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An osmotic dece according to the invemtion will generally prode an a1prazolin 

release profile as Ibliows: 

Time (Ii) Percent 
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3 254O 
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0 60-ge 

12 65-85 

IS 75-90 
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The osmotic device of Example 2 was administered to a group of volunteers and the 

phnnmcokinetic and pharmacodyimnic parameters determined, FIG, 5 depicts the in vivo 

plasma concentration profile for APZ as prosded "e osmotic dece made according to 

example 2. Generally after a single dose, the target C. for the aiprazolam is about 15 

n&nJ, or about 0.S0 ag/mI or about 5-30 ag/mI, vth a T of about 11–4 hours or about 

10 7-15 hours. The plasma profile depicted in FIG. 5can be described as follows: 
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23-295.40;

 Schizoaffeotive Disorder 29570; Schizoaffective Disorder of the Depressive 

Type; and Major Depressive Disorder ,th Psychotic Features 296.24,296.34. 

Psychoses arc often associated with other diseases and conditions, or caused by 

such other conditions. For example, they are associated with neurological conditions, 

5 endocrine conditions metabolic conditions, fluid or elecoIyte imbalances, hepatic or 

renal diseases, and autoinimune disorders with central nervous system involvement. 

Psychoses may also he associated with use or abuse of certain substances. These 

substances include, but are not limited to cocaine, methyiphenidate, dexmethasone, 

amphetamine and related substances, cannabis, hallucinogens, irI,nlants, opiolds, 

10 phencyclidine, sedatives, hypnotics and artxiolytios. Psychotic disorders may also occur irs 

association with withdrawal from certain substances. These substances include, but are not 

limited to, sedatives, hnotics and anxiolytics. The embodiments of the present invention 

ore useful for treatment of psychotic conditions associated with any of these conditions. 

The above-mentioned diseases and disorders are treated in a mammal by 

15 administering one or more of the osmotic devices described herein. Rash osmotic device 

is designed for once-daily administration. A patient receiving the osmotic devices will 

generally be administered one osmotic-device daily for a period of days, week, months or 

was to be determine by the prescribing physician. Generally, the period is at least one 

week. 

20 The following examples shotdd not be considered exhaustive, but merely, 

illustrative of only a few 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 I 
25 A argo scale batch of alprazolam (I unit strength) tablets was prepared by mixing 

0,950 g ofAlprazalan, 700 g ofhy’imxypropyl methylcelhjioe 220,114,00 gofsodlum 

oNoride, 58,45 g ofmicrocrysralliue cellulose, 30.0 g ofpovidone, 8000 g ofpolyethylenc 

oxide (molecular weight of about 300,000). The mixture was wet with a blend of 11000 

ml of alcohol 960 and 1.40 g ofPolysorbate 20. The blend was granulated and dried at 40-

30 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 it of magnesium stenxat: was added as 
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-lubricant, lubricant. The final blend was tabletted using biconcaves, 9.00-mm diameter punches. 

Cores weight: 300.0 mg. 
Hardness from 3 to 12 kp. 

A fist composition to cover the cores was prepared as follows: 36.908 of cclhdose 

acetate and 1,95 g of polyethylene glycol 400 in a mixture of 493 ml of methylene chloride 

5 and 121 ml of methyl alcohol. This polymer mixture was sprayed onto the tablets in a 

conventional pan coater to obtain film-coated tablets which membrane coating weighed 

38.9 mg approximately. A 075-inn, hole was drilled through the coating in one face ofthe 

tablet. 

The third composition was prepared by mixing 3.00 g of copolidone. 3.48 g of 

10 thanium dioxide 8.51 g of onto and 7,00 mg of Ahriman Lake Brilliant Blue in isopropyl 

alcohol. This polymer mixture was sprayed onto the tablets in a conventional pan center to 

obtain film-coated tablets which membrane coating weighed 15 mg approximately. 

The rapid release external coating was prepared by mixing 0,05 g of alpmzolsm, 

442,05 g of microcrystalline celluloso, 31.40 g of poidone 18.20 g of crospodone and 

15 3.30 g of colloidal silicon dioxide. The mixture was blended to monsgencrity, then, 5.00 

of magnesium stearate was added as lubricant. This blend ors; applied over the film-coated 

tablets by compression using biconcaves, 14.0-nun diameter punches. Coating weight: 500 

Mg. Hardness from 8tol4kp. 

The final coating was prepared by mixing 12.1 g ofhydroxpropyl methylcellulose 

20 2910, 3,5 g of polyethylene glycol 6000 and 4.40 g of titanium dioxide in a mixture of 

methylene chloride-alcohol 96 70:30 v/v (volume/volume). This polymer mixture was 

sprayed onto the tablets in a conventional pan water to obtain film-coated tablets which 

membrane coating weighed 20 mg approximately. 

