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FORMULARIO UNICO DE SOLICITUD DE PATENTE
PCT
ENTRADA EN FASE NACIONAL

SOLICITUD DE

©

E Patente de lnvencién

D Patente de Modelo de Utihdad

D Capitulo | Capitulo ]
Nombre BOEHRINGER INGELHEIM IDENTIFICACION
IO INTERNATIONAL GmbH
sociedad constituida y existente bajo las cc D NIT D
leyes de la Republica Federal de
SOLICITANTE Alemania
) ce O o 0O
Direccion D-55216 Ingetheimn am Rhein Cual
Republica Federal de Alemania
Nlmero
Domiciio  Ingelhesm am Rhein
Republica Federal de Aleménia
@ IDENTIFICACION
» Nombre EMILIO FERRERO
cC E’ NIT D
REPRESENTANTE Dwecaibn  Carrera 4® No 72 35
O APODERADO Teléfono 347 36 11 CE D Otro D
Fax 217 92 11 Cuat
E-masl chentes@camyp com
Pomicio Bogotad Colombia Numero 438019 T#P_ 31829
1- Sara ABELAIRA 2- Daniel BIANCHI
| Salazar 1483 Bulnes 2736
1686 Hurlingham Buenos Awres {P 15 Dpto 05) 1425 Buenos Aires
INVENTOR (ES) Argentina Argentina
(72) 3- Francisco GEL 4- Victor DENKER
Vicente Damonte 1520 Mendoza 2295
{1824) Lanus Este Buenos Aires 1428 Buenos Ajres
Argentina Argentina
5- Mabel FERNANDEZ 6- Marta Cicconi de VIDAL
Marcon 4848 ituzaingo 4156
1605 Munro Buenos Aires 1754 San Justo Buenos Aires
Argentlna Ar;_;entma
PCT (86)

Solicitud Intemacional No  PCT/EP01/11229
Publicacion Intemnacional No WO 02/28373 A1

Fecha_28 de septiembre de 2001
Fecha 11 de abnl de 2002

Titulo (54)

ESF

EUTI
EPINASTINA Y PSEUDOEFEDRINA

QUE CONTIENEN

@ Clasificacion Internacional (51) AB1K 8/20

I o Prioridad (33) Pais de Origen (32) Fecha (31) Numero de Solicitud
D EP 6 de octubre de 2000 00121828
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Anexos Z

Comprobante de pago de la tasa de presentacién de la solicitud por $ 400 000 oo

Comprobante de pago por reivindicacién de priondad

Documento que acredita la existencia y representacidn legal cuando el solicitante sea persona juridica
Poderes sl fuere el caso

Documento de ceslén del inventor al sollcitante o a su causante

Daclaraciones

Copia de la solicitud Intemacional (Resumen, descripcidn remindicaciones, dibujos)

Traduccién de la solicitud internacionat al castellano (Resumen, descripcidon revindicaciones, dibujos)
Copia del examen prellminar efectuado por la IPEA

Traduccién del examen preliminar efeciuado por la IPEA

De ser ol caso copia del confrato de acceso

De ser ol caso documento que acredite la licencla o autonzacién de uso de conocimlentos tradicionales de
las comunidades Indigenas

De ser el caso, certificado de depésito del matenal bloldgico

Arts final 12x12

De ser el caso, informacion sobre otras solicitudes de patente o titulos obtenidos en el extranjero por el

mismo titular o su causante, relacionadas parclal o totaimente con la invencidn de esta solicltud
Otros

0

FIGURA CARACTERISTICA.
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@ Solicito la concesién de la patente,

NOMBRE

EMILIO R

o 2

CC 438019 de Usaquén TP 31929
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LCUALIZACION

El Sene Consul Je Culomlia debe expedir un certificrdo
consular subre (1) la existencla legal de la compeiiia yue ntnrlga
el puder, {2) que esta ejerce su objcto social, y (55 que Ins
prrsonas que otorgan el poder estan autorizadas pam darlo A
este cfeclv les solicilnmos que muestiren al Sefior Consul las
pruebas que acreditan esos hachos (1), (2) v (3)

S rwar Y
Eﬁrr 20 DO (5 m:""lﬂ'u

LESALIZATION

|
The Colombia Consul must lasue a conslor celtificete on
the legal wastence of tne company wnich grnts
Power-of Attorney (2) that It 18 in achual exercise 0

company purposes and (3) that the

Puwl:: ol;' Rttmev Is autorized to dup:;,“"i'::.’ .}]’;‘,“Lf;’,‘ﬁ,‘":,’;,:g:
sh?’via;he Consul the evidence to prove the above facts (), 12)
an

NOTA PARA CL SENOR CONSUL DE COLOMBIA Segun los articulos 65 del C de P y 480 del C de Co,
s1 e} poderdante es una sociedad, el Sefio1 Cénsul Aebe certificar que tuvo a la vista las pruebas de su
exislenua, que eserce su ahjeto soual y que quien confiere el poder es su representante
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REPRESENTACION Y PODER

y

For patents, utlty models, indusinal designs,
trademarks, commercal names, trade emblems,
slogans

Para patentes, modelos de ublidad, disefios

mdustnales, marcas de fabnica, nombres
comercales, ensefias, lemas comeraales

97259
0569

REPRESENTATION AND
POWER OF ATTORNEY

1{we), the undermgned/Yo (nosotras), abajo Brmado (s)
BOEHRINGER INGELHEIM INTERNATIONAL GMBH

of/domiciliado (s) en D-55216 Inge'lhe‘!m am Rhein,

GERMANY

g elzxnscnte nombramos a GERMAN CAVELIER, tpa. 832,
NZALO PERDOMO tpa 831, EMILIO FERRERO, t

31929 y LUZ CLEMENCIA DE PAEZ, tpa. 23555 domiclliodos
en la C):trm'n 4% N* 72-35 Bogoth, Colombla en obedecimlento a
lo dlspuesto en el parAgrafa1° del Artfeulo 543 del Cédigo de
Comercio, el primero como princlpnl ¥ los demés como
suplentes en su orden, como mis {nuestros) representantes en
todos los asuntos de propiedad Indusinal con facultad para
recibir notliflcaciones 'y nombrar apoderados judiciales o
exl'ra]ludlcmles El primer representante suplente reemplazara al
!m. pal en caso de susencla o Impedimento temporal a

initivo de aquel La misma regla se aplicerd cuando el
gurilo representante suplente haya de reemplazar al] primero
o el tercera al segundo En tales casos, el representante
principal o &l pnmere o segundo supiente, en su caso, o ambos,
declareran su intenclon de no ejercer la representaclon
mediante dedlaracion autenticada por Netano [Publico en
Colombla o por Notano u otro Funclonano Publico o Cénsul
de Colombia, en el extranjero y sl se tratare de impedimento
con ¢l certificada respectivo 51 alguno de los nombrades faltare
definltivamente el siguiente tomard su lugar Cuando cesare Ia
ausenca o impedimentu del representante pnnclpal o de su
primero o segundo suplentes en su caso, ran ejercer la
representacién, en su orden, uno u otros segun el caso
asumiéndola par el solo hecho de ejercerla, cesando en ese
momenio el eerciclo de la vepresentacfn por el prumere
segundu v tercer suplente en su caso

Ademds confiero {conferimos) poder a loy nbogados amiba
nombrados ra obtener la proteccion de m! (nuestra)
propiedad Industrial y contra la competencin desleal, a cuyo
efecto autonze (amos) a los dichos apoderados para que me
{nos) representen ante cualesquiern entidades o personas
ejerzan o no jJurisdiccidn, especiaimente ante las del onden
administratino contencioso-adminstrativo y judicial asf como

tribunales de arbitramento en todo lo concerniente a los

tentes asuntos a) Obtencion de patentes de Invenclon,

delos de utilidad v cisefios indusiriales el registro de
marcas de fabrica colectivas defensivas, de senlcio lemas
comerciales nombres comerciales ensefias  variedades
vegetales y denominaciones de origen, su renovacion, ‘raspaso
camblo de nombre o dumlcilio, cancelacién voluntaria, y el
regictro de Licencias de usc de esos derechos, b) Las ncciones de
cumpelencia desleal proleccion del consumidur oposiciones u
observaciunes, cancelacidn administratlva y judlcial, nulldad,
medidas cautelares concesivn de beencims la tutela la
pratecuidn de secretos incustriales y en general los julclos
civiles penales admimstrativos o contencloso-administrativos
relacionados con estos derechos acriones } procesos gue
promovamos © S¢ nos promuevan Y para que en todos los
asuntos arnba delermmados, puedan sustituir este mandato
transigir, concilar admitir los hechos del proceso desistir
cnﬁncear reciblr renunclar y ratificar los actos de agentes
oficiosos

Glven and signed this/Dado y firmado hoy

ROEHRINGLR INGELHEWERDE

In due compllance with the terms of paragraph 1st. of article 543
of the Commercial Code, do hereb nprnlnl GERMAN
CAVELIER, tpa 832, GONZALO PERDOMO, tps 831 EMILIO
FERRERO, tpa 31929 and LUZ CLEMENCIA DE PAEZ, t
23555 domiclled at Carrera 4* N® 72-35 Bogot4, Colombla, m
first as principal and the others as alternates In the order of
thelr appointment as our representatives for all industnal

roperty matters with faculty to recelve nohfications and to
nppoint attorneys in and out of Court The first alternate shall
replace the pnncipal in case of his absence or of temporal or
defimbive 1mpediment The same rule will aﬁpl¥ when the
second alternate representative Is to replace the first one or
when the third 13 to replace the first or second alternates in their
turn, or both of them, second In such cases the principal
representative or the first or second alfenates in their turn, or
both of them, shall state their Intention not to act as
representatives through a decloration given before a Nata
Public in Colombla, or before a Notary or another Public Officinl
or a Colombian Conaul abroad and in aase of lmpediment, the
appropriate certificate shall suffice If any of the eppointees
were to be definitely absent the following alternate shall take
his piace When the absence or impediment of the pnncipal
representative, or of the first or second alternate In their turn
ceases the representation can be taken again in thelr sequence
by the prinapal, the first or second alternate depending on cuse,
and the mere fact or its exercise will suffice The exercise of the
representation by the first second or third altermates in their
turn shall end at such time

In addition we grant a Power of Attorney In favor of the
above-named attorneys-at law so thet they may obtain the
protechon of my (our) industriql property and agamnst the
unfalr competitlon for which purpose ?Ywe authbrize the sald
altorneys to represent me (us) before any authontles or persons
with or without junsdiction, specially those administrative
admlnstmtive contentlous and judicial as well as before
Arbitmtion Court, 1n all matters concerning the following n)
Obtalnment of patents utllity models and industnal designs
the registration of trademarks, collective defensive and service
marks, slogans, commercial names, trade emblems, vegetsl
varleties and denominations of orign, its renewal asaignment
~change of name or domlicile voluntary cancellation, and the
regutration of licenses of use of the above nghts b) Actwons of
unfair competition, protection to the consumer oppositions or
obsenations admuustrative or Court cancellation nullity,
infringement  granting of licenses the action for wnt
mandamus, the protection of trade secrets and in general the
avil penal and administrative suits relating to those nights,
actions and suits anshitued by me (us) or against me (us) And
that in all the above matters they may subshtitute this Power of
Attorney, ¢ Eromlse conaliate, ‘edmitrthe’facts of the case
deust, cané ve, w 1 acta done by
representativat WIS PRWEEST S,

