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Yo, JIMENA ESCOBAR URIBE, identificada come aparece al pie de me
firma, domiciliada en Bogoti, en la Cartera 11 No. 86-53, piso 6, obrando como
apoderada de la soccdad ALZA CORPORATION, con domicilio cn
Mountain View, California, Fstados Unidos de América, solicitante de la patente
de la referencia, pido a usted que se proceda a examinar si la invencidn, cuya
patente se tramita en el expediente de la refetencia, es patentable.

Adjunto al presente memotial los recibos Nos. 08-31,123 de 21 de abril de 2008,
08-32,105 de 21 de abril de 2008, 08-35,564 de 6 de mayo de 2008, 08-35,566 de
6 de mayo de 2008 , por la surna de $211.000.00, con 1o cual queda cublerta la
rasa oficial cortespondiente a dicho estudio.
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RADICACION EXPEDIENTE No. 06-37927

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

FUE PUBLICADC EN LA GACETA DE PROPIEDAD INDUSTRIAL No 582 DE

FECHA 30 DE NOVIEMBRE DE 2007 EL TERMINC HABIL SENALADO POR LA

LEY EXFIRA EL 27 DE FEBRERO DE 2003

MNOTA: Dentro del plazo de los seis (6) meses siguisntes a partir de la fecha de publicacion
en ka gaceta de Propiedad Industrial, deberd solicitar y cancelar & examen de
patentabilidad so pena de que la solicitud caiga en abandono, de acuerda con o
establecido en el Articulo 44 de |a Decision 486/2000.

SE PRESENTARCON OPOSICIONES POR PARTE DE TERCEROS.
Sl NO X
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(54 Title: DEMOTIC DEVICE CONTAINING ALFREAZOLAM AND AN ANTIFSYCHOTIC AGENT

(5T Abstract: The present invention provides an estnotc device comtaining controlled rekease alprazalam in the care aptionalty
in comlingtion with an anti-peychotic agent, in a rapid mloase oxternal coat. A wide range of anti-psychatie agonts can be used in
this device. Parricular embodiments of the invention provide osmotic devices having predetermined relcase profiles. ine preferred
emzudiment uf the vsmalic device includes an ¢xermal cout 1hel hus been spray coated rather than compression coaled onla Lhe
device, The device with spray coared exiemal coat is smaller and easict to swallow than the similar device aving a compression
coated exiemal cout. The device is usetil for the roatment of depression, anxiety or psychosss related disorders,
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Time (h) Percent Releazed
0 0
1 13
3 28
6 | m
8 52
10 | 81
12 [ 67 j
15 - 76
18 82

An osmotic device according to the invertion will generally provide an alprazolam
releass profile as follows:

Time (h} Percent

Relensed

{0 o

1 10-20

3 25-40

6 4060

8 50-70

10 &0-80

12 65-85

15 75-50

18 8§0-100

5 ‘The osmotic device of Example 2 was administered fo a group of volunteers and the

pharmacokinetic and pharmacodynamic parameters determined. FIG. 5 depicts the in vive

plasma concentration profile for APZ as provided by the nsﬁmtic device made according to

examnple 2. Generally after a single dose, the target Cqrgx for the alprazolam is about 15

ng/ml, or about 0.8-60 ng/ml or sbout 5-30 ng/ml, with & Tyex of about 1124 hours or about
10 7-15 hows, The plasma profile depicted in FIG. 5 can be described as follows:




10

15

20

23

30

WO OLASL040 PCT/USH1AMG37

-23 -

295.40; Schizoaffective Disorder 295.70; Schizoaffective Disorder of the Depressive
Type; and Major Depressive Disorder with Psvehotic Features 206.24, 296.34.

