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EXPEDIENTE: 02-091.878
ASUNTO: Solicitud de patente a nombre de
Novartis AG.

Estimado Doctor:

En mi calidad de apoderada de la sociedad solicitante de la patente de la referencia
manifiesto a usted lo siguiente:

1. Mediante memorial radicado en ese despacho el 30 de agosto de 2005, el cual
no ha sido resuelto aln, solicité que se realizara el examen de patentabilidad.

2. En vista de que han transcurrido _2 afios y 7 meses, sin que se haya
atendido dicha solicitud, ruego a usted se sirva dar las instrucciones del caso
para que se proceda de inmediato a resolver este asunto.

Cordialmente,

JIMENA BAR URIBE

CC 39.779.452 de Usaquén.
T.P. 68228
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DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 02-91878

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION -

PCT FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 531,

DE FECHA 29 DE AGOSTO DE 2003, EL TERMINO HABIL SENALADO POR

LA LEY EXPIRA EL 26 DE NOVIEMBRE DE 2003.

NOTA: Dentro del plazo de los seis (6) meses siguientes a partir de la fecha de
publicacién en la gaceta de Propiedad Industrial, debera solicitar y cancelar el
examen de patentabilidad so pena de que la solicitud caiga en abandono, de
acuerdo con lo establecido en el Articulo 44 de 1a Declsién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.

Sl NO X

Cavera‘13No. 2700 Fso 5 y10
Fae 281 31 ﬁegﬂhglm
Santa Fe de Bogoti D.C. - Colombta
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2020/
Bogota, D.C.,
Doctora OficloNy , 14299
Jimena Escobar
Apoderada
REFERENCIA Radicacién 0291878
Trémite 002
Evento 001
Actuaclén 430
Folios 011

Como resultado del examen de patentabllidad de la solicitud de patente de Invencién N°
02 91878, reallzado segin el articulo 45 de la decision 488 de la comisién de la
Comunidad Andina, se notifica:

Documentos estudlados:

. Descripcién: folios 25-44
. Ejemplos: folios 44-49
. Capftulo reivindicatorio estudiado: folios 50-52

. Se reivindica prioridad, presentada en Estados Unidos el 13.04.00, bajo el nimero
08/540222

Objeto de la Invencién

Segun las reivindicaciones 1 a 15 de la presente solicitud, se refiere a composiciones
farmacéuticas que comprenden fluvastatina, HPMC y opclonaimente otros excipentes.

Clasificacion intemacional de patentes A 61 K 8/00

Claridad de la solicitud

El art. 30 de la declsién 486 contempla que “Las reivindicaciones definirén la materia que
se desea proteger mediante la patente. Deben ser claras y conclsas y estar enteramente
sustentadas por la descripclén”

Teniendo en cuenta lo anterior, la relvindicacién 1 no es clara, debido a que define la
materia que se desea proteger en términos de un resultado (que es estable al color), pero
no menciona cuales son las caracteristicas técnicas que lleven a tal estabilidad.



El término "HPMC" de las reivindicaciones 1, 7 12 y 13 es una abreviatura que debe ser
reemplazado por el nombre concrete del exciplente

Los términos “agente colorante” usado en la reivindicacidon 6 y “funcionalidad de
hidroxipropilo” son vagos y poco claros y lievan al lector a la duda sobre el significado
técnico de dichos téminos, haciendo de tales relvindicaciones no claras.