QUE Mo jnohl‘.lamrt

m; 12 12 1995
3¢

-
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in/en INTERNATIOMNAL GHRI

——

b

Dr Deter Laudien

Dr Gerhard Hubws

5 gnature

© CAVITITR AROGADOS
WPPODLRE L (MINUTAN®121125)

Firma
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Vorseitige vor mir gefertigte Namensunterschnften der Herren

1 Dr DeterLaudien Dipl Chemlker wohnhaft in 55127 Mainz

[ T

2 Dr Gerhard Hub er Rechtsanwalt wohnhaft in 556411 Bingen

mir bekannt

beglaubige ich hiermit

~ T 3 Gleichzeitig bescheinige ich aufgrund hewtiger Einsichtnahme in das Handelsrege-
' Ror des Amtsgenchts Bingen deB die Firma Boehnnger Ingelheim Intemational
£ _,;f"-. ! X:H mut Siz in Ingelheim am Rhein im Handelsregister des Amtsgerichts Bingen
a3 T "
! unterf\{R B 1063 emngetragen st und daB die Herren Dr Laudien und Dr Huber als
i "‘ .EE:.E L Prokurl gemeinschaftlich zur Vertretung der Gesellschaft berechtigt sind
s ‘

PP
S g A
gy | Notariatsverweser
anstelle des Notars  __
Prot Dr Weirich in ingelhelm

~-910F1-

Die EchlLheit vorstehender Unterschrifl des Nolarassessors
Dr Peler Wirth - Nolariatsverweser anslelle des Notars
Prof Dr HWeirich in Ingelheim und die Echtheit des bei-
gedrickten Dienst - gD - siegels wepden hierdurch
bestitigl Zugleich wirg ‘
- 7ur VYornahme der Amishdl

gt aar e

Main ‘ f iagrel2 undnnzlg

Kostenbarocnnugg_

QGebahr [0r Legaiisa-
, tion

{(Wert DM ffﬁw‘ )
-JVKostO v 26 7 1957

. J:-‘:_ gaal IS sa1674_

Mainz,

Der

P Lol
? “loms Paul Tutlerbery ) /

f e -

13 0E2. 1935
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_l;| - ' CONSULADO GENERAL DE COLOMBIA
. e
E MUNICH
3 v
< Nr 169
El Consul General de Colombia
t1 -
|
CERTIFICA
I
‘_.-i Que €l Dr Hanns Paul Tuttenberg -——— , quién autentica la fir-
ma del signatario en el presente doctmento, ercia en la fecha
,., ally indicada las funciones de _Presidente Tribunal Regional
a:l -en Mainz
r ”
i
g
EJ estd constituida y ejerce su cbjeto social de conformidad con las
Fy leyes de la Repiiblica Federal de Alemania
¥
=
-?i Pt quien Y{es) firman el presente documento tiene (n) facultad legal
ﬁ iy suf.u::.&xte para representar a la mencionada firma y otorgarpoderes
o] &°  én su hogbre
: h - K
k7 " Que ha ter&\io a la vista la documentacién que prueba lo anterior
%; Munich, 18de Dircrembre de 1995
g; T
he E
g r
>
% 3
T in: para la Nacién US $ 6 -
. 7 Fondo Rotatorio us g 100 -
g - Tasa consular US$TxpM 1,60 =DM 169 60 PAGAQO
&; -
B
%
B SR 3 S R S I T TR T T e T S, e T
Y ¥ —-'J‘T'f'.."'l"'|..r = ‘.
R N e T B ) '-_:‘L_. 2 eTam Y hub Wy 2 L L '{",:_ day b e zamd e,
..?_- - % - .r ‘;t"?::‘}u,_‘ v % ..i, P o }‘_—#:H"‘?“— T ) _-ny W T ar®
- ";-". -~ - ., -
o T R R R -k
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“
TRADUCCION OFICIAL No 5133
de un documento escrito en Aleman, el cual para su identifacacadn
se sella con el sello de 1la traductora, lo mismo que la
presente -
(A continuacidn del poder conferido a GERMAN CAVELIER, tpa 832,
GONZALO PERDOMO, tpa 831, EMILIO FERREROD tpa, 31929, vy LUZ
CLEMENCIA DE PAEZ, tpa 23555, domicilaiados en la Carrera 4 No
éé 72-35, Bogotd, Colombaa, por la BOEHRINGER INGELHEIM
% i INTERNATIONAL. GMEH, domiciliada en D-55216 Ingelheam am Rheain,

RFA, a través de sus representantes los Srs Dr Daeter Laudien y

Dr Gerhard Huber )

Raaalyeldn Na -599 Mintustinls

WUZ ARRIALAR

RADUCT ARA

Legalazacaidn

Protocolo notarial No 2&659/95 V

! Certrfiro la autenticidad de las firmas antecedentes puestas ante

mi por los sefiores

1 Dr. Dieter Laudien, Dipl. Cham , domiciliado en 55127 Mainz,

2 Dr Gerhard Huber, abogado, domiciliado en 55411 Bingen

a quienes CONOZCO en persona

o -

1
An
Ll
]
+



Igualmente certifico, por haber examinadao en la fecha el Registro

de Comercip del Jurgado Municaipal de Bangen, HR B 1063, que la

firma Boehringen Ingelheim International GmbH, domiciliada en

Ingelheim am Rhein, estd inscrita bajo el No. HR B 1043 en el

Registroc de Comerc:o del Juzgado Municapal de Bangen y que los

sefiores Dr Laudaien y Dr. Huber, en su calidad de apoderados,

estin facultados para representar conjuntamente a ls socaedad

Ingelheam am Rhean, 12 de dacaembre de 1995/hun

-F‘Tlml-llllln

Fdo firma 1legable

(Hilo y oblea roja en relieve ) El notario suplente

El notario suplente - Ingelheam del notario de Ingelbeam

UZ AKKIA
Raselucidy No, 599

Frof Dr Wearich

{dos sellos redondos en tinta del Tribunal Regional de Mainz)

210 E 1

Se certifica la autenticadad de 1la fairma antecedente del Dr.

Peter Warth, como notario suplente del Prof. Dr Weiraich, notario

de Ingelheim, y la del sello oficial que la acompafa Igualmente

se certifica que el mencionado notarioc estaba facultado para

realizar ese acto oficaial.

_é;j"fi;nﬁ“sl-'” A
Mainz, trece de diciembre de mil novecie natd

naoventa ¥y canco
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El Presidente del Trabunal Regional .
.-..._._. .__.____ - i

(E) Fdo firma :.Iegl.h]e M "_‘ )

(Dr Hanns Paul Tuttenberg-) 11

sol tel Pu Al2038 AJ KU 33174
-mmﬂ 1528

Costas " als Eqa

- }" ‘- & L 9] +-
Derechos de legalizacidn RS SRR
{Valor DM S 000,—) < vl 2l

JVKkostD del 26 de julio 1957 .3 al

Gacetas Oficial I Pag 861 y -t '
DM 20,— -

Maainz, 13 de dicaembre de 1995

Fdo . firma ailegaible

Inspector

™
EM ESPAROL La legalizacidn de las Tirmas antecedentds puﬁ el

o=
Consulado de Colombiaz en Munich bajo el No 1.59 d% "'.'I.E:.ude y
diciembre de 1995, y por el Ministerio de Relac:u:i’tE's gtergﬁes
de Colombia bajo ®l No 051406 del 4 de enero de .QQE‘ l_: g;
Pagados derechos y Fondo Rotatoric US$E 1045,— ?‘"g \§ g

e e e i e et et P

ES TRADUCCION FIEL Y COMPLETA, de 1la cual se deja rs' ia_en los

ﬁ._r./

archivos de estas oficinas para su confrontacion._ .~ =
3-8 4,
”

-
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-
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LUZ ARPIAGA pﬁai{lﬂn -

Santafé de Bogotad, 6 de enero de 1996 ({\mwcrafgl Ilﬂ-!-"dE,_ =i
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", ! i CAVELIER
Teweran 1371 (1) :a:u:u' ABOGADOS CORMED ELECTRONICO MUNDIAL CAVE
Teed 43479"EAVE CO EDIFICIO SISKI Telerama (57) (1} 2120100
(23]7407373 CAVE UC CARRERA 4% No 72 33 CaBLES CAVELEYES
. BOGOTA 8 COLOMBIA

Sefior Jefe de la

DIVISION DE NUEVAS CREACIONES
Superaintendencia de Industria y Comercio
E S D

P ]
Poderdante BOEHRINGER INGELHETM INTERNATIGNAL GMBH

\'|'-"-I

Poder conferido-el 12-12-85. T oL .o A
] -4 - S I: .::‘.‘ -3 - e
- - We o oo adt - .o R T I
©T > T - t 5
® Yo, GERMAN CAVELIER, obrando ‘en m cahdad de _apoderado

princaipal del poderdante arriba menc1onado-.—atentamente
manifiesto~ a Usted que sustituyo el poder ‘que me ha sido
confer:l.do en la persona del doctor EMILIO FERRERO, Abogado con

-'r‘—_ — ———

vty e

Tarjeta Profesional.No 31 929,Lcon _todas_las facultades 3 gque me
fueron conferadas__ .- ’ '

— - . Tem—— -} vo-
el - L S st m e —. -
Hago la anterior sust1tuc16n conforme~aL_art1culo-66 del
™ -
Cédigo de Proced1m1ghto C1v11 _Ya que los otros suégi}utos
L 4R ™
faltan en este momento B S L T raly
- ' « s
Sefor Jefe, ;
; GERMAN CAVELIER

TPA No 832
CC No 2 877 924 de Bogota _

+  Acepto U : - 4

. L]
EMILIO FERRERO

TPA N2 31 929
CC No 438 019 de Usaquen p

| PAILO n:unnn
&k NOTARIOIE] "

s 'F-:‘ 'l'""‘
e o F—F f‘
—= ‘35_:?";5-*'

-~-2e-780-2

CAVELIER ABOGADOS NIT 840041.367-3

-y e - o - 1 —-r— - —— wepugs | s :F - e ———_——— - - - ~-— -



- A . - - .7 L]
-NOTARIA SEXTA'DE BOGOTA' I "~ ™%
RECONOCIMIENTO Y PRESENTACION PERSONAL
Bogots,.D C ey LEN ;
Ants BN, PABLD MENDEZ BARAJA
NOTARIO SEXTD ENCARGADO D GIRGULO DE B p
7 /
¢/

Comparacié{eron) I oL L0 OK
(OO R 7

LEE M L

" —

quienfes) esnu.b ar a,3) 2, {.:5_

v
Y l‘s, Libr Wﬁ)ﬁ——

—

domicibadals) en Boza'dy dec ard’aran) que la(s) firma(s) Gl
aparecen(n) en ef pras~nta doziun o e3a(san) (as) suyals) ¥
Qe ol contanida dal rmilsmyo &s ciarto.

