carmenza des.de Vergel
Jefe de la Divisiég' de Nuevas Creaclones \
1520071 &%

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

CONCEPTO TECNICO EXAMINADOR TECNICO
Nimero 1578 Cédigo 202024
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30 Tule: EXTENDED RELBASE ACETAMINOPHEN
{51 Abstran:

An oxtended wlomse composition compriacs & puniky of discress particles conteining scctaminophen which, whea
coninjoed within a gelmin copsule and esztyed in » USP Appererns | romting besket ot 50 rpes in 900 ml of phosphmte buffor st pH S8
ol 37 *C, axdibies sbowt 4D parcent 0 gbout 3Y percm acstominaphen diwsiction ar ono-beif howr, alxxa 30 parcent to sbout 68 persent
m&:l‘l:oﬂndhml: &Jnmmwmﬁmﬁnﬁ’:

o two
memm A procems for treating 8 bsmen patfest with the sxiended releass eteminophen compositlen is axo
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that a "good night's rest® can ba beneficial to the
comfort and recovery of an ill child.

A. The Campasition

The contemplated composition is contained
within a blister {or a gelatin capsule that can be
orally administered as a capsule), thar can be cpened
and the particles mixed with, for example, food such
as applesauce, tapioca, flavored pudding or yogurt
for those patients that have difficulty or cannot
swallow a capsula, tablet or caplet.

Two exemplary compositions and the mechods
for preparing those compositions are cdescribed bslow.
It ia to be undexrstood that the following
deacriptions are for fllustrative purposes oaly and
are not intended to limit the present invention to
the exemplary compoaitions and mechods for making the
conpositions provided herain.

Dissolution profiles or epecificaticna have
been developed for the present acetaminophen
preparation based upon two accepted assaying
techniques, namely the rotacing basket and rotating
bottle mathods, which are discussed in detail below.
The specifications include particularly preferred
dissolution valuss based upon regulatory, i.e., FDA,
requirements and "in-house® requiremants as
decermined by the rotating basket method and "in-
house® requirements as determined by the retating
botcle method.

Particularly preferred dissolucion profiles
are a8 shown in Tables 1 and 2 below.

PCTAIS99/20113
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TABLE i
PARTICULARLY PREFERRED DISSOLUTION PROFILES FOR
THE PRESENT EXTENDED RELEASE ACETAMINOPHEY

AN A o

W, 4

5
 Time (minutes) | arcent Disao TAnge
15 41 (II- =4
30 — 47 (31-56)
60 B3 (43-84)
120 65 (52-78)
180 74 159-89)
240 U2 (66-987
“300 “NLT 90
TABLR 2
PARTICULARLY PREFERRED DISEOLUTION PROFILES FOR

10 THE PRESENT EXTRNDED RELEASE ETAMINOPHEN
PREPARZ ) S MNEA : ! k-

LIl P N N3 RLFTT]

¥ime (minuces) Percent Reloase (range)
L 30 (45-381 |
o0 0 (54~
120 0 1e3-77y |
180 80 (72-68) |
240 »90

Several of tha dissolution value ranges
15 presented sbove overlap such that an upper limic of a
range at a particular time can have a3 higher percent
diassolved than a lower limit of a range at a next
later time. This is not to imply that the
diseclution valua is constant or reverses as time
20 progresses. Rather, dissolution follows a
subastantially smooth curve with the taocal amount of
acetanminophen being dissclved increasing over time
until substantially all of che acetaminophen is
dipsolved.
25
i. Eirst Exemplary Composition
A first exemplary composition is a blend of
beads or particles of both an ‘mmediate release form
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and a eontrolled or sustained release form that
eontain acetaminophen coated on sugar/starch seeds. A
preferred composition further includes inactive,
acetamincphen-£free particles or nanpareils (aleo
referrad to herein ap placebo beads), puch as coated
sugar/starxch seeds.

The first exemplary extended release
acetamincphen composition includes a distribution of
controlled releasea particles and immediate relense
particles that is made to effect a desired
dissolution profile, that is dependent upon results
of in-process testing. The batch amounts of the
particles that are used to prepare the distribution
are about 110 kg to about 140 kg of controlled
releoase particles, about 90 kg to about 115 kg of
immediate release particles and about rero kg to
about 50 kg of placebo particles. Those skilled in
the art will recognize that the weights of the
various particles in each dosmage; e.g., bliotex or
capsule, can be varied depending upon cthe particular
dosage desired, however, the weights of the immediate
release and controlled raleass paArticles relative to
one another typicnlly remain relacively constant, to
achieva that desired distribution and thuas the
desired dissclucticon profile.