Favor hacer las aclaraciones y comrecciones del caso

Determinacién de! estado de la técnica:

Consultadas las fuentes de Informacién con que cuenta este despacho, se encontraron los
siguientes documentos, anteriores a la fecha de prioridad de la presente solicitud -
13.04.00-, relaclonados con la materia de la presente solicitud:

N° | Documento Thulo Fecha de
publicaclén
1 | wo 0815284 “Composiciones farmacéuticas de liberacién 16.04.98

sostenida del reductor de HMG-CoA
reductasa fluvastatina®

“Composiciones farmacéuticas de liberacion 16.04.98
sostenida del reductor de HMG-CoA
reductasa, en particular fluvastatina®

“Forma de dosificacion para le entrega de una 10.04.80
droga a dos tasas diferentes”

o | WO 9815260

3 | US 4915054

Evaluacién de los requisitos de patentabliidad:

El articulo 14 de ia decision 486 de la comisién de la comunidad andina establece que:
"Los palses miembros otorgaréan patentes para las invenciones, sean de producto o de
procedimiento, en todos los campos de la tecnologla, siempre que sean nuevas, tengan
nivel inventivo y sean susceplibles de aplicaclon industrial”

En cumplimiento del articulo 14 de la decisién 486 de la comisién de la comunidad andina,
se procedid a evaluar los requisitos de novedad, nivel inventivo y aplicacidn industrial con
el fin de establecer ia patentabliidad de la invencién reivindicada en la solicitud en estudio.

Evaluacién de la NOVEDAD

El articulo 16 de la decision 486 establece que *Una invencién se consideraré nueva
cuando no esid comprendida en el estado de la técnica”

La publicacion WO 98152684 revela una tableta que comprende fluvastatina, HPMC,
sorbitol y silicato de aluminio y sodio. La tableta es preparada en el paso de granulaclén
usando una solucién de PVP, los granulados pueden ser cublertos con una capa
polimérica. El tamafo de particula siempre es menos a 200 micrémetros.

La publicacion WO 9815200 revela una tableta que comprende fluvastatina, HPMC,
sorbitol y silicato de aluminio y sodio. La tableta es preparada en el paso de granulacién
usando una solucién de PVP, los granulados pueden ser cubiertos con una capa
polimérica. Los grénulos tienen un tamafio de 70 micras.

La patente US 4915954 publica una forma de dosificacién que comprende fluvastatina,
HPMC y un hidrogel. Los granulos se pasan por una malla 20.



Comparando elemento por elemento, las composiciones de las reivindicaciones 1-5, 7-13
y 15 son Iguales a las reveladas en los documentos citados y puede afectar la novedad de
la presente solicitud.

Evaluacion del NIVEL INVENTIVO

El articulo 18 de la decisién 486 establece que “Se considerara que una invencion tiene
nivel inventivo, si para una persona del oficio normalmente versada en la materia técnica
comrespondiente, esa invencién no hublese resultado obvia ni se hubiese derivado de
manera evidente del estado de /a técnica”

Las publicaclones WO 8815264 y WO 98515290 revelan una tableta que comprende
fluvastatina, HPMC, sorbitol y silicato de aluminio y sodio. La tableta es preparada en el
paso de granulacién usando una solucién de PVP, los granulados pueden ser cubiertos
con una capa polimérica. El tamafio de particula slempre es menos a 200 micrometros.
Esto difiere con el método de la reivindicacién 12 en que no se indican valores de
temperatura y humedad.

Teniendo en cuenta el objeto de la solicitud, el cual es proveer un método de
estabilizacién de fluvastatina en combinacion HPMC, es una derivacién evidente del
estado de la técnica ya que una persona versada en la materia sabe que la temperatura y
humedad exceslvas pueden producir problemas de estabilidad y esto se puede prevenir
guardando el material a temperaturas y humedades apropladas.