€n oonstancis 89 f.ams usta D' 2anaa,

QCs

L3 iy

“~ e & WU L

- wh Etwi W 1dLlA

- s = JLHUCE L L

B IJYRIMALLY A
#wi

: 11/ 02 ABR 2003 Z

41 LY -

L4

PABLO Mal 2 J\RAJAS

mnut
% ‘&‘1’!‘ l




R 0 . O I

02/28373 Al

WAL P

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

(19) World Intellectual Property Organezation
Intemational Boreau

(43) International Publication Date

ERFASST
G000 O P A

(10) Intemational Publication Number

11 Apnil 2002 (11 04 2002) PCT WO 02/28373 Al
(51) Tnternational Patent Classification’ AGIK 9/20 Ares (AR) VIDAL, Marta, Ciccom de JARIAR].
31/415 31135 A61P 37/08 Tuzaingo 4156, 1754 San Justo Buenos Aircs (AR)
(21) International Application Number  PCT/EP01/11229" (81) Designated States (national) AR, AG AL, AM AT AU

(22) International Filing Date

23 September 2001 (28.09 2001)

(25) Fillng Lauguage English

(26) Publicalion Language: Englush
(30) Prionty Data

ODI2182R 8 6 October 2000 (06 102000) EP

(71) Applicant (for all demgnated Siotes except US)
BOEHRINGER INGELHEIM INTERNATIONAL
GMBHEDE/DE] 55215 Ingelheim am Rhein (DE)

{72) Inventors, and J
(75) Inventors/Applicants for [IS only) ABELATRAY Sara
IHurhngham, Buenos Amres

AR/AR] Bulnes 2736 (P 15

{AR/AR] Salazar 1483 1486
(AR). BIANCHI, Damel

Dpto  05), 1425 Buenos Aires (AR) GEL, I-'rnneueo'

[AR/AR] Vicenie Damonte 1520, (1824) Lanns Este,
Buenos Ares (AR) DENKER, Victor!|AR/AR] Men

95 1428 Buenos Awes (AR) FERNANDEZ,
Mabelf [AR/AR], Marcom 4848 1605 Munro Buenos

AZ, BA, BB BG BR,BY,BZ,CA CH CN,CQ, CR,CU
CZ,DE, DK DM DZ, EC, EE, ES FI GB GD GE, GH
GM HR,HU ID I, IN IS JP XE,EG KP KR, KZ,1C,
LK LR, LS, IT LU LV MA, MD MG, MK MN MW
MX MZ,NO, NZ, PH FL,F1 RO RU SD SE, 8G SI
SK,SL TJ T™M, TR, TT TZ, UA UG US, UZ, VN, YU
ZA ZW

(84) Designated States (regional) ARIPO patent (GH, GM
KR, LS, MW MZ, SD SL, $Z, TZ, UG ZW) Eomasan
pateat (AM, AZ,BY, KG KZ,MD RU TJ TM), Exropean
patent (AT, BE, CH CY DE, DK, ES FL,FR GB GR,IE,
IT LU MC NL, PT SE, TR) OAPI patent (BT BJ, CP
CG CI CM GA GN GQ GW ML, MR, NE, SN TD
TG)

Published

with internatronal search report

-— bafore the expiration of the Hime limli for amending ths
clavns and to be republished in the event of receipt of
amendments

For two-letter codes and other abbreviations refer to the "Guid
anca Notes on Codes and Abbreviahions” appeaning at the begin-
ning of each regular ysue of the PCT Gazeute.

{54) Title NEW FHARMACEUTICAL COMPOSITIONS CONTAINING EPINASTINE AND PSEUDOEPHEDRINE

o (51) Absiract: The present invention relates to novel oral pharmacsnieal compositions compnising s pharmacenncally active com
ponnds a combinahon of an anthistammc-effective amount of epanastne or a pharmacenncslly accepiabic salt thereof and of a
decongestant-cffective amount of pseudoephednne or a pharmaceuncally acceptable salt thereof and further compnismg suitsbla
pharmacontically acceplable carners or excipients The invenhon forther relates to methods for the prepamation these composihons
and methods of osing tham 1n the treatment of allergic discases and/or isorders.

=

/4



10

16

25

WO 02/28373 PCT/EPO1/11229

2
congestion of the Eustachian tubes and / or other diseases from allergic ongin

deserving the administration of anthistamine and decongestant drugs 1s preferred

In & preferred embodiment the pharmaceutical composition according to the
invention contains as the active ingredients only an anthistaminic-effective amount
of epinastine or a pharmaceutically acceptable salt thereof and a decongestant-
effective amount of pseudoephednne or a pharmaceutically accptable salt thereof

In a preferred embodiment the present invention relates to an oral pharmacsutical
composition, preferably a bilayer tablet, providing for a sustained release of the
decongestant effective amount of pseudoephedrine and an immediate release of an
anthistaminic effective amount of epinastine

Particulanly preferred according to the invention is a bilayer tablet wherein a first
layer A, providing for the sustained release of pseudoephednne, compnses a
decongestant effective amount of pseudoephedrine or a phamaceutically
acceptable salt thereof and wherein a second layer B, pmwdlng'for the immediate
release of epinastine, compnses an antihistaminic effective amount of epinastine or
a pharmaceutically acceptable salt thereof The bilayer tablet according to the
nvention may addrtionally contain a tablet coating C consisting of pharmaceutically
acceptabie exclpients which mask the bitter taste of one of the actve compounds

In a preferred embodiment of the invention layer A of the bilayer tablet according to
the mvention comprnises a decongestant effechve amount of pseudoephednne or a
phammaceutically acceptable salt thereof in a matrix of a swellable hydrophilic
polymer which provides a sustained release profile in a period of 3 to 24, preferably 6
to 18, most preferably about 12 hours

According to the Invention the term pharmaceutically acceptable salts stands for acid
addition salts of the active compounds pseudoephednne and epinastine These acid
addrhion salts can be formed with anorganic acids like hydrochlonc acid, hydrobromic
acid or sulfunc acid or with organic acids as for instance oxalic acid, fumanc acid or
methansulfonic acid Epinastine i1s preferably used as its hydrochlonc acid addition
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New pharmaceutical compositions containing epinastine and pseudoephedrine

Background of the invention

The present invention relates to novel oral pharmaceutical compositions comprising
as pharmacautically active compounds a combination of an anthistamunic-effactive
amount of epinastine or a pharmaceutically acceptable salt thereof and of a
decongestant-effective amount of pseudoephednne or a pharmaceutically
acceptable salt thereof and further compnising sultable pharmaceutcally acceptable
camers or excipients The Invention further relates to methods for the preparation
these compositions and methods of using them in the treatment of allergic diseases
and/or disorders

Descnption of the invention
The present invention provides for nove!l oral phatmacsutical composrions
compnsing as pharmaceutically achve compounds a combination of an
anbhistaminic-effective amount of epinastine or a phanmaceutically acceptable salt
thersof and of a decongestant-effective amount of pseudoephedrine or a
pharmaceutically accptable sall thereof and further compnsing pharmaceutically
acceptable camers or excipients under the proviso that the composition does not
contain a leukotriene antagonist

As an addrtionai active compound the compositions according to the invention may
optonally contaln one or several compounds selected from the group consriting of
mucoliiic and analgesic-antipyretic compounds and vitamines Preferred mucolltic
Ingredients are selected from bromhexine and ambroxol Preferred anaigesic-
antipyretic compounds are selected from paracetamotl and obuprofen Preferred
vitamines are selected from vitamine B2, B6 and C

The pharmaceutical compositions according to the invention are useful for the
treatment of aliergic rhunitis, allergic congestion of the Eustachian tubes and / or
other diseases from allergic onglin deserving the administration of antihistamine and
decongestant drugs Furthermore the compositions according to the invention are
useful in the treatment of for instance common cold and in the symptomatic relief
associated with cough, cold and flu symptoms The use of the pharmaceutical
composltions according to the invention for the treatment of allergic rhints, allergic
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salt. Pseudoephednne s preferebly used as the hydrochlonde or the sulfate Within

the present invention pseudoephedrine sulfate is most preferred

The release of pseudoephednne takes place over 3 to 24, preferably 6 to 18, most
preferably about 12 hours This bllayer tablet 1s designed to be preferably
administered twice daily

The concentration range of pseudoephednne salt in the compositons according to
the invention 1s between 5 and 240 mg/tablet, preferably 10 to 200 mg/tablet, more
preferably 60 to 180 mg/tablet, preferably 80 to 140 mgftablet, most preferably 120
mghablet The concentration range of epinastine salt in the compositions according
to the invention Is between 2 and 20 mg/tablet, preferably 5 to 10 mg/ablet, more
preferably 10 mg/tablet .
Each layer of the tablet 1s in contact with each other in & portion of their surface, but
provides Independent release profiles for both active substances mentioned before
The sustamed release layer A consists of pseudoephedrine or a pharmaceutically
acceptable salt thereof and a swellable hydrophilic polymer

Typical swellable hydrophilic polymers inciude cellulosic ethers such as
methyicellulose, hydroxypropyicellulose, hydroxypropyimethyicellulose,
hydroxymethyicellulose, hydroxyethylceliulose, carboxymethyiceliulose and
carboxyethyicellulose or mixtures thereof The use of hydroxypropylmethyicellulose
(HPMC) s preferred Particularly useful are the HPMC polymers HPMC USP2910
and USP2208 like for instance Methocel ES, E4M, E15M, K15M, and K100M
supplied by the Dow Chemical Company In the aformentioned abbreviations the
designation "E" refers to USP2910 whereas "K" refers to USP2208 The number
designation refers to the viscosity in a 2% aqueous solution (e g § designates a
viscosity of 5 cps, 15M designates a viscosity of 15000 cps)

The excipients that could be optionally used tn the sustained release layer A are
insoluble polymers, solubie or insoluble fillers, antiadherents, colonng agents,
lubncants and addrtional binders Typical fillers are for example lactose,
microcrystalline cellulose, dibasic calcium phosphate and comstarch Examples of
antiadherents, which are used to prevent tablets from sticking to the tablet press, are
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4
colloidal silicon dioxide and talc Magnesium stearate, talc and stearic acid are

typical lubncants Typical binders are povidone, and comstarch

The immediate release matrix layer B compnses epinastine within driferent
combinations of exciplents The exclpients that could be optionally used in the
immediate release layerB-areinsoluble polymers, soluble or insoluble fillers,
antiadherents, lubncants, coloring agents,disintegrants and additonal binders
Typical fillers are for example lactose, microcrystalline cellulose, dibasic calgum
phosphate and comstarch Examples of antadherents, which are used to prevent
tablets from sticking to the tablet press, are colloidal silicon dioxide and taic Typical
disintegrants are crospovidone, sodium starch glycolate and crosscarmellose
sodium Typical coloring agents are selected from FD&C red 40 HT Aluminum lake,
2-hydroxy-1,1-azonaphthalene-3,8,4'-tnsulfonic acid trisodium salt, erythrosine, iron
oxides, 1-(4-sulpho-1-naphthylazo)-2-naphthol-6,8-disulphonic acid tnsodium salit,
2'4',5', I'-tetrabromo-4,5,6,7-tetrachloro-fluorescein disodium salt, 2,4,5,7-Tetralodo-

| | 3,6-dihydroxyxanthene-9-spiro-1'-(4',5',6',7*-tetrachloro-3'H-isobenzofuran-3'one

L8

25

dipotassium salt, tnsodium 3-carboxy-5-hydroxy-1-p-sulphophenyl-4-p-
sulfophenylazopyrazole, 6-hydroxy-5-((4-sulphonphenyl)azo-2-naphthalenesulphonic
acid disodlum sait and optionally aluminium lakes thereof Magnesium stearate, talc
and steanc acid are typical lubricants Typical binders are povidone, and comstarch