It will aloo be recognized by those skilled
in the art that the particular ®dosage® provided in a
given blister or capsula can vary depending upon the
desired dosage. Anticipated deasired dosages are 160
mg, 240 mg, 325 mg and 650 mg blistezs.

The controlled release particles include
acetaminophen, magnesjum stearate and povidana
disposed on a sugar/starch seed r cora. A preferxed



WO 00V1 3673

10

15

as

]

-17-

sugar/starch seed is sugar spheres NF of between
about 40 and S0 mesh, that contain not less than 62.5
percaent and not more than 91.5 percent sucrose,
calculated on the dry basis, the remainder consisting
primarily of starch. (USP NF 1995 2313),

In a preferred form, the controlled release
particles include a plurality of layers of
acetaminophen and magnesjum stearata on the
sugar/starch seeds, which layers are bound with
povidone. Most preferably, the acetaminophen-
containing layers are coated with a plurality of
layasra of a mixture of povidone and magnesium
stearate.

One preferred preparation of chs controlled
release particles includes acetaminophen in a weight
ratio to magnesiun stearate of between abaut 5:1 and
about 10:1, and the acetaminophen is about 70 to
about 80 weight percent of the contxrolled release
parcicles.

A contemplated batch formula for the
controlled release particles includes "Starter Beads*
having a batch formula of about 100 kg of
acetaminophen, abocut 5.3 kg of magnesium stearate NF,
about 21.6 kg of sugar sphercs NF (40 to S50 mesh)
about 17 kg to about 30 kg of 15 percent
povidone/isopropyl alcohol (IPA} stock solution, and
about 47 kg to about 80 kg of isopropanol.

A 130.2 kg batch of tha "Starter Beads®
cthat is used to prepare the controlled release
particles then has added thereto as additional
coatingas, about 5.85 kg to about 15.6 xg of magneaium
ataarate NF, about 2.4 L, to about 6.4 L of
igopropanol and about 2.4 L to about €.4 L of 15

PCT/AUSY20113
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percent povidone/IPA stock solution. The amount
{i.e., weight) of magnesium stearate, isopropancl and
povidone/IPA solution applied as the coating are
dependent upon tha number of coatingas required to
maet spacifications; i.e., the desired dissoclucion
profile, as determined during in-procees assays,

Tha immadiate release particles are
likewise formed of sugax/starch seeds having a
plurality of layers of a mixture of acetamincphen,
starch and a crosa-linked carboxymethyl cellulose,
preferably, croscarmellose sodium NP, that is bound
with povidone. Preferably, the acetaminophen is
present in a waight ratio to the starch and o tha
carboxymethyl cellulose of about 13-16:1:1.5-2,
roapectively, and che acetaminophen is about €60-70
weight percent of the immediate releape particle.

A contemplated batch formula for the
immediate releasa beads includes about 100 kg of
acetaminophen, about 7.1 kg of crose-linked
carboxymethyl cellulose, preferably croscarmellose
NF, about 11.9 kg of starch NF, about 25.6 kg of
sugar epheres NF (40 to 50 mesh) about 1% kg to about
34 kg of 15 percent povidone/IPA stock soiution, and
about 53 kg to about 91 kg of iasopropanol.

The composition can further imnclude, as
part of the blend, placebo particles of coated
sugar/atarch seeds that do not contain acetaminophen.
Preferably. the coated augar spheres have a size of
bstween about 30 and about 35 mesh.

A contsmplated batch formula for the
placebo particles includes about 10 kg of
ethylcellulosa 7-FP, ahout 50 kg of sugar spheres NF

PCT/US92011)
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{30-35 mesh), about 1.2 kg of methylcallulose E-5,
and purified water as needed.

A final distribution of immediate release
particles, controlled raleawe particles and placebo
particles is made to effact a predetarmined
dissolution profile, and can be made to effect the
particularly preferred dissolution profiles provided
in Tables 1 and 2. The assay technigquea are
discussed hereinafter.

ii. Preparation of the First
Exauplary Copposition..

The various particles that form the first
exemplary composition; i.e., the immediate release
particles, the controlled release particles and tha
placebo particles are each preparcd in saparate
processes aes presentsd below, and are subsequently
blended together to forxm the present extended releasa
acetaminophen composition.

a. lugediate Release Parricle Preparabion

The immediate release particles are
prespared in two batchas. A 100 kilogram (kg)
quantity of acetaminophen, a 7.3 kg quantity of
croscarmellose sodium NF, and an 11.9 kg quantity of
starch NF, are each divided in half, and the three
constituents are blended together to form two
identical batches.

sach of thc batches is milled rthrough an 80
mesh acrean using a mill guch as ® Ficzpacrick MiLi.
The two milled batches are then blended togethar to
form a mixture, which is tested for composition in
accordance with accepted quality assurance testing
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WHAT IS CLAIMED IS:

1. An extended release acetaminophen
composition comprising a plurality of discrete
particles containing acetaminophen which, when
containaed within a gelatin capsule and assayed in a
USP Apparatus I rotating basket at 50 xpm in 500 mL
of phosphate buffer at pH 5.8 and 37°C exhibits about
40 percent to about 53 percont acetaminophen
disgolution at one-half hour, about 50 perceat to
abéuc 68 percent dissolution at 45 minutes, about 57
percent to about 77 percent acetaminophan dissolution
at one hour, about 82 percent to about 92 percent
acetaminophan dissolution at two houtrs and about 100
percent dissolution at six houra.