En conclusién los requisitos de patentabilidad de la presente solicitud se encuentran
afectados asl:

N° Documento Relvindicaciones Requisito que
afectadas afecta
1 WO 9815264 15,713y 156 Novedad
12, 14 Nivel Inventivo
2 WO 9815280 1-5, 7-13y 15 Novedad
12, 14 Nivel Inventivo
3 US 4915954 1-5, 7-13y 15 Novedad

En cumplimiento del articulo 45 de la Declslén 488 de la Comisidon de la Comunidad
Andina, se le indica que debe dar respuesta dentro del témino de sesenta dias contados
a partir de la fecha de la notificacién de la presente comunicacién. En caso de no dar
respuesta al presente requerimiento, o si a pesar de la respuesta subsistieran los
impedimentos para la conceslén, se denegara la patente.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, iiteral e), del
capftulo 5 del tftulo primero de la Circular Unica N° 10 de 2001

Alix Ca za Céspedes de Vergel
Jefe de Ja Division de Nuevas Creaclones

110, 205

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

CONCEPTO TECNICO
Namero 1882

EXAMINADOR TECNICO
Cédigo 202024
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INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(51) Intermational Ptent Clasifiention 6 : (11) Internatioua] Publieation Nomber: WO 98/15264
ASIK VL9 Al (43) International Poblication Date: 16 Aprll 1998 (16.04.98)
{21) International Application Nomber: PCT/SED7/01604 | (31) Desiguated States: AL, AM, AT, AU, AZ, BA, BB, BG. BR,
Interoational Flling Date: 24 September 1997 (2409.97) gﬁ%%ﬁm‘.:ubmmmm%m&&%&

» F » » L}
@ LR, LS, LT, LU, LV, MD, M3, MK, MN, MW, MX, NO,
NZ, PL, PT, RO, RU, 8D, 8E, 8G, 81, SK, SL, T, T™M, 'IR,
(30) Priority Data: TT, UA, UG, US, UZ, VN, YU, ZW, ARIPO patent (OH,
96036672 8 October 1996 (08.10.96) SE KB, LS, MW, SD, 3Z, UG, ZW), Burasim patent (AM, AZ,
. BY, KG, KZ, MD, RU, TJ, T™), Exropem patent (AT, BB,
CH, DH, DK, ES, Fi, FR, GB, GR, IE, IT, LU; MC, NL,
Siates wxcept US): ASTRA PT, SE), OAP] patent (BF, BJ, CF, CG; CI, CM, GA, GN,

Applicant all dexignated
m Amm%'l..mmm; S-151 85 Sodertilje (SE).

(72) Inventors; sod

(75) Inventors/Applicants (for US onlyk LOFROTH, Jan-Brik
[SE/SE]; Ringleken 13, 8431 69 Maindal (SE). ODMAN,
Jonas [SE/SE]; Knllegatun 3A, 8412 62 Qbteborg (SE).

(76) Agents  ASTRA AKTIEBOLAG; Puent Dupt, S-151 85
Sbdeniljo (SB).

(54) Titles PHARMACEUTICAL COMPOSITIONS POR SUSTAINED RHLEASE OF THE HMG-CoA REDUCTASE INHAIBITOR

FLUVASTATIN
(57) Abstract

‘The present Invention relates to pharmaceutical compositions for sustained relesss comprising & water—sofuble salt of the HMG-CoA
roductzse Inbibitor fluveststin a3 active Ingredient, sald composition bolng salocted from the group comprising matrix formulstions,
diffusion-controlled membrans costed formulstions; and combinations thereof.
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compartment, resulting in a release rate of fluvastatin that was much slower
compared to diclofenac. This strengthens that an unexpectedly slow release rate
can be maintained for fluvastatin in such formulations irrespective of the amount
of dissolved drug within a membrane coated formulations.

EXAMPLE 5: Manufacture of pharmaceutical formulations

5.1.

A dosage form adapted, designed and shaped for the oral delivery of fluvastatin
sodium to a patient in need of fluvastatin therapy is manufactured as follows: first
30.0 g of fluvastatin sodium, 90.0 g of paraffin, 50.0 g calcium carbonate and 20.0 g
sorbitol are screened through a 1.0 mm screen. The screened material are mixed in
a planetary mixer for 10 minutes to produce a homogenous blend. Then, a
granulation solution is prepared by dissolving 2.0 g ethyl cellulose (10 cps) in
150.0 g 95% ethanol during constant stirring for 6 hours. The granulation solution
is slowly added to the dry mixture during agitation, to yield a wet granulation.
The granulation is dried at +50°C for 12 hours. After drying, the granulation is
passed through a screen of 1.5 mm. Magnesium stearate (2.0 g) is mixed in to the
granulate for 3 minutes. Then, 8 mm round tablets, each comprising 30 mg of
fluvastatin sodium are compressed in a Korsch® press under a pressure of 25 kN.