Water and ethanol are examples.of volatile components which can be used in the
manufacture process of both layers to granulate powders These volatile
components are removed dunng processing and therefore do not appear in the
finished product

The tablet coating 1s optional since the presence of it does not modifies signficantly
the release rates of the active substances present in the core layers The presence
of the coating i1s preferred because it masks the bitter taste of one of the active
substancas and enhances the properties of dosage form Because of that & lot
different coatings with different polymers, and plasticzers and other excipients could
be used with the condition of not modifying significantly the relsase profile of the
active substances present In the core tablet A typical coating comprises a polymer
such as hydroxypropyimethylicellulose and a plasticizer such as polyethylene glycol
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Optional excipients could be added to the coating like antfoaming -agents and

opacifying Example of an antifoaming agent 1s silicone Examples of opacifying
agents are Titanium dioxide, talc and aluminum lake dyes

The invention will be further described by the following examples These examples
disclose certain preferred embodiments of the invention The methods of
manufacturing the compositions according to the invention hke for instance
granulation, tablet compression, tablet coating etc are well known to the person
skilled in the art Those skilled in the art will appreciate that vanous changes,
modffications and substitutions can be made therein without departing from the spinit
of the invention Accordingly, it 1s Intended that the invention be not imted to the
folloming explicitly disclosed examples

Example N°1 - Composition

Core

A. First layer
Layer pseudoephedrine mg/tablet
Pseudoephednne sulfate 120 00
Methocel K 15 M PRCR * 198 00
Lactose Monohydrate 105 10
Microcrystalline cellulose 106 00
Colloidal silicon dioxide 165
Magnesium Stearate 275
Povidone 16 50
Total first layer 550 00

B Second layer

Layer Eplnastine mg / tablet
Epinastine HCI 10 00
FD&C red 40 HT Aluminum lake (aliurared | 0 38
}:ﬂgmcrystalhna celiulose 70 00
Lactose Monohydrate 154 62
Povidone 12 50

4
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Magnesium Stearate : 250

Total second layer 250 00
Total core 800.00

C Cdating

Film Coating mg/ tablet

Methocsl ES 1500

Polyethylene Glycol 6000 197

Silicone antifoam $184 003

Total film coating 17 00

Total Film coated tablet 817 00

* PR means Premium grade and CR means Controlled Releasad grade

Method of Manufacture
A First laver

A1 Dissolve povidone in a hydroalcoholic mixture,

A2 Blend pseudoephednne suifate, a porhion of the microerystaliine cellulose, .
lactose and Methocel K15M for 5-30 minutes In a surteble mixer !

A3 Use alcoholic or hydroalcoholle solution prepared previously in step A1 to
granuiate the powder mix

A4  Dry and mill the pseudoephedrine sulfate granulation from step A3, using
suitable sze screen

A5 Blend the screened pseudoephednne sulfate granulation with a portion of the
microcrystalline cellulose and colloidal silicon dioxide for 3-15 minutes

A6 Add magnesium stearate and blend for 3-15 minutes

B _Second layer
B1 Pass through a suitable screen Epinastine HCL, Allura red AC (FD & C red 40

HT) aluminum lake and microcrystatline cellulose Blend for 5-30 minutes in a

surtable mixer
B2 Add lactose and povidone Blend for 60 minutes 15-120 minutes in a suitable

mixer
B3 Add magnesium stearate Biend for 3-20 minutes in a suitable mixer
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C Compression
Compress A and B into a suitable bilayer tableting machine n surtable size tablets

D Coating
D1 Dissolve Methocel ES and Polyethylene Glycol in surtable amount of water

D2 Dissolve silicone antifoam in suitable amount of 1sopropilic alcohol

D3 Add2 to1 and mix

D4 Coat tablets with the Methocel E5 /Polyethylene glycol solution from step D3 in
a sutable coater

Example N° 2 - Composition

Core

A Flrst layer
Layer pseudoephednne Mg/tablet
Pseudoephednne sulfate 120 00
Methocel K 15 M PRCR * 198 00
Lactose Monohydrate 126'50
Microcrystalline celiulose 100 00
Coliotdal silicon dioxide 275
Magnesium Stearate 275
Total first layer 550 00

B Second layer

Laver Epinastine Mg / tablet
Epmastine HCI 10 00
Lactose Monohydrate 168 40
Microcrystalline celiulose 7000
Punceau 4R red aluminum lake 038
Magnesium Stearate 125
Total second layer 250 00
Total core 800 00
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C. Coating
{Fllm Coating [mg/ tablet
Methocs! E5 4 42
Polyethylene Glycol 8000 272
Talc 876
Titamum dioxide 110
Total film coating 17 00
Total Film coated tablet 817 00
* PR means Premium grade and CR means Controlled Released grade
Method of Manufacture
A _First laver,

A1 Blend pseudoephednne sulfate, microcrystalline cellulose, lactose, colloidal
silicon dioxide and HPMC K15M for 5-30 minutes in a surtable mxer
A2 Add magnesium stearate and blend for 3-15 minutes

B Second layer
B1 Pass through a surtable screen Epinastine HCI, and microcrystalline cellulose

Blend for 5-30 minutes in a sutable mxer
B2 Add lactose Blend for 60 minutes 15-120 minutes in a suitable mixer
B3 Add magnesium stearate Blend for 3-20 minutes in a suttable mixer

C Compression
Compress A and B into a sultable bilayer tableting machine in suitable size tablets

D Coating
D1 Dissolve Methocel ES and Polyethylene Glycol in surtable amount of water

D2 Add Titanium Dioxide and Talc In surtable amount of water and mix
D3 Add2 to1 And mx
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D4 Coat tablets with the Methocel E5S /Polyethylene glycol solution from step D3 in
a sutable coater
Example N° 3
5 Core

A. First layer
Laver pseudoephednne Mgftablet
Pseudoephednne sulfate 120 00
Methocel K4M PRCR 247 50
Lactose Monohydrate 166 00
Talc 1100
Magnesium Stearate 580
Total first layer 550 00

* PR means Premium grade and CR means Controlled Released grade

Second layer and coating are identical to example 2, the manufacture method was

10 conducted analogously to the method outlined in example 2,

Example N° 4

Core

A First layer
Layer pseudoephednne Mg/tablet
Pseudoephednne sulfate 120 00
Methocel K15 M PRCR 198 00
Lactose Monohydrate 99 50
Microcrystalline celiulose 99 50
Colloidal silicon dioxide 275

| Povidone 27 50
Magnesium stearate 275
Total 550 00
15 * PR means Fremum grade and CR means Conbrolled Released grade

Second layer and coating are identical to exampie 1, the manufacture method was
conducted analogously to the method outined In example 1,
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Example N° §

Core

A. First layer
Layer pseudoephednine Mg/tablet
Pseudoephednne sulfate 12000 -
Methocel K15M CR 330 00
Lactose 83 50
Talc 1100
Magnesium Stearate 550
Total 550 00

* CR means Controlled Relsased grade

Second layer and coating are identical to example 1, the manufacture method was
conducted analogously to the method outlined in example 1,

10 Example N° 6

Core

A First layer
Layer pseudoephedrine Mg/tablet
Pseudosphednne sulfate 120 00
Methocel K15M CR 27500
Microcrystalline Cellulose 138 50
Talc 1100
Magnesium Stearate 550
Ethanol 8q
Total 550 00

* CR means Controlled Released grade

15 Second layer and coating are Identical to example 1, the manufacture method was
conducted analogously to the method outlined in example 1,
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Example N° 7

Core

A. First layer
Layer pseudoephedrine Mg/tablet
Pseudoephednne sulfate 120 00
Methocel K15M CR 216 00
Dibasic Calcium phosphate 108 50
Ethyicelullose 40 00
Talc 1100
Magnesium Stearate 550
Ethanol sq
Total 500 00

* CR means Controlled Released grade

Second layer and coating are identical to example 1, the manufacture method was

conducted analogously to the method outiined 1n example 1,

Example N° 8
10 Core

A. First layer
L ayer pseudoephedrine Mg/tablet
Pseudoephednne sulfate 120 00
Methocel K15M CR 137 50
Methocel K100M CR 137 50
Lactose 138 50
Tale 1100
Magnesium Stearate 550
Ethanol sq
Total 550 00

* CR means Controlled Released grade

Second layer and coating are identical to example 1, the manufacture method was

15 conducted analogously to the method outlined in example 1,

V.l
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Example N°* 9

Core

A. First layer
Layer pseudoephedrine Mgltablet
Pseudoephedrine sulfate 120 00
Methocel K100M CR 27500
Lactose 138 50
Talc 1100
Magnesium Stearate 550
Ethanol §q
Total 550 00

* CR means Controlied Released grade

Second layer and coating are identical to example 1, the manufacture method was

conducted analogously to the method outlined in exampie 1,

Example N° 10
10 Core

A. First layer
Layer pseudoephedrine Mg/tablet
Pseudosphedrne sulfate 120 00
Methocel K15M CR 206 20
Methocel K100M CR 68 80
Lactose 138 50
Talc 1100
Magnesium Stearate 550
Ethanol sq
Total 550 00

“CR msans Controlled Released grade

Second layer and coating are identical to example 1, the manufacture method was

15 conducted analogously to the method outlined in example 1,
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Example N° 11

Core

A. First layer
Layer pseudoephedrine Mg/tablet
Pseudoephednne sulfate 120 00
Methocel K15M CR 23500
Dibasic Calcium phosphate 108 50
Ethylcellulose 2000
Talc 1100
Magnesium Stearate 550
Ethanol sQ
Total 500 00

* CR means Controlled Released grade

Second layer and coating are identical to example 1, the manufacture method was

conducted analogously to the method outlined in example 1,

Example N° 12
10 Core

A, First layer
Layer pseudoaphedrine Mg/tablet
Pseudoephednne sulfate 120 00
Methoce!l K15M CR 25500
Lactose 40 00
Microcrystalline Cellulose 68 50
Talc 1100
Magnesium Stearate 550
Ethanol 8Q
Total 500 00

* CR means Controlied Released grade

Second layer and coating are identical to example 1, the manufacture method was

15 conducted analogously to the method outlined in example 1,

yZ 4
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Example N° 13

Core

A. First layer
Layer pseudoephednne Mg/tahlet
Pseudocephednne sulfate 120 00
Methocel K15M CR 255 00
Dibasic calcium phosphate 108 50
Taic 11 00
Magnesium Stearate 5560
Ethanol 8q
Total 500 00

* CR means Controlled Released grade

Second layer and coating are identical to example 1, the manufacture method was
conducted analogously to the method outiined in example 1,
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15
Claims

Oral pharmacsutical compositions comprising as pharmaceuttcally active
compounds a combination of an antihistaminic-effective amount of epinastine
or a pharmaceutically acceptable salt thereof and of a decongestant-effective
amount of pseudoephednne or a phgnnaceutically acceptable salt thereof and
further compnsing pharmaceutically acceptable camers or excipients under the
proviso that the composition does not contatn a leukotnene antagonist

Oral phamaceutical composttion according to claim 1, charactenzed in that it
contams as the active ingredients only an antihistaminic-effective amount of
epinastine or a pharmaceutically acceptable salt thereof and a decongestant-
effective amount of pseudoephednne or a pharmaceutically accptable salt
thereof

Oral pharmaceutical composihon according to clalm 1 or 2, providing for a
sustained release of the decongestant effective amount of pseudoephednne
and an immediate release of an antihistaminic effective amount of epinastine

Oral pharmacsutical composition according to claims 1, 2 or 3, charactetized in
that it represents a bilayer tablet.