Psychbsas are often associated with other diseases and conditions, or caused by
such other conditions. For example, they are associated with neurological conditions,
endocrine conditions, metabolic conditions, fluid or elecorolyte imbalances, hepatic or
renal diseases, and autoimmune disorders with central nervous system involvement.
Psychoses may also be associated with use or abuse of certain substances. These
substances include, but are not limited to cocaine, methylphenidate, dexmethasone,
amphetamine and related substances, camnabis, hallucinogens, inhalants, opioids,
phencyclidine, sedatives, hypnotics and anxiolytics. Psychotic disorders may also ocour in
association with withdeawal from certein substances. These substances include, but are not
limited to, sedstives, hypuotics and anxiolytics. The embodiments of the present invention
are useful for treatment of paychotic conditions associated with any of these conditions,

The above-mentioned diseases and disorders are treated in &2 mammal by
administering one or more of the osmotic devices described herein, Each osmotic device
i3 designed for once-daily administration. A patient receiving the csmotic devices will
generally he administered one osmotic-device daily for & period of days, wesk, months or
years to be determine by the prescribing physician. Generally, the period is at least ong
week,

The following examples should not be considered exhaustive, but merely
illustrative of anly a fow of the many embodiments contemplated by the present invention.
The methods described herein can be followed to prepare osmotic devices according to the

invention,

EXAMPLE 1
A large scale bateh of alprazoiam (1. mg strength) tablets was prepared by mixing

0.950 g of Alprazolam, 7.00 g of hydroxypropyl methylceilulose 2268, 114,00 g of sodium
chloride, 5843 g of microcrystalline celiviose, 30.0 g of povidone, 80.00 g of polysthylenc
oxide {molecular weight of about 300,000). The mixture was wet with a blend of 110.00
ml of aleohol 96° and 1.40 g of Polysorbate 20, The blend was granulated and dried at 40 -
50°C for 3 hours; then, it was screened and mixed with 3.80 g of colloidal silicon dioxide.
The blend was mixed to homogeneity and 4.40 g of magnesium stegrate was added as

\\,‘0\
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lubricant. The final blend was tableﬁsd vsing biconcaves, 9.00-mm diameter punches.
Cores weight: 300.0 mg, Hardness from 8 to 12 kp.

A first composition to cover the cores was prepared as follows: 36.90 g of celiulose
acetate and 1,93 g of polysthylene glyeol 400 in a mixture of 493 m! of methylene chloride
and 122 m! of methyl aleohol. This polymer mixture was spraved onto the tablets in a
conventional pan coater to obtain film-coated tablets which membrane coating weighed
38.9 mg approximately. A 0.75-mm hole wag drilled through the coating in one face of the
tablet.

The third composition was prepared by mixing 3.00 g of copolyvidone, 3.48 g of
titanium dioxide, §.51 g of talc and 7,00 mg of Aluminum Lake Brilliant Blue in isopropyl
alcobwl, This polymer mixture was sprayed onto the tablets in a conventionsl pan coater to
obtain film-coated tablets which membrane coating weighed 15 mg approximately,

The rapid releass external coating was prepared by mixing 0.05 g of alprazolam,
442,05 g of microcrystaliine cellulose, 31,40 g of povidene, 18.20 g of ctospovidone and
3.30 g of colloidal silicon dioxide. The mixture was blended to homogeneity; then, 5.00 g
of magnesium stearate was added as lnbricant. This blend was applied over the film-coated
tablets by compression using biconcaves, 14.0-mm diameter punches. Coating weight: 500
mg. Hardness from 8 to 14 kp,

The final coating was prepared by mixing 12.1 g of hydroxypropyl methyleelluiose
2910, 3.5 g of polyethylene glycol 6000 and 4.40 g of titanium dioxide in & mixture of
methylene chioride-aleohol 96° 70:30 viv {(volume/volume). This polymer mixture was
sprayed onto the tablets in a conventional pan coater to obtain film-coated tablets wihich
membrane coating weighed 20 mg approximately.

Tablets made according to the above procedure will generatly have the following

COmposition.

Component x 1 tablet 0.5mg 1.0 mg 20mg
CORE

Alprazolam 0475 mg 0.950 mg 1.900 mg
Polysorbate 20 0.700 mg 1.400 mg 2800 mg
Microcrystalline Cellulose 29.225mg 58.430mg  §16,900 myg
Sodium Chloride 57000 mg  114.000mg 228000 mg
Povidone 15000 mg 30,000 mg  60.000 mg

t//l
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Polyathylene Oxide

Hydroxypropy] methyleeilulose 2208

Colloidal Silicon Dioxide
Magnesium Stearate

COATING 4
Cellulose Acetate
Polyethylene Glyeo! 400

COATING B

Caopolyvidone

Titanium Dioxide

Talc

Aluminium Lake Prilliant Blue

COATING C

Alpragzolam
Microcrystaiiine Cellulose
Povidons

Crospovidone

Colloidal Silicon Dioxide
Magnesium Stearate

COATING D

Hydroxypropylmethylcelluloss 2915

Polyethylene Glycol 6000
Titanium Dioxide

was tabletted nsing biconcaves, 10.50-mm diameter punches. Cores weight: 600.0 mg.

