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1. Yo, Emilio FERRERO, identificado como aparece al pie de

mi firma, actuando como apoderado en el asunto de la referencia,
atentamente, solicito se efectlie el examen de patentabilidad de la
solicitud en referencia segfin lo eatablecido en el artiIculo 44 de
la Decisién 486 de la Comisién de la Comunidad Andina. Para tal
efecto presento junto con este escrito el recibo No. 03-80,509 por
valor de $335.000.00, que corresponde a la tasa fijada seglin lo
dispuesto en la resolucidén No. 41687 del 24 de diciembre de 2002.

2. Ruego atentamente a la Sefiora Jefe se sirva ordenar que
Be anexe epte recibo, para que se efectfie dicho examen y Bse
. continte con el trimite de la solicitud.
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Industria y Comercic

SUPERINTENDENCIA

®>Q<

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 00- 93237

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

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

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

EXPIRA EL 28 DE AGOSTO DE 2003.

NOTA: Dentro del plazo de los seis (6) meses sigulentes a partir de la fecha de
publicacién en la gaceta de Propledad Industrial, debera solicitar y cancelar el
examen de patentabilidad so pena de gque la solicitud calga en abandono, de
acuerdo con lo establecido en el Articulo 44 de la Decisién 486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
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Bogota, D.C.,
Doctor Oficlo N®
Emilio Ferrero vei13157
Apoderado
REFERENCIA Radicaclién 00 93237
. Trémite 002
Evento 001
Actuacién 430
Follos 010

Como resultado del examen de patentabliidad de la solicitud de patente de Invencién N°
00 93237, realizado segin el articulo 45 de la decision 486 de la comision de la
Comunidad Andina, se notifica:

Documentos estudlados:

. Descripcién: folios 3-122

. Ejemplos: folios 123-169

. Capitulo relvindicatorio estudiado: folios 170-174

. Se relvindica prioridad presentada en Estados Unidos, el 08.12.99, bajo los nimeros
60/189707, 60/160608, 60/168556, 60/169683, 60/169807 y 60/168639

Objeto de la Invencléon

Segln las reivindicaciones 1 a 18 de la presente solicitud, se refiere a eplerenona de
forma cristalina L que tiene un sistema de cristal monoclinico y un patrén definido de
difraccién de rayos X, tamblén se relaciona con el procedimiento de preparacién de la
misma.

Clasificacién internacional de patentes A 81 K 31/566

Excepclones a la patentabliidad

El articulo 14 de la decision 488 de la comisién de la comunidad andina establece que:
"Los palses miembros otorgarén 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 susceptibles de aplicacién industrial"
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El contenido de la reivindicacién 12, que trata de "El uso de la eplerenona...”, no es
patentable, debido a que la legisiacién actual contempla que los productos y
procedimientos son los (nicos objetos de patente.

El articulo 20d de la decisién 486 contempla que “No serén patfentables los métodos
terapéuticos o quirtrgicos para el tratamiento hurmano o animal, as!/ como los métodos de
diagndstico aplicados a los seres humanos o a animales”®

Teniendo en cuenta lo anterior, el contenldo de la relvindicacién 11, que trata de “Un
método para tratar o impedir una condicion...”, no es patentable.

Claridad de la solicitud

El art. 30 de la decisién 486 contempla que “Las reivindicaciones definirén la materia que
86 desea proleger mediantie la patente. Deben ser claras y concisas y estar enteramente
sustentadas por la descripcién”

Los términos “cerca de” y “alrededor de” de las reivindicaciones 2-5 y 7 no delimitan de
manera coirecta la materia técnica que se protege, haclendo de dichas reivindicaciones
faltas de claridad.

La expresion “cantidad detectable® gue se encuentra en la relvindicacién 8 no permite
saber |a cantidad de materia que se pretende proteger.

EL término “disolvente farmacéuticamente aceptable® de la reivindicacién 13 es muy
general y puede abarcar disolventes que no se encuentran revelados en la descripcion.

Favor hacer las aclaraciones y correcciones del caso.