52

Fluvastatin sodium (20.0 g), 150.0 g of hydroxypropyl methyl cellulose (molecular
weight 30,000), 30.0 g of sorbitol, 30.0 g of sodium aluminium silicate are dry
mixed in a planetary mixer for 5 minutes. Then, a granulation solution is prepared
by dissolving 10.0 g of polyvinyl pyrrolidone (molecular weight 360,000) in 200 g
of 99.5% ethanol. The granulation solution is slowly added to the dry mixture
during agitation, to yield a wetted mass. The granulation is dried overnight at
+60°C. Next, the granulation is milled in a oscillating granulator through a screen
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of 0.7 mm. Magnesium stearate (2.0 g) is mixed with the granulation for 2 minutes.
Then, extended release round 10 mm tablets are prepared by compressing the
composition with a 30 kN compression force. This fluvastatin tablet comprises 20
mg of fluvastatin sodium.

5.3.

Fluvastatin sodium (10 g), 50 g of 8,000,000 molecular weight polyethylene oxide,
50 g lactose are dry mixed. Then, 60 g of 99.5% ethanol and the dry mixture are
slowly mixed together in a planetary mixer for 5 minutes. The granulate is dried
for 12 hours in +45°C. Next, the granulation is passed through a 1.0 mm screen. 1.0
g of magnesium stearate is mixed with the granulation for 2 minutes. Then,
extended release round 8 mm tablets are prepared by compressing with a 20 kN
compression force. This fluvastatin tablet comprises 10 mg of fluvastatin sodium.

24.

Fluvastatin tablets is manufactured as follows: first, 3 g of fluvastatin sodium, 20 g
of 30,000 molecular weight hydroxypropyl methyl cellulose, 10 g of sodium
aluminium silicate and 0.2 g carboxypolymethylene are dry mixed. Then, a
granulation solution is prepared by dissolving 2.0 g ethy! cellulose (10 cps) in 20.0
g 99.5% ethanol. The granulation solution is slowly added to the dry mixture
during agitation, to yield a wet granulation. The granulate is dried for 12 hours in
45°C. Next, the granulation is passed through a 1.0 mm screen. Sodium stearyl
fumarate (0.8 g) is mixed with the granulation for 2 minutes. Then, extended
release round 11 mm tablets are prepared by compressing with a 25 kN
compression force. This fluvastatin tablet comprises 20 mg of fluvastatin sodium.

5.5.

After the initial forming of beads containing fluvastatin sodium, the beads
obtained are coated with the polymeric layer controlling the release from the
pellet, example of this coating is described below. The polymeric mixture is

S
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INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)

(51) International Patent Clamifieation 6 : (11) Intereational Poblcation Number: WO 95%/15290
ASIK 4576, %20 A (43) Intarnationa) Publieation Date: 16 April 1998 (16.0498)
(21) International Applicstion Number: PCT/SE97/01605 | (81) Designated States: AL, AM, AT, AU, AZ, BA, BB, BG, BR,
i Sttt B AL
@ Ve Dt rpember 1997 QAD9.ST) LR_ LS, LT, LU, LV, MD, MG, MK, MN, MW, MX, NO,
NZ, PL, PT, RO, RU, SD, SE, 8G, SI, 3K, 5L, T3, T™M, TR,
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BY, KQ, KZ, MD, RU, TJ, TM), European patnt (AT, BE,
CT1) Applicant. (o all dacignated Staies except USk  ASTRA FT. SH), OAPT peaca (55, B G, OO, C1. GO, GA. QY.
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(54) Tiile: PHARMACEUTICAL COMPOSITIONS COMPRISING HMO-CoA REDUCTASE INHIBITORS, IN PARTICULAR FLU-