Hardness from 8 to 12 kp.

-35 -

40,000 mg
3500 mg
1.900 mg
2200 mg

22000 mg
1.160 mg

2000 mg
1650 mg
6.345 mg
{.0035 mg

0.025 mg
309.375 mg
22,000 mg
12.800 mg
2300 mg
3.500 mg

2,100 mg
2590 mg
3310 mg

EXAMPLE 2
A large scale batch of Alprazolam (2 mg strength} and Risperidone (5 mg strength)

tablets was prepared by mixing 200 g of Alprazclam, 1400 g of Hydroxypropyl
wethylcellulose 2208, 228.00 g of Sodium Chloride, 116,80 g of Microcrystalline
Cellulose, 60.0 g of Povidone, 160.00 g of Polyethylene Oxide (molecular weight of about
300,000), The mixture was wet with a blend of 110.00 mi of alcohoi 96° and 2.80 g of
Polysorbate 20, The blend was granulated and dried at 40 — 50°C for 3 hours: then, it was
screened and mixed with 7.60 g of Colloidal Silicon Dioxide, The blend was mixed o
homogenize and 8.80 g of Magnesium Stearate was added as lubricant, The final blend

£0.000 mg
7.000 mg
3.800 mg
4.400 mg

36.900 mg
1,950 mg

3000 mg
3.480 mp
8.513 mg
0.007 mg

(.050 mg
442,050 mg
31400 mg
18.200 mg
3300 mg
5.000 g

12,106 mg
3.500 mg
4.400 mg

PUT/US0LANGIT

160,000 mg
14 000 mg
7600 mg
£.800 mg

51.900 mg
2,740 mg

4 400 mg
5.100 mg
12,450 mg
0.010 mg

0.100 mg
618.900 mg
43 900 mg
25500 mg
4.600 mg
7.000 mg

15,100 mg
4 400 mg
5.500 mg

\{5’)
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A first composition to cover the cores was prepared as follows: 51.90 g of
Cellulose Acetats and 2.74 g of Polyethylene Glveol 400 in a mixture of 493 ml of
Methylene Chloride and 122 ml of Methyl Alcchol. This polymer mixture was sprayed
onto the tablets in a conventional pan coater 10 obtain film-coated tablets which membrane
coating weighed 54.6 mg approximately, A 0.75-mm hole was drilled through the coating
in one face of the tablet.

The third comiposition was grepared by mixing 440 ¢ of Copelynidens, 5.10 g of
Titanium [doxide, 12.49 g of Tale and 10,00 mg of Aluminum Lake Brilliant Blue in
Isopropyl Aleohol. This polymer mixture was sprayed onto the tablets in a conventional
pan coater to obtain film-coated tablets which membrane coating weighed 22 mg
approximately.

The rapid release extemnal coating was prepared by mixing 5.00 g of Risperidone,
$94.36 g of Microcrystalline Cellulose, 50.30 g of Povidone, 32,25 g of Crospovidone and
4.72 g of Colloidal Silicon Dicxide. The mixture was blended to homogenize; thun, 13,37
g of Magmesium Stearate wag added as lubricant. This blend was applied over the film-
coated tgblets by coinpression using biconcaves, 14.0-mm diameter punches, Coating
weight: 700 mg, Hardness from 8 to 15 kp.

The final coating was prepared by mixing 2727 g of Hydroxypropyl
methylceliulose 2910, 7.77 g of Polyethylene Glycol 6000, 9,96 g of Titanium Dioxide in a
mixture of Methylene Chloride-Aleohol 96° 70:3( wiv (volume/volume}. This polymer
mixture was sprayed onfo the tabists in a conventional pan coaisr to obtain film-costed
tablets which membrane coating weighed 30 mg approximately.