Determinacién del 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 -
08.12.99-, relacionados con la materia de la presente solicitud:

N° | Documento Titulo Fecha de
publicacién

1 WO 9825048 “Proceso para la preparacion de 9,11-epoxi 18.08.98

esteroides y sus intermediarios Gtiles®

Evaluacién de los requisitos de patentabllidad:

El articulo 14 de la decisién 486 de la comision de la comunidad andina establece que:
"Los palses mismbros otorgarén patentes para las Invenciones, sean de producto o de
procadimiento, en todos los campos de la tecnologla, siempre que sean nuevas, tengan
nivel inventivo y sean susceptibles de aplicacién industrial”

En cumplimiento del articulo 14 de la decisién 488 de la comisién de la comunidad andina,
se procedid a evaluar los requisitos de novedad, nivel inventivo y aplicacién industrial con
el fin de establecer la patentabilidad de la invencién relvindicada en 1a solicitud en estudio.
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PCT WORLD INTELLECTUAL PROPERTY GRAANIZATION
INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT)
(51) International Patent Classification 6 ; (11) Internationa] Publication Nember: WO 9825948
on A2 (49) Internatioual Poblication Date: 18 Junn 1998 (18.06.98)

(21) Internstioem] Application Nember: PCTIUSSI/23090
(22) hnternstiona] Fiiheg Date 11 December 1997 (11.12.97)

(30) Priority Data:
0053318 11 Decamber 1996 (11.1296) US
€009 388 11 Jume 1997 (11.06.97) 1 ]
(71) Applicant (for all designaied Sheies excepe US): O.D. SRARLE
m).M‘th.hﬂlﬂ.mlm
(72) Inventxs; snd
(vo)) (for US onlyr NG, Jotm, 3. [UVUS]
P/0. Box 5110, Chicago, IL 60680-5099 (US). LIU, Chin

[-/USE; P.O. Box 5110, Chicago, IL 60680-9899 (US). AN-
DERSON, Dennhs, K. [US/US]; P.O. Box 5110, Chicago,
IL 60680-9899 (US). LAWSCN, Jon, P. [US/US]; P.O.
Bex 5110, Chicagn, 11, 60680-9899 (US). WIBCZOREX,
Joseph [US/USE: P.O. Box 5110, Chicagn, IL 60680-5699
(US). KUNDA, Sastry, A. [IN/US]; 1032 Stilthouse Crook
Road, Chesterflald, MO 63017 (US). LETENDRE, Len, J.
[USAUSE; P.O. Box 5110, Chicagn, IL 60630-9899 (US).
POZZO, Mark, J. [US/US); P.0. Box 5110, Chicagn, IL

SING, L. [U/US]; PO,

|

T. [US/US]; P.O. Bax 5110, Chicago, IL 60650-5699 (US).
YONAN, Edward, E. [US/USE P.O. Box 3110, Chicage, IL
60680-5899 (US). WHIER, Richand, M. [US/AUS]; P.O. Box
5110, Chicagp, IL. 606805899 (US). KOWAR, Thomm, R.
[USUS); P.O. Box 5110, Chicago, 1. S0580-5899 (US).
BAEZ, Jullo, A. [US/USE P.O. Box 5110, Chicago, IL
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Example 45

Scheme 1: Step 3D: Method E: Synthesis of
Nethyl Hydrogen 9, 1la-Epoxy-17a-hydroxy-3-oxopregn-4-ens-
7a,21-dicarboxylate, vy-Lactone.

The ensster of Formula IIA was converted to
epoxymexrencne in the manner generally described in
Example 43. In the reaction of this Example, eneater
charge was 5.4 g (assaying 74.4% enester), the
trichloroacetamide charge was 4.9 g, hydrogen peroxide
charge was 25 g, dipotassium hydrogen phosphate charge
was 3.5 g. The reaction was run at 20°C for 18 hrs. The
residual enester was less than 2%. After work up, 5.71 g
of epocxymexrenone resulted.

Example 46

Scheme 1: Btep 3D: Method F: Synthesis of
Methyl Hydrogen $9,lla-Epoxy-l17a-hydroxy-3-oXxopregn-4-ena-
7a,21-dicarboxylate, y-Lactome.