Bilayer tablet according to claim 4, where:n a first layer A, providing for the
sustained release of pseudoephednne, compnses a decongestant effechive
amount of pseudoephednne or a phamaceutically acceptable sait thereof and
wherein a second layer B, providing for the iImmediate release of epinastine,
compnises an anhhistaminic effective amount of epinastine or a
pharmaceutically acceptable salt thereof

Bilayer tablet according to claim 5, charactenzed in that it additonally contains
a tablet coating C consisting of pharmaceutically acceptable excipients
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8)

9)

10)

11)

16
Bllayer tablet according to claim 4, 5 or 6, charactenzed in that layer A

comprises a decongestant effective amount of pseudoephednne or a
phamaceuriically acceptable salt thereof in a matrix of a swellable hydrophilic

polymer

Bilayer tablet according to claim 4, 5, 6 or 7, charactenzed in that the
concentration range of pseudoephednne salt Is 5 and 240 mgftablet and the
concentration range of epinastine salt in the composttions according to the
invention is between 2 and 20 mg/tablet

Bllayer tablet according to one of claims 4 to 8, charactenzed in that layer A
compnses 120 mg pseudosphednne sulfate and layer B compnses 10 mg
epinastine-HCI

Use of a pharmaceutical composttion according fo one of claims 1 to 9 for the
treatment of allergic rhinitis, allergic congestion of the Eustachian tubes and / or
other diseases from allergic origin deserving the administration of antihistamine
and decongestant drugs, in the treatment of for instance common cold and in
the symptomatic rehef associated with cough, cold and flu symptoms

Use of a phamaceutical composition according to claim 10 for the treatment of
allergic rhinttis, allergic congeston of the Eustachian tubes and / or other
diseases from allergic ongin deserving the administration of antihistamine and
decongestant drugs, preferably of allergic rhinitls
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A WO 99 32125 A (SCHERING) 1-11
1 July 1999 (1999-07~-01)
claims 1,7,8_
page 9, 1ine 25 -~ 1ine 33
A EP 0 903 151 A (ASTA) 1-11
24 March 1999 (1999-03-24)
the whole document
P,X WO 01 51038 A (LABORATORIOS PHOENIX) 1-8,10,
19 July 2001 (2001-07-19) 11

D Further docments are listed In the continuation of bax C.

Ii:l Pajand tamily mambers are Sated In ennex.

Spocial catsgories of clisd documanis

A documant defining tho genaral siste of the ast which Is not
conaidared io be of particuler relavance

E" aarlar afsrihe
mggmmmonor rihe inlemarional

L e
clintion or other spacial reasan (as =paclied)

*r documant mfening 1o en ol disdiosure, use, exhibition or
other means

- aHonal Hi bul
T e s o

T ':'m ke and ot 1 cosis with e m&.ﬂ
dlied 10 understand the principie or thaory Undariying the

X' doctrmani of particular misvanca the clakmad Inwe:
mmuwmmmmhmm
irvalve an ivveniive atesp whan

" dnmmrg:uﬂmhrﬁmhdﬁud invenilon B
can considared to involve an loventive whan
mhmhhdm“cmdwmw.
m_nemmﬂﬂnﬂhhmmbl parson akiied

& dooumant mambar of ihe anme patent tarmlly

Dale of the aciuml completion of the intsmational asarch

Dais of maling of the nismailonal saarch repon

Tol (+31-T0) aqu-am.ll T 31 551 spo nl,
Fix {+31-70) 340-3016

6 February 2002 15/02/2002
Name and malling ackiress of the 15A Authorlaed officer
Offica P B. 5816 Patentiann 2

Ventura Amat, A

Famm PCTASA/Z10 (ascond siveat) Hiuly 1003)




INTERNATIONAL SEARCH REPORT - —
etion e palert famly members PCT/EP 01/11229
Paiant document Publication Palant family Publication

dlied in ssarch report date mamber{s) dale
NO 9932125 A 01-07-1099 AU 1907199 A 12-07-1999
BR 9814417 A 10~10-2000
CN 1283115 T 07-02-2001
EP 1041990 Al 11-10-2000
NO 20003288 A 22-08-2000
PL 341343 Al 09-04-2001
sK 8972000 A3 12-02-2001
WO 9932125 Al 01-07-1999
A 9811731 A 21-06-1999
EP 903151 A 24-03-1989 EP 0903151 Al 24-03-1999
AU 9540098 A 12-04-1999
BR 9812361 A 19-09-2000
DE 19882573 T0 26-10~2000
WO 9915203 Al 01-04-1999
JP 2001517639 T 09-10-2001
NO 20001459 A 21-03-2000
PL 339541 Al 18-12-2000
ZA 0808638 A 23-03-1999
NO 0151038 A 19-07-2001 AU 2634901 A 24-07-2001
4o 0151038 Al 19-07-2001

Foun PCTABA210 (pelent lerally s (luly 1882)




For recerving Office use only see—re—s—————

PCT | PCT/EP0 1711229

International Application No

REQUEST 28 SEP 2001
International Filing Date (—2 B' [19, zum )
EUROPEAN PATENT OFFICE
T e e etased PCT INTERNATIONAL APPLICATION
according to the Patent Cooperation Treaty Name of receiving Office and PCT Intemnationa! Application™

Applicent s or agent s file reference

(if deswred)) (12 c + maumum) Case 1/1147-PCT

BoxNo I  TITLE OF INVENTION
New pharmaceutical compositions contaming epinastine and pseudoephednne

BoxNo II  APPLICANT D Thus person 1s also inventor
Name and address (Familynome followed by name dqalnﬂgv,ﬁ:l!aﬂimldm;uﬂun Telephone No
st el oty he oty s e | 06119377 2003
Facsimile No
BOEHRINGER INGELHEIM INTERNATIONAL GMBH 06132-77 4377
55216 Ingetheim am Rhein Teleprnter No
Deutschland
Applicant sregistrationNo withthe Office
State (that is country) of nationalty State ¢that 1t country) of residence
E DE
T pearn [ et [, [ty [ baaears

BoxNo I FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)

N nd addres iowed i i afficial

e e o ooy Dateces s | T peson

Bexixthe applicant s Stete (thatis country) of renidence ifno Stamof mhmdmﬂhbw,) D applicant only

ABELAIRA, Sara

Salazar 1483 [X] sppticant end mventor

1686 Hurlingham mmtor only (If this check-box
Buenos Aires marked, dano il nbeiow )
Argentlna Applicant sregistraionNo with the Office
State (that 15 coumtry) of pationality State (that Is country) of residence

AR AR

Th hicant | de led the United

Dafpmasrmien  [aares [Citmmissroen, [(X) bowies [(immeds

E Further applicants and/or (further) inventors are incheated on & continuation sheet.

Box No IV AGENT OR COMMON REPRESENTATIVE, OR ADDRESS FOR CORRESPONDENCE

The person 1dentified below 18 herehy/has been appointed to act on behalf
of the apphcant(s) before the eump:':m Inl:mmgr’:; Auvthonties as D agent

Name and address (Family name followed by grven name, for o legol entity, full official designanon. | Telephone No
m&mmme tal code and name of country,) 06132-77 2003
BOEHRINGER INGELHEIM INTERNATIONAL GMBH

D common
representative

Facsimile No

06132-77 4377
55216 Ingelheim am Rhein Teleprnter No

Deutschland

Agent sregistrabonNo with the Office

@ Address for correspondence  Mark this check box where no agent or common representative whas been sppomted and the
space above 1s used instead to indicate a special address to which correspondence should be sent.

Form PCT/RO/01 (first sheet) (March 2001 repmnt July 2001) See Notes 1o the request form



SheetNo 2

PCTEPO1/1122
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Continuation of Box No Il

FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOQR(S)
If none of the following sub-boxer Is used this sheet should not be included in the request

bt it s SN o ST A oS
Box istheapplicant 3 State {thatls couniry) of residence fno State of residence is indicated below.)
BIANCHI, Daniel

Bulnes 2736 (P 15, Dpto 05)

1425 Buenos Arres

Argentina

Thus person 1s
D apphcant only

E applicant and inventor

inventor only (If this check-box
ls marked do not fill in below )

Applicant sregistranonNo with the Office

State (that 1= country) of nationality

State (that Is country) of residence..

AR AR
This licant 1l demy d J] depigrated S the United S|
R e JUbEniecy, Xyl [] s

N and addres name followed name legal entity, full i designation.
Tmmmlh:ur:.}:?ﬂlmf:’dm?ém ;u:ﬁ; Mlddr:'gm:m
Boxis the applicant 3 State fthatls country) ofresidence {fno Stataof nce 1t Indrcated belfow,)
GEL, Francisco

Vicente Damonte 1520

This pergon 1s
D applicant only

Z] spphcant and inventor
mventor only (If this check-box

address indicoted m thur

The address m.st include pasial code and name of eountry ol
i1 indicated balow.)

hhﬁeappﬂmr:&hﬁﬂhihmuﬂy)ofmﬂmnfnﬂshum
DENKER, Victor

Mendoza 2295

1428 Buenos Aires

Argentina

(1824) Lanus Este [l 1s marked, do not fill n below )
Buenos Atres

Argentina Applicont sregistration No withthe Office
State (that 15 cowntry) of nationahty State (that v country) of residence

AR AR

Th 1 1l de ted d S - the d

e e CASENSTEL ® Sy [ Sk
Name and address (Famdly namsefoliowed by given name_for alegal entity fuil official designarion. | This person 15

I:I appheant only

E applicant and inventor

tar anly (77 this check:
i:‘mu“aiﬂﬂmu#j'

Applicant sregistrationNo withthe Office

State {thar ie country} of nationality

Stete (that v country) of residence

FERNANDEZ, Mabel

AR AR

Tlus person 1s spplicant 1l depgnated 1} desienated S & Umied §

for the purposes of [ s S e i of A [X] Samencaony [ ] e S miicsted m
Nems and address lowed ! " 14

The address must mﬁ%ﬁfﬂmm?#m;m 1;::%; %M Dl:dl;mm This person 13

Boxus theapplicant 1 State (thatIs country) of residence if no State of rendenceis indicoted below,) D applicant only

E apphicant and inventor

Marconi 4848 heck-b
1605 Munro 1'.“:2#‘2«“‘ g’j’l'ﬁ below,)
m

Buenos Aires

Argentina Applicant sregistrauonNo withthe Office
State (that ir country) of nationahty State (that Iy countny) of residence

AR AR
Rimeaen [ hiree= [, iy [ ko

E Further apphicants and/or (further) inventors are indicated on another continuation sheet

Form PCT/RO/101 (conunuation sheet) (March 2001 reprnt July 2001)

See Notes 1o the request form
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Continuation of Box No 111

FURTHER APPLICANT(S) ANIYOR (FURTHER) INVENTOR(S)
If none of the following sub-boxes is used this sheet should not be included in the request

N owed l official ton.
e oy e e | TP
Bazxiythe applicant s Stare (Yhatis country) of renidence ifno Stateofi ncesindicated below. } D applicant only
VIDAL, Marta Cicconi de
uzamn go 41 56 E applicant and 1nventor
inventor only (If thu check-box
ng’ c:ssaxl:::to L] i a5 Aot in setons
Argentina Applicant sregistrauonNo withthe Office
State (that is country) of nationality State (that Is country) of residence
AR AR
e e [itonsess. Xebety [k

The address must inelude postal code and name of country. The country
Bax iythe appheant s Siate (that iy, country) of residence if o State of resi

Name and address (Family name foliowed by grven name, for alegal entity fill officlal designation.