Tablets made according to the above-described procedure generally have a

formmlation as follows;

CORE
Alprazolam 2.000 mg
Polysorbate 20 2.800 mg
Microcrystalline Cellulose 116,860 mg
Sodium Chlonide 228.000 mg
Povidone ' 60.000 mg
Polycthylene Oxide . 160,000 mg
Hydroxypropyl methyleellulose 2208 14.000 mg
Colloidal Silicon Dioxide 7.600 mg

Magnesiun Stearate 8.800 mg

W
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CORE

" COATING A
Cellulose Acetate
Polysthylene Glycol 400

COATING B
Copolyvidone
Titanium Dioxide
Talc
Aluminium Lake brillant Blue

COATING D
Risperidone
Microcrystalline Celluloge
Povidone :
Crospovidone
Colloidal Silicon Dioxide
Magmesium Stearate

COATING E
Hydroxypropylmethyicellulose 2910
Polyethylene Glyeol 6000
Titanium Dioxide

EXAMPLE 3

\@{:’

S

PCTUSNLANGYT

51.900 mg
2740 mg

4,400 mg
5100 mg
12.490 mg
0.010 mg

3,000 mg
597,360 mg
30,300 mg
32250 mg
4,720 mg
13370 mg

18,180 mg
5180 mg
6.6540 mg

The procedure of Examnple 2 is used to prepare osmotic devices having the following

general composition,

Core
Alprazalam
Polysorbate 20 (Wetting Apent)
Microcrystalline Cellutose (Fiiler)
Sodium Chloride (Osmagent)
Povidone (binder)
Polyethylene Quide (Osmnpalyoaer)
Hydroxyprapyl mgthyleellulose
(Viscosity increasing agent)
Colloidal Silicon Dioxide (Glidant)
Magnesiwm Stearate (Lubticant)

Semipermeable Coat
Cellulose Acatate (Cellulose ester)

Polyethylene Glycol 400 (Plasticizer)

§.5-5.0 mg
0.1-5.0mg
50-200 mg
150-300 mg
10-100 mg
130-190 mg
10-200 mg

2.5-10mg
5-10mg

20-Timg
-4 mg
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First Inert Water Sofuble Cont

Copolyvidone (Water soluble polymer} . 2-10mg
Titanium Dioxide (Opaquant) 120 mg
Tale (Fillzr, Opaguant) : 0-183 mg
Aluminum Lake Rrilliant Blue {Colorant) 0.001-0.02 mg
Antt-psvchotic Agent-containing Coat
Risperidone (Anti-psychotic agent) 2.5-75mg
Microcrystatline Ceilulose (filler) 300-700 mg
Povidone (Binder) 10-80 mg
Crospovidons (Disintegrant) 25-40 mg
Coiloidat Silicon Dioxide (Glidant} 1-7 mg
Magnesium Stearate (Lubiicant) 4105 mg
Finish Coal (optional)
Hydroxypropyl methyleellulose 2910 (Water 12-25 mg
soluble polvmer)
Polyethylene Glycol 6000 (Plasticizer) 2-7 mg
Titanium Diaxide (Opaquant) 3.5-10mg

The above is a detailad description of particular embodiments of the invention, It is
recognized that departures from the disclosed embodiments tmay be made within the scope of
the invention and that abvious modifications will occur to a person skilled in the art. Those
of skill in the art should, in light of the present disclosure, appreciate that many changes can
be made in the specific embodiments which are disclosed herein and still obiain a like or
similar result without departing from the spirit and scope of the imvention. All of the
embodiments disclosed and claimed herein can be made and executed without undue

experimentation in liglt of the present disclosure.
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Abogada
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Tramite 11
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Patente de Invencion Patente de Modelo de Utilidad ]

Via Nacional

Via PCT (fase nacional)

Cap.| [1 Cap.ll

MNo. Sol. Internacional PCT/US2004/031394
Fecha de Presentacién Internal, 2004/05/24

Como resultado del examen de fondo, realizado con fundamento en el Egrticulu 45 de
la Decisién 486 de la Comisidn de la Comunidad Andina, se |2 comunica:
1. Documantos estudiados
Cescripcion: Folios: 11 a 88
Reaivindicaciones: Folios 89 a 97 como se radicd inicialmente
Prioridad: Fecha: 2003/09/26, 2003/12/05, pais: US y nimerp, 80/5086.544,
60/527,434

2. Objeto de la invencion

« Titulo de {a solicitud: Formas de dosificacidn osméticas para el suministro
controlado de alprazolam, Namero de folie: 1

El problema planteado en gsta solicitud es la necesidad de encontrar una
forma de dosificacion una vez al dia, de alprazolam en los trastomnos de ansiedad
generalizados que reduzca los efectos secundarics de sedacién y potencial
abuso.