Enester of Formula IIA was converted to
epoxymexrenone in the manner described in Example 43
except that the reaction temperature in this Example was
28°C. The materials charged in the reactor included
enester (2.7 g), trichloroacetamide (2.5 g), dipotassium
hydrogen phosphate (1.7 g), hydrogen peroxide (17.0 g)
and methylene chloride (50 mL). After 4 hrs. reactiom,
unreacted enester was only 2% based on the enester
charge. After work up as described in Example 43, 3.0 g
of epoxymexrenone was cbtained.

Example 47-1

Scheme 1: Step 3D: Method G: Bynthesis of
Methyl Hydrogen 9,lla-Epoxy-17a-hydroxy-3-oxopregn-4-ene-
7a,21-dicarboxylate, <y-Lactane.
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Enester of Formula IIA (40.0 g, assaying 68.4%
enester) was charged into a 1000 mL, jacketad reactor and
dissolved in 175 mL of methylenas chloride. The solution
was stirred as trichloroacetamide (22.3 g) and
dipotassium hydrogen phosphate (6.0 g) were added as
solids. The mixture was stirred at 400 RPM and the
temperature adjupted to 27°C with a constant temperature
bath to control the liquid circulating through the
reactor jacket. BHydrogen peroxide (72.8 mlL at 30% assay)
was added over a 3 to 5 minute period. Following the
hydrogen peroxide addition, the mixture was stirred at
400 RPM and 27°C. HPLC assay indicated that the reaction
was 59% complate within 5 hours. At the end of sgix
bours, 72.8 mL of water was added. The aqueous hydrogen
peroxide was separated and back extracted one time with
50 mL of methylene chloride. The combined methylene
chloride was washed with 6% sodium sulfite (62.3 mL) to
destroy any contained peroxide. The methylene chloride
removal was started with atmospheric distillation and
concluded under vacuum. A yellowish residue (48.7 g,
55.4% assay) was obtained. This correlated with a 94.8%
agsay adjusted molar yield.

A portion (47.8 g) of the residue was combined
with 498 mL of ethanol 3A (95% ethanol dematured with 5%
methanol). Tha mixture was heated to reflux and 245 mL
of distillate removed at atmospheric pressurs. The
mixture was cooled to 25°C and filtered. An ethanol 3A
rinae (53 mL) was used to assist the transfer. The dried
solid weighed 27.6 g (87.0% assay) which correlated with
a 91% recovery. A portion of the solid (27.0 g) was
dissolved in 252 ulL of methyl sthyl ketons at reflux.

The hot solution was filtered through a pad of solka floc
(powdered cellulose) with another 48.6 ml of methyl ethyl
ketone used to assist the transfer. A 146 nL portion of
the methyl ethyl ketone was removed via atmospheric
distillation. The solution was cooled to 50°C and



10

15

20

30

stirred for one hour as the product crystallized. After
one hour the mixture was cooled to 25°C. S8tirring was
continued for one hour and the solid filtered with 48.6
nl, of methyl ethyl ketone used as a rinse. The solid was
dried to a constant weight of 20.5 g which represented an
87.2% recrystallization recovery. The reaction yield and
ethanol, methyl ethyl ketone recoveries combined for a
75% overall yield.

The methyl ethyl ketone mother liquor was
suitable for recycling with an incoming methylene
chloride solution from a subsequent reaction. The
combined methylene chloride and methyl ethyl ketone
mixture was evaporated to dryness with atmospheric and
vacuum distillation. The residue was combined with 19
volumes of ethanol 3A based on epoxymexrenone content.
One half of the solvent was removed under atmospheric
distillation. After cooling to 25°C the solid was
filtered and dried. The dry solid was dissolved in 12
volumes of methyl ethyl ketone at reflux. The hot
solution was filtered through a solka floc pad with 2
volumes of methyl ethyl ketone added as a rinse. The
filtrate was concentrated with the atmospheric
distillation of 6 volumes of methyl ethyl ketone. The
solution was cooled to 50°C and stirred for one hour as
the product crystallized. After one hour the mixture was
cooled to 25°C. Stirring was continued for one hour and
the solid filtered with 2 volumes of methyl ethyl ketone
used as a rinse. The solid was dried to a constant
weight. The incorporation of the methyl ethyl ketone
mother ligquor raised the overall yield to 80-85%.