This person 15

l:] applicant only

D spphcant and mventor

| h
e e

the addresy indicated in this
Ismdicated below,)

Applicant sregistrationNo with the Office

State (tha! I country) of nationality

State (that 15 country) of residence

This person s appiicant
for mﬁ‘mpom of

D& O

all demignated States except
the United States of America

the Unated Stutes

the States inds
of Amenca only e B

the Suppiemental Box

The address must incheds partal code and name

Boxisthe applicant s State (Yhatis, country) af residence af

Name and addreas (Family nawe followed by mrmenfﬁugﬂgcmhml&
?m.ﬁarz ndztc

This person 13
D apphicant only

D applicant and mventor

inventor only {7/ this check-bax
s marked do not fill n below.)

crindicated below)

Applicant sregistraion No withthe Office

Suwate (that 15 country) of nationahty

State (that is cownery) of residence

Bax isthe agplicant ¢ State (that i3, country) of residence ifno State of res,

Thus person 13 applicant 11 designated all designated States except the United States \cated
for :be pu;posnpgf D ;nlﬂnm D the Uml'a: Siales Iu?Ammﬂ D of An:!l omly D m g.?,ﬁ,mm:m: B:;
Name and address v iowed by given name ') i official designailon erson

The address must wﬁmm%mﬁf cou c::% “mﬁm indicaed in this This p "

s indicated below,) D appheant only

D applicant and inventer
D inventor only (3f thes check bax

& marked do not fill m below )
Applicant sregistration No with the Office

State (that Is couniry) of netionality

State (that Is couniry) of residence

Thus person 18 applicsnt
for the purposupgl‘

s &

designmted States ex
Unﬁ States of An:mfmn

the Unated Seaiey

the States indicated m
of Amerca only

the Supplementa] Box

D Further applicants and/or (further) inventors are indicated on another continuation sheel.

Form PCT/R0O/101 (cantinuation sheet) (March 2001 reprmt July 2001)

See Noles tu the request form



PCTIEPO1/112:

v

Sheet No 4
Mark the epplicable check-baxes below at least one must be marked

Box No V DESIGNATION OF STATES

The following designations are hereby made under Rule 4 9(z)

Regional Patent

B AP ARIPO Patent GH Ghana GM Gambia, KE Kenya LS Lesotho, MW Malaws MZ Mozambique SD Sudan

SL Sierma Leone SZ Swaziland TZ United Republic of Tanzania UG Uganda ZW Zimbabwe and any other State whichis

a Contracting State of the Harure Protocol and ofthe PCT

EurasianPatent AM Amena AZ Azerbayjan BY Belanus KG Kyrgyostan KZ Kezakhstan, MD Repubhic of Moldava

RU Russian Federntion TF Tajikistan TM Turkmenistan and any other State which is a Contracung State of the Eurasian

Patent Convention and of the PCT

Europeay Patent AT Austna, BE Belgum CH & LI Switzedand and Liechtenstesn, CY Cyprus DE Germany,

DK Denmark ES Spamn FI Finland, FR France GB United Kingdom GR Greece, IE Ireland IT Italy LU Luxembourg

MC Monaco NL Netherlands PT Portugal SE Sweden TR Turkey and any other State which 18 a Contracting State of

the European Patent Convention end of the PCT

Kl OA OAPIPatent BF Burkma Faso BJ Benin CF Central Afncan Republic CG Congo, CI Cte d Ivoire CM Cameroon
GA Gabor GN Guinea GW Guinea Bissau ML Mali MR Maunitapis NE Niger, SN Senegal, TD Chad, TG Togo andany
other State which 13 a member State of OAPI and a Contracung State ofthe PCT (ifather kand of protaction or treatment desired
specyy on dotied hine)

National Patent (If other kond of protection or treatmeni desired specify on dotted hine)

bd EA

M EP

[ PH Philippinen
O

O
O

B AE Umted Arab Emirates B GH Ghana B MX Mexico

& AG Antgua and Barbuda B GMGambia 8 MZ Mozambique

@ AL Albanua i HR Croatn {8 NO Norway

K AM Armenn K HU Hungary K NZ New Zealand

B AT Austra B ID Indonesia X PL Poland

R AU Australia K IL Isruel ® PT Portugal

M AZ Azerbaysn K IN Inda X RO Romann

B BA Bosnia and Herzegovine B IS Iceland & RU Russian Federation
! BB Berbados & JP Japan

® BG Bulgane K KE Kenya (@ SD Sudan

i BR Branl R KG Kymgyzstan Kl SE Sweden

& BY Belerus KP Democrauc People s Repubic (8] SG Singapore

K BZ Belire of Korea R s1 Slovenn

& CA Canada 8 KR Repubic of Korea {d SK Slovakin

B CH & LY Swatzeriand and Liechtensterr ] KZ hazakhstan 0 SL SieraLeone

W CN Chins X 1.C SemtLuci B TI Tapkstan

R €O Colombia X LK SnLanka B T™ Turkmenstan

[ CR Costa Rica @ LR Libera B TR Turkey

i cu Cuba [ LS Lesotho @ TT Tnnidad and Tobago
& CZ Czech Republic B LT Lithvama

K DE Germany K LU Luxembourg B TZ Unted Republic of Tanzania
& DK Denmark B LV Latva UA Ukmune

& DM Dominica @ MA Morocco B UG Uganda

K pZ Algena K MD Republic of Moldosva B US United States of Amenca
B EC Ecuador

K EE Estonna & MG Madagascar B UZ Uzbekistan

I ES Spamn ) MK The former Yugoslav Republic of [K] VN Viet Nam

W F1 Fumland Macedome YU Yugosiavim

i GB United Kingdom i MN Mongola B ZA South Afnca

K GD Grenada B MwMalawn B Zw Zimbabwe

W GE Gearge

Check boxes below reserved for designating States which have become party to the PCT after 1ssuance of this sheet

0
0

Precautionary Designation Statement In addition to the designations made above, the applicant also makes under Rule 4 9(b) all
other designations wineh would be permitted under the PCT exeept any designation(s) indicated 1n the Supplemental Box as being
excluded from the scope of this statement The applicant declares that those add;uonal designations are subject to confirmauon and that
any designation which 18 not confirmed before the expiration of 15 montha from the prionty date 15 10 be regarded as withdrawn by the
applicant at the expiration of thet tme limit  (Confirmation finchading fees) must reach the recerving Qffice withia the 15-month nme Limit)

Form PCT/RO/101 (second sheet) (Fuly 2001} See Notes (o the reguest form
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BexNeo VI PRIORITY CLAIM

The prionty of the following earlier applicauon(s) 18 hereby clumed

Filing date Number Where earlier application 1s

of earlier apphcation of earlter application

(dawmonth/pear) naucnal application | regional application * | international application
country regional Office receving Office

iem g)
06 October 2000 00121828 8 EP

Yob G 2000
nem (2)

1item (3)

item (4)

item (5)

El Further prionty claims are indicated in the Supplemnental Box

The recesving Office 10 requested to prepare and transmit 1o the Intenational Bureau a cerhfied copy of \he earlier appheation(s) fonly
!’I;'oh:e eariier apphcanon was filed with the Office which for the purposes of Uns internanonal applicanon is the recevving Office) wdentified
1 a

[F divems [ temey [J nem@ [ vemy [ nemey O wemeny [Jgiese oo

* Where the eariier appheanon u an ARIPO tion, indicate at least one country party to the Paris Convention for the Protection
Indusirial Property or one Member of the World Trade Organcation for which that eorlier application was filed (Ruie 4 10(b)(iy)

BoxNo VII INTERNATIONAL SEARCHING AUTHORITY

Choice of International Searching Authorlty (ISA) (if two or more Internationcl Searching Authorintes tio
wternational search, lndiuuthedltgmchgg mgp-mmmum i are competent & carry out the

ISA/

Request to nse resolts of earlier search, reference to that search (ifan eariler search has been carned out by or requested from the
International Searching Authontty)

Date (dawinonth/year) Number Country (or regional Office)

08 October 2000 00121828 8-2114- EP

Box No. VIII DECLARATIONS

The following declarations sre contained in Boxes Nos VIII (1) 10 (v) {mark the applicable Number of
check-baxes below and indicare i the nght column the number of each rype of declaranon) declarations
D Box Nao VIII (1) Declaration as 1o the wdentity of the inventor

[[] BexNo VI (u) Declaration as to the applicant s entitlement as at the intcmational filing

date, 1o apply for and be granted a patent

|:] Box Ne VI (1) Declaration as to the applicant 5 entitlement as at the internatonal filing
date to clmim the prionty of the earlier application

D Box No VIII (iv) Declaration of mventorship (onty for the purposes of the designauon of the
Unmited States of Amenca)

D Box No. VIIT (v) Declaration as to non prejucicial disclosures or excepbons to lack of novelty

Form PCT/RO/101 (third sheet) (March 2001 repnnt July 2001) See Notes to the request form
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SheetNo 12
Box No IX CHECKLIST, LANGUAGE OF FILING
This international application contains T‘:n‘:(n;nzn;tiu'zl ?ﬁ}mm i::: nccomplbl:}ed bid lh‘:ni"ollwl_mg N;..l.mhﬂ'
a) the following number of Hemis) (mar he g e check-baxes beiow a icare in of 1tems
® sheets In paper form night column the mumber of each item)
request (incinding 1 (@ fee calculntion sheet 1
declarahon sheets) 12 | 2 O onginal scpamie power of attomney
descniption (excluding
Jequence isting part) 14| 3 O ongnal genenal power of attorney
clatms 2 4 O e?py of pencral power of attorney, reference number
abstract 1 ey
drawngs 5 [] statement expluning lack of signature
Sub-total number of sheety 29 (| r:;?:)y document(s) 1dentified In Box No VIas .
ﬁ:;?nz';:ﬁg?:;:w 7 0 translation of international applicanon into
theets if filed in pqu'o {language)
or not ai
Jim sompa e O s e aeeng oo memerpnn
— an | 9 0O wequence listing 1n camputer readable form (indicate also ¢
Tatal number of sheets 29 and number of camers (diskette CD nom.ccn R:r'other’;ge
(b) sequence listing part of descniphion filed 1n (1) ] copy submutted for the purposes of international search
computer readable form under Rule 131er only (and not as part of the
() 0] only (under Section 801(a)(1)) international application)
() L1 1n addition to being filed in paper O D o e () e ()0 e marked i b
form (under Secuon 801(s)(u)) the copy for the purposes of international search under
Tb'p;tn)l;: |gg|.ber of!;:rr)rlm ﬂm Rule 13ter -
Ch- R orother} on (u1) [ ogether with relevant statement as to the identity
sequence histung past 18 contemed {addironal of the copy or copies wath the sequence hist
ml” m'?u:gn;ndm‘d tnder stem $(iy} In mentioned 1n left column 1 gpert
10 g other (speaf) -
Figure of the drawings which Language of filing of the
should accompany the abstract intemational applicanon  English
BoxNa X  SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Next 0 ench signoture, indicate the naome of the person sigrang and the anpaczty in which the person signs (if such aapaxiity is not alvious from reading the requesy).
BQEHRINGER INGELHEIM INTERNATIONAL GMBH
1A
ya
Dr Fuchs