VASTATIN
(57) Abstract
The present invention relates to

phamacentical
fluvastatin, The sald compesitions are useful for the treatment of
Incidence of undesirble i

irgl compoaitions for snstained relasss of HMG-CoA raductass jnhibitors, In

particulsr
and have the further sdvantages of (1) decremsing the
Furthermore,

side—effocts, and (If) avolding wmdesimble incresses of sorum transaminese levels.

gastro—-intestinal
undesirabls up-regnlation of HMG-CoA reductass lovels Is significantly rednced by administration of tha eaid spxtained releass conpositions,
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150.0 g 95% ethanol during constant stirring for 6 hours. The granulation solution
is slowly added to the dry mixture during agitation, to yield a wet granulation.
The granulation is dried at +50°C for 12 hours. After drying, the granulation is
passed through a screen of 1.5 mm. Magnesium stearate (2.0 g) is mixed in to the
granulate for 3 minutes. Then, 8 mm round tablets, each comprising 30 mg of
fluvastatin sodium are compressed in a Korsch® press under a pressure of 25 kN.

32

Fluvastatin sodium (20.0 g), 150.0 g of hydroxypropyl methyl cellulose (molecular
weight 30,000), 30.0 g of sorbitol, 30.0 g of sodium aluminium silicate are dry
mixed in a planetary mixer for 5 minutes. Then, a granulation solution is prepared
by dissolving 10.0 g of polyvinyl pyrrolidone (molecular weight 360,000) in 200 g
0f99.5% ethanol. The granulation solution is slowly added to the dry mixture
during agitation, to yield a wetted mass. The granulation is dried overnight at
+60°C. Next, the granulation is milled in a oscillating granulator through a screen
of 0.7 mm. Magnesium stearate (2.0 g) is mixed with the granulation for 2 minutes.
Then, extended release round 10 mm tablets are prepared by compressing the
composition with a 30 kN compression force. This fluvastatin tablet comprises 20
mg of fluvastatin sodium.

33.

Fluvastatin sodium (10 g), 50 g of 8,000,000 molecular weight polyethylene oxide,
50 g lactose are dry mixed. Then, 60 g of 99.5% ethanol and the dry mixture are
slowly mixed together in a planetary mixer for 5 minutes. The granulate is dried
for 12 hours in +45°C. Next, the granulation is passed through a 1.0 o screen. 1.0
g of magnesium stearate is mixed with the granulation for 2 minutes. Then,
extended release round 8 mm tablets are prepared by compressing with a 20 kN
compression force. This fluvastatin tablet comprises 10 mg of fluvastatin sodium.
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34.

Fluvastatin tablets is manufactured as follows: first, 3 g of fluvastatin sodium, 20 g
of 30,000 molecular weight hydroxypropyl methyl cellulose, 10 g of sodium
aluminium silicate and 0.2 g carboxypolymethylene are dry mixed. Then,a
granulation solution is prepared by dissolving 2.0 g ethyl cellulose (10 cps) in 20.0
g 99.5% ethanol. The granulation solution is slowly added to the dry mixture
during agitation, to yield a wet granulation. The granulate is dried for 12 hours in
45°C. Next, the granulation is passed through a 1.0 mm screen. Sodium stearyl
fumarate (0.8 g) is mixed with the granulation for 2 minutes. Then, extended
release round 11 mm tablets are prepared by compressing with a 25 kN
compression force. This fluvastatin tablet comprises 20 mg of fluvastatin sodium.

35.

After the initial forming of beads containing fluvastatin sodium, the beads
obtained are coated with the polymeric layer controlling the release from the
pellet, example of this coating is described below. The polymeric mixture is
dissolved in an organic solvent such as ethanol, isopropyl alcohol and/or
methylene chloride. The spraying can be carried out in a coating pan, but is
preferably carried out in a fluidized bed.