This method appears particularly suited for
scaleup since it maximizes throughput and minimizes
washing volumes and waste,

Example 47A

&
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Scheme 1: Step 3D: Method H: Synthesis of
Methyl Hydrogen 9,lla-Epoxy-17a-hydroxy-3-oxopregn-4-ene-
74,21 -dicarboxylate, vy-Lactone.

Enester of Formula IIA (17 g, assaying 72%
enester) was dissolved in methyleme chloride (150 mL)
after which trichloroacetamide (14.9 g) was added under
slow agitation. The temperature of the mixture was
adjusted to 25°C and a solution of dipotassium hydrogen
phosphate (10.6 g) in water (10.6 wmL) was stirred into
the enester pubstrate solution under 400 rpm agitation.
Hydrogen peroxide (30% by weight solution; 69.4 mL) was
added to the substrate/phosphate/ trichlorcacetamide
mixture over a 3-5 min. period. No exotherm or oxygen
evolution was ocbserved. The reaction mixture thus
prepared was stirred at 400 rpm and 25°C for l18.5 hrs.

No oxygen evolution was observed throughout the course of
the reaction, but analysis of the hydrogen peroxide
consumption indicated that some oxygen waes formed during
the reaction. The reaction mixture was diluted with
water (69.4 mL) and the mixture stirred at about 250 rpm
for 15 min, No temperature control was necessary for
this operation and it was conducted essentially at room
temperature (any temperature in the range of 5-25°C being
acceptable). The aquecus and organic layers were allowed
to separate and the lower methylepe chloride layer was
removed.

The aqueocus layer was back extracted with
methylene chloride (69.4 mL) for 15 min. under agitation
of 250 rpm. The layers were allowed to separate and the
lower methylens chloride layer was removed. The agueous
layer (177 g; pH = 7) was submitted for hydrogen peroxide
determination. The result (12.2%) indicated that 0.0434
mol of hydrogen peroxide were consumed in the reaction of
0.0307 mol of olefin. The excess hydrogen peroxide
consumption was a measure of oxygen generation in the
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reaction. Back extraction with a small amount of
mathylene chloride volume was sufficient to insure no
lors of epoxymexrenone in the aqueous layer. This result
was confirmed with the application of a second large
methylene chloride extraction in which only
trichlorcacetamide was recovered.

The combined methylene chloride solutions f£rom
the above described extractions were combined and washed
with 3% by weight sodium sulfite solution (122 mL) for at
leaat 15 min. at about 250 rpm. A negative starch lodide
test (KI paper; no color cbserved; in a positive test a
purple coloration indicates the presence of peroxide) was
cbaerved at the end of the stir peried.

The aqueous and organic layers were allowed to
peparate and the lower methylene chloride layer removed.
The aqueous layer (pH = 6) was discarded. Note that
addition of sodium sulfite solution can cause a slight
exotherm so that such addition should be carried out
under temperature control.

The msthylene chloride phase was washed with
0.5 N sodium hydroxide (61 ml) for 45 min. at about 250
rpm and a temperature in the range of 15-25°C (pH = 12-
13). Impurities derived from trichlorcacetamide were
removed in thie process. Acidification of the alkaline
aqueous fraction followed by extraction of the methylene
chloride confirmed that very little epoxymexrenone was
lost in this operation.

The methylene chloride phase was washed once
with 0.1 N hydrochloric acid (61 mL) for 15 min. under
250 rpm agitation at a temperature in the range 15-25°C.
The layers were then allowed to separate and the lower
methylene chloride layer removed and washed again with
10% by weight agqueous sodium chloride (61 mL) for 15 min
at 250 rpm at a temperature in the range of 15-25°C.
Again the layers were allowed to separate and the organic
layer removed. The organic layer was filtered through a