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

25 composition. 

Component x I tablet 0.5 mg 1.0 tug 2.0 Mg 

CORE 
Mprazblam 0.475 mg 0.950mg 1.900 rag 
Polysorbate 20 0,700mg 1.400 Mg 2,800 Mg 
Microcrystalline Cellulose 29.225 mg 58,450 am 116,900 nag 
Sodium Chloride 57000 mg 114.000m; 228,000mg 
Povidone 15,000 mg 30.000 mg 60,000 tug 
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-Polyethylene Polyethylene Oxide 40000 tug 80.000mg 160,000 lug 
Hydrox)propyl methylcelMose 2208 3.500 big 7,000mg 14.000 tug 
Colloidal Silicon Dioxide 1,900 mg 3.800 mg 7,600mg 
Magnesium Stearate 2.200 mg 4.400 mg 8,800 mg 

COATINGA 
Cellulose Acetate 22.000 mg 36.900 mg 51.900 mg 
Polyethylene Glycol 400 I 160mg 1.930 mg 2.740 lEg 

COATING B 
CopoIyddoae 2,000 mg 3.000 mg 4,400 mg 
Titanium Dioxide 1.650 mg 3.480 mg 5.100mg 
Talc 6.345 mg 9,513 mg 12,490 mg 
AJun,inium Lake Brilliant Blue 0,005 mg 0.007mg 0.010 pIg 

COATING C 
Alprazolem 0.023 mg 0,050 mg 0.100 fIg 
Microcrystalline Cellulose 309,375 tug 442,050 mg; 618,900 mg 
PoMone 22,000 tug 31,400 tug 43.900 mg 
Crospovidone 12.800 tug 18.200 mg 25.500 fig 
Colloidal Silicon Dioxide 2,300mg 3,300 mg 4.600 mg 
Magnesium Stearate 3,500 mg 5.000 no; 7.000 fig 

COATING P 
Hydroxypropylmethylcellulose 2910 9.100mg 12.100mg 15.100mg 
Polyethylene Glycol 6000 2.590 mg 3,500mg 4.400mg 
Titanium Dioxide 3,310 tug 4.400 mg 5.500 me 

. 

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

tablets was prepared by mixiug 2.00 g of Mpiazelam, 14.00 g of 4yôrocyprop)4 

5 methylcellulose 2208, 228.00 g of Sodi’an 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 ’ns wet tth a blend of 110.00 ml of alcohol 96 and 2,80 g of 

Polysorbate 20, The blend yeas warnilated and dried at 40� 50C for 3 hours; then, it Was 

screened and mixed Mth 7.60 g of Colloidal Silicon Dioxide. The blend was mixed to 

0 homogone and 8.80g of MamIeain Ste&ate was added as lubricant. The Inal blend 

s thblefted using biconoaves, 10.50-mm diameter punches. Cores weight: 600.0 tug. 

Hardness from 8 to 12 kp. 
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 first composition to cover the cores was prepared as follows: 5190 g of 

Cellulose Acetate and 2.74 g of Polyethylene Glycol 400 in a mixture of 493 ml of 

Methylene Chloride and 122 ml of Methyl Alcohol. This polymer mixture was Sprayed 

onto the tablets in a conventional pan costar to obtain film-coated tablets which membrane 

coating weighed 54.6 hall approximately. A 075-won hole was drilled trough the costing 

in one face of ow tablet. 

The third composition was prepared by mixing 4,40 g of Coro%yndol%t, SW g of 

Titaniim, Dioxide, 12.49 g of Talc and 1000 mg of Aluminum Lake Brilliant Blue in 

Isopropyl Alcohol. This polymer mixture was sprayed onto the tablets in a conventional 

10 pan crater to obtain film-coated tablets which membrane coating weighed 22 mg 

approximately. 

The rapid release external coating was prepared by mixing 5.00 it of Risreridone, 

59436 g ofMierocrystalline Cellulose, 50.90 g ofpovidone, 32.25 g ofcrospodone and 

4.72 g of Colloidal Silicon Dioxide. ’The mixture was blended to homogSze; then, 1337 

IS g of Magnesium Stearato was added as lubricant. This blend was applied over the film 

coatedtablets by compression using biconcaves, 14.0-mm diameter punches. Coating 

weight: 700 mg Hardness from 8 to IS all. 

The final coating was prepared by mixing 27.27 g of }lydroxypropyl 

inethylcellulose 2910, 7.77 g ofPolyethylene Glycol 6000, 9.96 g ofTitanluni Dioxide in a 

20 mixture of Methylene Chloride-Alcohol 960 70:30 v/v (volume/volume), This polymer 

mixture was sprayed onto the tablets in a conveolionat pen coater to obtzia film-costed 

tablets which membrane coating weighed 30 mg; approximately. 