Para solucicnar este problema técnico la solicitud en estudio proporcioha una
forma de dosificacién de liberacion sostenida que proporciona mediante la
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dosificacionh una vez al dia una concentracién de alprazolam de pfasma de estado
estable promedio terapéuticamente efectiva.

Clasificacion Internacional de Patentes (IPC.}; A61K 9/22

3. De la solicltud de Patente
Reivindicaciones (arficulo 3¢ D 486)
Una vez revisado el capitulo reivindicatorio esta dependencia encuentra;

¢ Reivindicacion 10, 21, 34: De acuerdo a lo objetado anteriormente, la
presente reivindicacidon no se acepta tal como aparece.

+ Se observa de forma generalizada que se estd caracterizando una forma de
dasificacion por su régimen de disolucidn o liberacidn © Cnax €0 plasma, o
area bajo la curva, lo cual es inaceptable ya que son los resuftados a esperar
o las ventajas de la misma no las caracteristicas esenciales de la compaosicion
o forra farmacéutica que se pretende reivindicar, por o tanto sclo se tendra
en cuenta la parte caracterizante que corresponde a los componentes v la
estructura de la misma.

» Reivindicacién 44 -48: Se reivindican formas de dosificacion por su posterior
usc, lo cual no puede aceptarse.

4. Determinacion del Estado de la Técnica
La fecha gue s& ha tenido en cuenta para determinar el Estado de la Técnica es:
Fecha de presentacién de la sclicitud prioritaria 2003/09/26
Teniendo en cuenta ia fecha indicada se realizd la bisqueda en ¢l estado de la

técnica de documentos relacionados con la solicitud encontrandose los
siguientes documentos mas relevantes:

N°| Documento Titulo Jﬁﬁ::;:n*
OSMOTIC DEVICE CONTAINING
Di| WO 01/51040 ALPRAZOLAM AND AN 2001/07/19
ANTIPSYCHOTIC AGENT

5. Andlisis de patentabilidad {(articulo 14 D486}
Novedad (articulo 16 D486)
Reivindicacién 1: Forma de dosificacién que comprende una dosis de alprazolam

D1 ensefa forma de dosificacion osmotica de alprazolam, para entrega lenta o
controlada del farmaco. Comprende un ndcleo comprimido (folio 185}
conformado por granulos que centienen polietilen 6xide como osmopolimero,
NaCl, como osmoagente, PVP y HPMC como ligantes, y estearato de Magnesio;
una pared semipermeable (folio 185} que la rodea conformada por acetato de
celulosa y PEG, una capa de farmaco (folio 185) que comprende alprazolam y un
orificio de salida en la pared semipermeable {ver abstracl). La forma de
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dosificacion esta dispuesta para entrega de una vez al dia y el Tmax esta en el
rango de 7-15 horas.

] TABLA 1
CARACTERISTICAS REWINDICADAS Dy
Si
dosis de alprazolam
Folio 185

+ Por lo tanto los elementos caracteristicos de la forma de dosificacion de la
reivindicacion 1, es decir; una forma de dosificacién con alprazolam, habian
sido divulgados previamente en el Estado de la Técnica.

De manera que €l objeto de esta solicitud, tal como aparece en las
reivindicaciones 1 - 48, no s nuevo,

6. Conclusldn:

Los requisitos de patentabilidad de la presente solicitud se encuentran afectados asi:

Reivindicaciones

N Documento N afectadas

Requisito que afecta

D, WC 01/51040 1-48 NOVEDAD

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

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal €), del
capitulo quinto dei titulp primepd/de la Circutar Unica N° 10 de 2001,

ALIX CARMENZAXESPEDES DE VERGEL
Directora de Nueyas Creaciones (C)

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

05 JUL. 2019
CONCEPTO TECNICO EXAMINADOR TECNICO
No. 1124 Cédigo No. 202087
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