For receivang Office use onty
D e oy [ Purported 28 SEP 20m CZB 0 01) 2 Dmwings

3 Camected date of actual receipt due to later but
umely recaived papers or drawings completing
the purported iaternational apphcation

4 Date of umely receipt of the required
corrections under PCT Article 11(2)

5 International Searching Authorn 8 Transminal of search delayed
(1f two or more are competent) i ISA/ & unbl search fee rsr;lu‘lxw e

For International Bureau use only

Date of receipt of the record copy
by the International Bureau

Form PCT/RO/101 (last sheet) (March 2001 reprint July 2001) See Noies to the request form



WO 02/28373 A

PCT/EP01/11229
PATENT COOPERATION TREATY 27~
From the INTERNATIONAL BUREAU
PCT To
BOEHRINGER INGELHEIM INTERNATIONAL
GMBH
NOTICE INFORMING THE APPLICANT OF THE 5521ﬁng hein
COMMUNICATION OF THE INTERNATIONAL ALLE AGNEmgang B Patente
APPLICATION TO THE DESIGNATED OFFICES
7
(PCT Rule 47 1{c), first sentence) 21 Apﬂl 2002
Date of mailing (day/month/year) aB'f 2 esehene ’l@gt_
11 April 2002 (11 04 02) Q?‘——ﬁ
Applicant s ar agemnt s file referance
Case 1/1147-PCT IMPORTANT NOTICE
International application No Internationa! filing date (day/manth/year) |Pnonty date {day/momhiyear)
PCT/EPD1/11229 28 September 2001 (28 09 01) 06 October 2000 (06 10 00)

Applicant
BOEHRINGER INGELHEIM INTERNATIONAL GMBH et al

1 Notlce i1s hereby given that the Internationai Buresu hes communicated as provided n Article 20 the International application
to tha following designated Offices on the date indicated sbove as the date of mailing of this notice

KP.KR,US

In accordance with Rule 47 1{¢} third sentence those Offices will accept the present notice as conclusive evidence that
the communication of the international application has duly taken place on the date of mailing indicated above and no copy
of the Internat:onal application is required ta be furnished by the applicant to the designated Office(s)

2 The following designated Offices have waived the requirement for such a communlcation at this tims
AE,AG,AL AM,AP,AT,AU,AZ,BA,BB,BG,BR,BY,BZ,CA,CH,CN,CO,CR,CU,CZ,DE,DK,DM,DZ,EA,EC,
EE.EP,ES,FI,GB,GD,GE,GH,GM,HR,HU,ID,IL,IN,IS,JP,KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA,
MD,MG,MK,MN,MW,MX,MZ,NO,NZ,0A,PH,PL,PT,RO RU,SD,SE,SG,SI,SK,SL,TJ,TM, TR, TT,TZ,UA,

The communication wil! be made to those Offices only upon their request. Furthermore those Offices do not require the
applicant to furnish a capy of the international application {Rula 48 (s bis)}

3 Enclossd with this notice 15 a copy of the international application ss published by the international Bursav on
11 Apnl 2002 {11 04.02) under No WO 0228373

4. TIME LIMITS for filing a demand for internattona! preliminary sxamination and for entry into national phase

The applicable time limnt for entering the national phase will subjact to what 1s sard in the following paragraph be 30 MONTHS
from the pnority date not only In respect of any siected Office if a demand for international preliminary exarminstion 1s filed
hefore the expliration of 18 months from the priority date but also in respect of any designated Offica in the absence of

filing of such demand where Article22(1) as modified with sffect from 1 Apnl 2002 appliss in respect of the designatad Office
For further detalls sea PCT Gazatta No.44/2001 of 1 Novembear 2001 pages 18828 18832 and18834 as well as the PCT News
letter October and November 2001 and February 2002 issues

In practice time limnts other than the 30-month tma hmst will continua to apply for various psnods of time in respect of cartain
designated or elected Offices For regular updates on the spplicable time Iimits (20 21,30 or 31 months or other ume Iimat)
Office by Office refer to the PCT (Gazette the PCT Newsietter and the PCT Apphicant s Guide Volume [l National Cheptars all
avadsble from WIPO s Internet site at http /www wipo int/pct/enfindex html

For filing & demand for international preliminary exammation ses the PCT Applicant s Guide Volume VA, Chapter IX Only an
an applicant who 15 a netional or resident of a PCT Cantracting State whech 18 bound by Chapter Il has the right to file 8 damand
for Internations| preliminary examination (at present, all PCT Cantracting Ststes are bound by Chapter It )

it 15 the applicant s sole responsibiity to monitor all thess imits

The International Bureau of WIPO Authorized officer
34 chemin des Colombettes J Zahra
1211 Geneva 20 Switzerland
Facsimile No {41 22) 740 14,35 Telephone No {41 22) 338 91 11

Form PCTAB/308 (Apnl 2002) 4762885



WO 02/28373
PCT/EP01/11229
Continuation of Form PCT/IB/308 ﬂ

NOTICE INFORMING THE APPLICANT OF THE COMMUNICATION OF
THE INTERNATIONAL APPLICATION TO THE DESIGNATED OFFICES

Date of mailing {day/monthlyear)

11 April 2002 {11 04 02) IMPORTANT NOTICE
Apphcant s or agent s file reference International appl:eation No

Case 1/1147-PCT PCT/EP01/11229

The apphicant 1s heraby notified that at the time of establishment of this Notice the time limit under Rule 48.1 for making
amendmants under Article 19 has not yet expired and the International Bureau had received nerther such amendments nor a
declaration that the applicant doss not wish to make amendments

Form PCTAR/308 (continuation sheet) {Apnil 2002) 4762685



PCT/EP01/11229
-~ Tamd ATENT COOPERATION TREATY

— - sraal
\— ’ " 5‘
1 . ¢ Dﬁ' 2’0'02_’ ‘.l From the INTERNATIONAL BUREAU
o - To

Il - ] ‘: -._ "E‘q""‘g'ﬂ -

L-);lﬁFog?énonNCEiﬂﬁ'G ELECTED

tOFF_I____ S NOTIFIEDOF THEIR ELECTION BOEHRINGER INGELHEIM INTERNATIONAL

- GMBH
(PCT Rule 61 3) 55216 Ingelheim and Rhein
Germany
Date of mailing {(day/month/year)
22 November 2002 (22 i1 02)

Applican?s or agent’s file reference

Case 1/1147-PCT IMPORTANT INFORMATION
International application No imernabonal fiing dats (dey/monthivear) |Pnomnty date (day/month/year)

PCT/EP01/11229 28 September 2001 (28 D9 01) 06 October 2000 (06 10 00}
Applicant
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befare each of the Offices listed above This must be done by paying the national fee(s) and furnishing If prescnbed a
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snnexas of the international preliminary examinat:an report {Article 38(3)(b} and Rule 74 1)
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apphcable time hmits and the aots to be parformed upon entry into the national phase before & particular Office see Volume Il
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Tha entry into the European regional phase Is postponed umtl 31 months from the prionty date for all States designated for
the purposes of abtaining a Eurapean patent.
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The demand must be filed direcily with tha competent International Preliminary Examimng Avthorsty or if two or mare Authoruies ora
with the one charen by the applicont.  The full nome or two-letter code of thar Awthoniy may be mdicazed by the apphicant on the bne below

PCT

DEMAND

under Article 3] of the Patent Cooperation Treatv
The undersigned requests that the international application specified below be the subject of
intecnational preliminary examunation according to the Patent Cooperation Treaty and
hereby clects all eligible States (except where otherwise indicated)

For Intcrnational Prel:mmlrI Examining Authonty use only

Idenuficanion of IPEA Date of receipt of DEMAND

Appl
BoxNo I  IDENTIFICATION OF THE INTERNATIONAL APPLICATION | 78375 0™ ® file refereace

International spplication No Intzrnational filing date (devimonthiyear) (Earliest) Pnonty date (dawinonth/year)
PCT/EP 01/11229 28 September 2001 6 Okiober 2000

Title of invention fﬁFAS

New pharmaceutical compositions containing epinastine and pseudoephednne

Box No. I APPLICANT(S)
Tel N
Name and address ﬁ.ﬂ?ﬂd”ﬂxﬂ?wfﬂﬁm elephone No

06132/77-2003
Facmmule No
BOEHRINGER INGELHEIM INTERNATIONAL GMBH 06132/77-4377
Bingersir 173 Telepnater No
55216 ingelhetm am Rhein
DE Applicant sregistanonNa withthe Office

State (that 15 cownsry) of nanonality: State {that is couniry) of residence
DE DE

Name and address (Fanily name foliownd by gnen name, for o legal andry, fill afficiol dexignsion ﬂudhnmmﬂm!n*admd‘nnw?
ABELAIRA, Sara
Salazar 1483
1686 Hurlingham
Buenos Aires
Argentina

State (that is country) of nationality Suite fthat Is couniry) of residence
| AR AR

| Name and sddress (Famly name followed by given name, for o bgal enly, full offical devignancn, The address izt include parsl code and nawa of counery,)

BIANCH!, Daniel

Bulnes 2736 (P 15, Dpto 09)
1425 Buenos Atres

Argentina

State fthat is country) of nruonahity State (that i couniry) of residence
AR AR _
= ———— |

Form PCT/IPEA/401 (first sheet) (March 2001 reprint January 2002) See Notes to the demand form

E Further applicents are indicated on s conuauanon gheet




Internationel applicanian o

SheetNo 2 PCT/EP 01/11229

Continuation of Box No 1I APPLICANT(S)
If none of the followng sub-boxes is used, dus sheel should not be included i the demand.