Fluvastatin sodium 300 g
Methylene chloride 2000 g
Ethanol 99.5% 1000 g
5iO2 (0.15-0.25) 100g
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The compartment comprises o fimt or fast
Iamina snd a seoond or short relessing Iamina that are
dalivered throngh the exit means over two

periods of tme.
* 3 Claims 3 Drawing Shests °
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and the fest relopsing lemine weight if 31.23 mg. The a first composition in the comprising
zﬂmmwhmJWu (1) & drug selected from the group consisting of
wall with a alit passageway on each facp. The fast re- roxatidine and
leasing lamins releases 25 mg of FPAHC lo a shoct famotidine, and (1) s oom-
period and the slow relossing lemina relesses 50 mg of 3 sbout 7%  16% hydroxypropyl group;
PPAHC! over a prolonged period. (d) = second in the compartment cor-
An embodiment of the invention pertaing to adminis- prising (3) & drug selected from the group consiat-
tering a beneficlal drug to an animal, such a3 & huonan, and famotidine, snd (6) & '-ﬂ‘“""l !Imﬁunﬂn
Lﬂl:m&". of: drug et a mm:llﬂl;d‘.lmw
into en amimal a dosage form comprising (1) a wall Iukose

m:ihcul-:uhm- 1) = (o)ﬂmzﬁuhs&hwuu

smnipecmesble
compaosition parmesble to the pemege of finid and sub- dosege delivering arally 0.
stantially to the passage of drug, the wall |, Jﬁm?:-pm& o
{2) = imternal lomen; (3) a fast disolving @.“nmp;a.ul;mhmam

e e e iy i

minnte 10 a formed by the wall;

lammios in the lmen that s deliverod from the dORES o) e Bk Samaion I e mpertmeat ocrprsing,

form ia from 1§ hours'to 24 hours; (5) a drug in the fast 39 (1) & drug sslected from the group consisting of

releasing lamina; {6) a drug in the slow relessing lamina, captopril, ramipril, enalapedl, enalaprilat and Haino-

nid drug the ssme or & different drug than in the fast " pril, and (2) & hydroxypropyloelinloss comprising

relessing Ismine; (7) exit mexns through the wall con- about 79% to 169% hkydroxypropyl group;.

nacting the fast relossing lamina with the exterior of the (d) = sooond composition in the oompartnent com-

dosags form, ssid exit mesns sized for the fast 25 prising (3) a drug selected from the group consist-
zmmﬂmﬁhm mﬁ(ﬂ;mmmz

b .

shie wall into each lamina at & rate deteraxined by the group consisting of hydroxypropylmethyloeitulose

pressare m“m acTom mﬂmﬂ. y 30 (o).:hmﬁ;rﬂvuhgﬂnﬂmmodﬂmhn

the wal o short period of time to the animal.

drug to produce s therapentio resale. 2 (osmneu;whguuhmum
The novel domge form of this invention comprises
n_hﬁe;mdm:d-mhth (G;::?ﬂmh::ebvmm
eovironment “mwm dected ¢
77 80 & recky cce hat been m::wuuh:.mbvhhvﬂh;

mdﬂ::mmﬂu#lhh Y m“ composition compartment com-

domage form fiustrated and described can be mads (d)l;uum.mdg;f::nmmw

wwmmmﬁhdﬂﬂlm 4 ing of colestipol, pravestatin, lovastatin, simvesta-

claim: tin, snd fluindostatin, and (4) a member selected

L A dosage form for delivering & drug to s animal, from the group comsisting of hydroxyproylmetyl-
wherein the dosage form compelses: ceiluloss and & ;

hydrogel; and,
{s) & wall comprising st least in part a composition axit masns fior delivering the first composition-in
fiaid; 20 @mwamumm : .