2. The extended releasea acetaminophen
composition according to claim 1 comprising particles
contalning acetaminophen coated on sugar/starch
peeds, said particles present as 3 blend of both an
immediate relsase and a controlled release form.

3. The extended releasses acetaminophen
composition according to claim 2 wherein said
controlled release particles comprise a sugar/starch
meed particle coated with a plurality of laysrs of
acetaminophan and magnesium stearate that ars bound
with povidone, and mald acetaminophen-containing
layers are coated with a plurality of layers of a
mixture of povidone and magnesium stearate.

4. Tha extended release acetaminophen
compasicion acearding to elaim 3 whersin the weight
ratio of acetamincphen ¢t magnesium stearate in said

PCTAIS99/20113
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15 2768708
PLP5 | PLP8 | PLP7 | PLPS |
PHASE INTERNE
Paracétamol 80 % 80% | 945% [ 90%
HPMC 90 SH 4000 45% 2.25%
'PVP K90 (Poudre) 275% | 2,75% | 2,15% | 2.75%
PVP K90 (Solutiond 10%) | 2,25% | 225% | 225% | 2.25%
PHASE EXTERNE
HPMC 50 SH 4000 SR 45 % 225%
I'ET'E'_AMTE‘?EMENESIUM 05% | 05% | 05% | 05%

La fibération de paracétamol a 1 testée pour les préparations PLPS, PLPG et
PLP?.

Les cinéliquas de libération sont représentéas respsactivamant sur les figures 4,
Selb.
Exemple &:

EP 1 ] DE P L B
NOYAY
Les comprimés & double noyau sont constituds d'un noyau interne (GAL 135-
04) et d'un noyau exteme, enfourant la noyau inteme.

Le noyau inteme ast préparé comme décrit dans l'exemple 3 pour la comprimé
biphasique,

Les quantités respectives des différents composés sont sensiblement
modifiées et sont las suiventes

= iy - —

SN
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Composition du noyau {ntems gal 13 (-]
Formule centésimale (%)

{mg)

Phase iptemeo

Paracétamol 98,0

Hydroxypropylméthyt-

celulose (metolose,

90SH 4000 SR) 20

Povidons K9S0 15

Phasq exleme

Staarate de magnésium 05

TOTAL 100

2766708

quantité par unité

8,34
8.25

416,67 mg

Le noyau interne ainsi préparé est positionné dens Ia chambre de compression
d'uns comprimeuse préaiahloment remplie par la moitié de la composition

conslituant s noyau externe.

La seconde moilié de la camposition constituant ls noyau exteme est alors
ajouté puis 'ensemble ast comprimé afin d'oblenir un comprimé 4 double

noyau préseniant la compasition suivants :
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Co o 8 CO s & double u GAL 135,05

Farmule centésimale (%) Quaniité par unité (mg)
Noysy externa (rapide)
Paracéiamol 38,56 500
PVP K30 1,13 15,46
L HPGC 21 117 16.02
Staarate de magnésium 0,20 267
Novay injerne (jent)
GAL 135.04 60,94 416,67
TOTAL 100 950,62

Les comprimés GAL 135,05 ainsi obtenus sont constitués d'un premier
noyau inteme biphasique (GAL 135.04) et d'un noyau exteme monaphasique.

La cinétique da dissolution de ces comprimés a ét4 testde in vilro
sulvant les recommandations de la phermacopée mentionnées ci-dessus.

Les résuitals de ces tasts figurent dans le tebleau cl-aprés et dans les
courbes des figures 7 et 8, La courbe de la figure 8 est la moyenno des six
courbes de Is figure 7.

Il apparait qu'anviron 40% da la dose de paracétamol sont libérés avant
15 minutes et que la Fibération prolongda est ensuile entretenue jusqu'd 6
heures aprés le début de I'étude.

Ces comprimés parmettent donc d'obtenir une Gbération immédiate
d'une partie du paracélamol conlenu dans la noyau exteme, tandis que le
paracetamol contenu dans le noyau interne est libéra plus lentement.

.
—— —
"

O