Tablets made according to the above-described procedure generally bm’e a 

formulation as follows: 

CORE 
Alprazolam 2,000 nlg 
Polysorbate 20 2800mg; 
Microcrystalune Cellulose 116,800 mg 
Sodium Chloride 228.000mg 
Povidone 60.000 mg 
Polyethylene Oxide 160,000 mg 
I{ydrox>propyl methylcellulose 2208 14.000 mg 
Colloidal Silicon Dioxide 7.600 mg 
Magnesium Stearate 8.800 has 
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CORE 

Cellulose Acetate 51.900mg 
Polyethylene Glycol 400 2,740 nag 

COATINGB 
Copolyvidone 4,400 rug 
Titanium Dioxide 5.100mg 
Talc 12.490 rug 
Aluminium Lake brillant Blue 0.010 mg 

COATING D 
Risperidone 5.000 mg 
Microctystalline Cellulose 597.360 mg 
Povidone 50.300 mg 
Crospodone 32,250mg 
Colloidal Silicon Dioxide 4.720 mg 
Masnesimn Stearate 13.570 nag 

COA TINGE 
Hydroxypropylmethylcellulose 2910 IS,! 80 mg 
Polyethylene Glycol 6000 5.180mg 
Titanium Dioxide 6.6,10 mg 

EXAMPLE 3 
The proceduxe of Example 2 is used to prepare osmotic devices having the folloisiig 

general composition. 

Core 
Alprazolam 0.5-5.0 rug 
Polysorbate 20 (Wetting Agent) 0.1-5,0mg 
Microcrystalline Cellulose (Filler) 50-200 mg 
Sodium Chiodde (Osmageiit) 150-300mg 
Po%dorae (binder) 10-100mg 
Polyethylene Oxide (Osnnpcixuer) 130-190mg 
Hydroxypropyl netthylcellukse 2208 10-200mg 
(Viscosity increasing agent) 
Colloidal Silicon Dioxide (Glidant) 2.5-10mg 
Magneaium Stearate (Lubricant) 5-10mg 

Sen ipenneable Coat 
Cellulose Acetate (Cellulose ester) 20-75 lUg 
Polyethylene Glycol 400 (Plasticizer) 1-4 zIg 
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First First Inert Water Soluble Coal 
Copoidone (Water soluble polymer) 2-10 mg 
Titanium Dioxide (Opaquant) 1-20 rug 
Talc (Filler, C)paquant) 018 mg 
Mominum Lake Brilliant Blue (Colorant) 0.001-002mg 

A,ili-psycho&Agent-containing Coat 
Risperidone (Anti-psychotic agent) 2.5-7.5 mg 
Microcrystalline Cellulose (filler) 300-700 tug 
Povidone (Binder) ’0-80 mg 
CrospoÆdoae (Disintegrant) 25-40 mg 
Colloidal Silicon Dioxide (Glidant) 1-7 mg 
Magnesium Stearate (Lubricant) 1›10.5 mg 

Finish Coat (optional) 
Hydrox,ropyl methylcellulose 2910(Wrier 12-255mg 
soluble polymer) 
Polyethylene Glycol 6000 (Plasticizer) 27 mg 
Titanium Dioxide (Opaquant) 3.5-10mg 

The above is a detailed descriniori ofparticular embodiments of the invention, his 

recognized that departures from the disclosed embodiments may be n,ade ssithin the scope of 

the invention and That obtdous modifications will occur to a penon skilled in the art. Those 

of skill in the art should, in light of to present disclosure, appreciate that many changes can 

be made in the specific embodiments which are disclosed herein and still obtain a like or 

similar result rvithout deporting from the spirit and scope of the invention. M of the 

embodiments disclosed and claimed herein can be made and executed ’vkhout undue 

experimentation in light ofthe present disclosure. 

10 
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1. Documentos estudiados 

� Descripciôn: Folios: 11 a 88 

Reivindicaciones: Folios 89 a 97 come Be radicO inicialmente 

Prioridad: Fecha: 2003/09/aG, 200S/12105, Dais. US y n1n1ero. 6Q(5O.544, 
60/527,434 

2. Objeto de Ia invención 

� TItulo de Is solicitud: Formas de dosificaciOn osmoticas pam el suministro 
controlado do alprazolam. NOmoro do folio: I 

El problema planteado on osta solicitud as la necesidad de encOntrar una 
forma de dosiflcaciOn una vez al dia, do alprazolam an loss trastornos de ansiedad 
gerieralizados quo reduzca los efectos secondaries de sedaciOrl y potencial 
abuso. 

Para solucionar este problems tócnico Is solicitud an estudio propOrCiOna una 
forma de dosiflcaciOn do liboracion sostenida qua proporciona mediante Is 
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dosificacion una vez at dia una concentraciOn do aiprazolam do plasma do ostado 
eatable promed}o terapeuticamento ofectiva. 

ClasificaciOn Internacional do Patentes (IPC): A61 K 9/22 

3. Do Ia solicitud de Patente 

Reivindicsciones (ad/cu/a 30 D 486 

Una vez revisado & capitulo reivinthcatario esta dependencia encuentra: 

� Roivindicacion 10, 21! 34: De acuerdo a to objetado anteriornente, la 
presents reivindicación no as  acepta tal cone aparece. 

� Se observa de forma genoralizada quo as oath caracterizando una forma do 
dasificaciOn per an regimen do disolucion 0 Iiberacion 0 C.. on plasma, o 
Area bajo Is culva, to cual as inaceptable ya qua sari los resultados a esperar 
� las ventajas de Is misma no las caracteristicas esenciales de Is composiciOn 

� a forma farmaceuiica quo so pretends roivindicar, per Ia tanto solo as tenets 
an cuenta Is parts caracterizante quo corrospondo a los componontos y Is 
estructura de Is nlisma. 

� Reivindicacon 44 46: Se reivindican formas de dosificacion per an posterior 
use  lo cual no puede aceptarse. 

4. Dotei-minaciôn del Estill de Is Tecnica 

La focha quo as  he tonido on cuenta pare determiner At Estado do Is Thcnica as: 

Fecha de presentacion de Is solicitud prioritaria 2003/09/26 

Teniendo an cuenta Is fecha indicada As realizO Is bÆsqueda an of estado de Is 
tØcnica do documentos rolacionados con Is solicitud encontrÆndose los 
siguientes documentos miss relevantes: 

S No Documonto Titulo publicaciont 
OSMOTIC DEVICE CONTAINING 

Di W001151040 ALPRAZOLAM AND AN 2001/07119 
ANTIPSYCFIOTIC AGENT 

I
 

S. AnAlisis do patentabilidad (articulo 14 D486) 

Novedad (articulo 16 D486) 

Reivindicacion 1: Forma do dosificacion quo compronde una deals de alprazolan 

Dl onsona forma de dosificacion osmotica de alprazolam cars ontroga lonta 0 
controlada del fØrmaco. Compendia un nücloo comprimido (folio 165) 
conformado per granules qua contienen polietilen oxide come osmopolimero, 
NaCI, coma osmoagente, PVP y HPMC come ligantes, y estearato de Magnesia; 
una pared semipermeable (folio 185) qua Is rodea conformada per acetate de 
celulosa y PEG, una capa de farmaco (folio 165) qua compendia alprazalam y un 
orIco do solids en to pared semipermeable (var abstTac). La lomie tie 
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dosiflcacion esta dispuesta para entrega do una vez al do y el Trnax estÆ an el 
rango de 7-15 horas. 

TASLA I 
CARACTERISTICAS REIVINDICADAS D1 

Si 
dosis de aprazolam 

Folio 160 

� por to tanto los elementos caracteristicos do la forma de dosiflcacion de la 
reivindicacion 1, as decir: una forma de dosfficaciOn con alprazolam, haban 
sido divulgados previarnente ens’ Estado de Is Teenica. 

De manera quo el objeto de eats solicitud, tal como aparece an las 
reivindicaciones 1 - 48, no as nuevo, 

B. ConclusIon: 

Los requisitos do patontabilidad de Is presente solicitud as encuentran afectados asi: 

I I Documento N° Reivindicaciones Requisito quo afecta 
afectadas 

IDi WO 01/51040

 

1.45 NOVEDAD 

En cumplimiento del articulo 45 de Is Decision 486 do Is ComisiOn de Is Comunidad 
Andina, as 10 indica quo dabs dar respuesta contra del termino de 60 dias contados 
a partir de Is facto de notificacion de Is presente comunicaciOn. En caso de no dar 
respuesta at presente roquorimiento, 0 a’ a poser de la respuesta subsistieran los 
impedirnentos pars Is concesion, so denegarA Is patents. 

Notifiquese el presente olicio conforms a lo dispueslo an el numeral 5.2, literal e), del 

a 

capituto quinto

 

del t7p 

Prime

Is Circular Onica N 10 de 2001 

ALIX CARMENZA$S!TEDES DE VERGEL Directors
do Nue as Creaciones (C) 

El anterior requorirniento fue notificado por fijaciOn an lists, do focha 
U 9 JUL 2010 

CONCEPTO TECNICO EXAMINADOR TECNICO 
No. 1124 Codigo No. 202087 
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