Name and address (Family name followad by given name, for o legal entity il afficicl desipnation, The adiresy maat inchle posial code and name of country)

GEL, Francisco
Vicente Damonte 1520
(1824) Lanus Este
Buenos Aires
Argentina

State fthat is country) of nationality State (that is eountry) of residence
AR AR

Name and address (Fomily aome foliowed by groen nams, for o legal endiyy fidl afficic designanon, The addreys st include posinl code and name of coumen,)

DENKER, Victor

Mendoza 2295

1428 Buenos Aires

Argentina

State (ot ) of nationality State fthat is compy)} of residence
AR i, country) of nation AR

Name and addresy. (Family aane followed by given aome, for a legal ety fidl aficial designation. The address waat include posiol coule and name of country )

FERNANDEZ, Mabel
Marconi 4848

1605 Munro

Buenos Aires
Argentina

Stale (thar 1r country) of nationality State (thar 1s counery) of residence
AR AR

Name and address (Famdly nome foliowed by grven name, for a iegnd entity full official designation, The addresy want inchade postol code and aame of oy,

VIDAL, Marta Cicconi de
ltuzaingo 4156

1754 San Justo

Buenos Arres

Argentina

State (that Is, cowntry) of nationality State (thaf i counry) of rendence
AR R

D Further applicants are indicated on another continuauon sheet

Form PCT/IPEA/4Q] (contmuation sheet) (March 2001 reprint January 2002) See Notes ra the demand form

4



3 International applhicshion No

Sheet No PCT/EP 01/11229

Box No Il AGENT OR COMMO™N REPRESENTATIVE, OR ADDRESS FOR CORRESPONDENCE

The followng person 15 D agent D COoMmmon representative
and D has been appointed earhier and represents the applicant(s) also for international preliminary examination
D 13 hereby appointed and eny earlier appointment of (an) agent(s)/common representative 1s hereby revoked

D 18 hereby inted specifically for the procedure before the Internationai Prelimwary Examining Authority 1n addition to
the agent{s)¥common representative sppomted earhier

e e et e o e i e oy Tt dsmanen, | e 2003
Facsimiic No
06132/77-4377
BOEHRINGER INGELHEIM INTERNATIONAL GMBH Telepnmter No
Bingerstr 173
gSEZ‘IG Ingelheim am Rhein Agent sregisuation No with the Office

Address for correspondence Mark this check box where no agent or common sentative 1o/has been ted
E space bove 15 used mstead to indicate a special address to whic! cnnespondenc?r'ﬁuuld be sent “Ppormted and the

Box No IV BASIS FOR INTERNATIONAL PRELIMINARY EXAMINATION

Statement concerning amendments *
1 The apphicant wishes the mnternational preliminary examination to start on the basls of-

D the intermetional application as ongnally filed
he descnipuon as ongnully filed
as amended under Article 34

as ongwnally filed
os amended under Article 19 {together with any accompanying statement)
a3 amended under Article 34

the claims

the drawings as ongnally filed

85 amended under Amcle 34

00 000 0o

2 D The applicant wishes anv emendment to the claims under Article 19 to be considered as reversed

3 D The apphicant wishes the start of the mnternational preliminary examunation to be postponed unul the expiration of 20 months
from the prionty date upless the International Preliminary Examiming Authonty receives a copy of any amendments made
under Article 19 or a ootice from the spplhicant that he does not wish to make such amendments (Rule 69 1(d)) (T check-
bar may be marked only where the time limit under Article 19 has not yet expired )

* Where no check box 15 marked, internahonal prelmunary examination wall start on the baus of the mternational applicanon
as ongnallv filed or where a copy of amendments to the claums under Article 19 and/or amendments of the intemational application
under Article 34 are received by the International Prelimmnary Examiming Authonty before it has begun to draw up a wnitten opinion
or the internationel preliminary examination report as so amended

Language for the purposes of internationsl preliminary examination ENGLISH
which 15 the langusge 1n which the intemational eppheaton was filed
D which 1s the language of a translation furmshed for the purposes of miernanona! search
D which 1s the language of publication of the international spplication
D which 1s the language of the translation (to be) furmshed for the purposes of intznational preliminary examination

Box No V ELECTION OF STATES

The applicant hereby elects all eligible States (that is ail States which have been designared and which are bound by Chapter II of
the PCI)
excludmg the following States which the epplicant wishes not to elect

Form PCT/IPEA/40! (second sheet) (March 2001 reprint January 2002) See Notes 10 the demand form
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International application No
SheetNo 4
PCT/EP 01/11229
Box No. VI CHECK LIST
The demand 15 accompanied by the following elements in the language referred toin For International Preliminary
Box No IV for the purposes of mniernanonal preliminary examination Examimng Authonty use only
recerved Dot received
1 trunslation of mternational spplication sheets O d
2 amendments under Athele 34 sheets | [}
3 copy(or where requred, translation) of
amendments under Arele 19 sheets | |}
4 copy (or where requred trangistion) of
stement under Aricle 19 sheets ] O
5 letter sheens D D
6 other {xpecifi) sheets D [:I
The demand 18 also accompanied by the 1tem(s) marked below
1 fee calculahon sheet 5 [] statement explaining leck of signature
2 D onginal scparate power of attorney 6 D sequence Listng 1n computer readable form

3 [] ongmal general power of atrorney 7 [J other (specify

4 [7] copy of general power of attamey
reference number 1f any

Box Ne VII SIGNATURE OF APPLICANT, AGENT OR COMMONMN REPRESENTATIVE
Nuxt to each signature, indicaie the nome of the person sigmng and the capacity i which the person signs (if such capacity u not abvious from reading the demand)

BOEHRINGER INGELHEIM INTERNATIONAL GMBH

pp v
.-, G
Dr Klas Dr Fuchs

For Internationa! Preliminary Examining Authonty use only

1 Date of actusl recespt of DEMAND

2 Adjusted dete of receipt of demand due
t CORRECTIONS under Rule §0 1(b)

3 D The dete of receipt of the demand 1s AFTER the expiration of 15 months l:] The upplicant has been
from the pricnty date and 1em 4 or 5 below, does not apply informed accordingly

P D {hfq;éesofmptofthedmnd 1s WITHIN the period of 19 months from the prionty dats as extended bv virtue of
nle

5 D Although the date of receipt of the demand 15 after the expiration of 19 months from the prionty date the delay 1 amval
18 EXCUSED pursuant to Rule 82

For Intematnonal Bureau use only

Demand received from IPEA on.

Form PCT/IPEA/40] (last sheet) (March 2001, repnint Januery 2002) See Notes (o the demand form




PATENT COOPERATION TREATY

From the
INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY

To

BOEHRINGER INGELHEIM INTERNATIONAL
GMBH

Bingerstr 173

55216 Ingelheim am Rhein

ALLEMAGNE

PCT

NOTIFICATION OF RECLIP1
OF DEMAND BY COMPETLNT INTERNATIONAL
PRELIMINARY EXAMINING AUTHORITY

{PCT Rules 593(e) and é1 i(b) first sentence
and Administrative Instructions Sccton 601(a))

Applicant £ ar agent 1 fle reference

1/1147-PCT

International applicstion No
PCT/EP 01/ 11229

28/09/2001

International filing dute (day/month/year)

Date of mailing ,.
(dayimonthjyewr) 26 04 02
IMPORTANT NOTIFICATION
Priority date (day/monthjyear)
06/10/2000

Applicant

BOEHRINGER INGELHEIM INTERNATIONAL GMBH et al

The
date

licant 1s hereby notified that this International Prehminary Exarmimng Authonty connders the following date as the
recapt of the demand for international prelirunary cxarmination of the international application.

17/04/2002

This date of receipt 13

3

the PCT Applicant's Guids Volume II

the actust date of receipt of the demand by this Autharity (Rule 61 1(b)).
I:I the sctual date of receipt of the demand on behalf of this Authority (Rulke 59.3(e)).

D the dare on which this Authority has, in response to the invitation to carrect defects in the demand
(Form PCT/IPEA04), received the requred correclions.

I:] ATTENTION Thal date of receipt 1s AFTER the expiration of 19 months from the prionty date Consequently the
elechon{s) made mn the demand does (do) not have the effect of postponng the entry into the national phase unul 30
manths from the prionty date (or Iater in some Offices) {Artcle 39(1)) ']‘gc!
phase must be performed withun 20 months from the priority date {or later in some Offices) (Article 22) For detals see

D {{f applicable) This notficalion confirms the mformation given by teiephone facmmile transmusmon ar in person
on

fore the scts for erury o the nulonal

4 Only where paragraph 3 applies & copy of this notification has

been sent to the Internattonal Bureau

Name and maibng address of the IPEA/
T nN Eurcpean Patent Office
D-$0293 Munch
. 0 Tel (+49-89) 2399-0 Tx 523656 epmu d

Authonzed officer

AIMALE MURILLO J
Tel (+49-89) 23993059

Fax (+49-89) 2399-4455
(23/04/2002)

Form PCT/IPEA /02 (July 1998) P20452

fﬁr""___ |
“a—f?)l} W



PATENT COOPERATION TREATY

From the
INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY PCT

To.

BOEHRINGER INGELHE] nyens i Watenfe  OTIFICATION OF TRANSMITTAL OF

GMBH INTERNATIONAL PRELIMINARY
Bingerstr 173 EXAMINATION REPORT
55216 Ingelheim am|Rhein ‘| 5 Ma| 2902
ALIEMAGNE
SB | gesehen i erladipt (PCT Rule 711)
)
! mulng
] mﬁﬁb"’) 15/05/2002
Apphcant s or agent 5 file refercnce
IMPORTANT NOTIFICATION
1/1147-PCT
International applicstion No International filing date (day;monsh[ysar) Prionty date (day/month/year)
PCT/EP 01711229 28/09/2001 06/10/2000
Applicant

BOEHRINGER INGELHEIM INTERNATIONAL GMBH et al

1 ‘The appheant 15 hereby notified that this Interostional Preliminary Examening Authonty transmuta herewith the international
preluminary exarmnation repaort and 1ts annexes if any established on the mternanional applieatjon

2 m of the report and its annexes f any 19 being transmutted to the International Burcau for commumicauon to all the
e Offices.

3 Where required by any of the clected Offices the International Bureau will prepare an Enghsh transiation of the repaort (but
not of any annexes) and will transmt such translation to those Officen repart (

4 REMINDER

The applicant must enter the nahonal phese before each elected Office by perfonmng certaun acts (fiing trangdations and
paying nationsl fees) wathun 30 months fram the prionty date {or later in some Offices){Article 39(1))(see also the rermunder
gent by the International Buresu with Form PCT/IB301).

Where a transiation of the international applicabon must be furmshed to an elected Office that translstion must contan a
translzuan of any annexes to the international prebminary examunation report. it 1s the spplicant s responnbility to preparc
and furmsh such ransation dircetly to each elected Office concerned

For further detmls an the appheable ume hmits and requirements of the elected Offices sec Volume 11 of the PCT Applicant s

Guide
>4
Name and mashng address of the IPEA/ Authonzed officer ;’——-_
Y EEE { 9 Y
,0) Tel (+49.39) 23990 Tx 523656 epmu d ALMALE MURILIO J 3
A=Y Fax (4 49-89) 23994465 Tel (+49-89) 2399 2828 ’Qﬂ.@ ’g
Form PCT/IPEA/16 (July 1992) P20473 Fmy
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PATENT COOPERATION TREATY
PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT

{PCT Artcle 36 and Rule 70)
Appleant 3 or agent’s file reference See Noullcation of Transmttal of In
ternatonal

1/1147 -PCT FOR FURTHER ACTION Prebrminary Exarunatien Report (Form PC?]]PE‘\[#]&)
Internationsl application No Tnternatanal hlng date (day/mondhjyeer] Priority date { dayjmonihjyear)

PCT/EP 01/ 11229 28/09/2001 06/18/2000
Internationsl Patent Clasnification {IPC) or nsticnal cinssificatren and IPC

A61K9/20

Apphcant

BOEHRINGER INGEIHEIM INTERNATIONAL GMBH et al

1 Thainternatonal prelymnary exsrmnation repart has been prepared by this Internaional Prelinunary Examuung
Authonity and i» l.rpll;nﬂmumd to the appliunr:puudulg to Article 38 y Bxam

2  Ths REPORT connsts of a totsl of 2 sheets including this cowr sheet.

Thus report 15 alsc accompanied by ANNEXES Le sheets of the deseniption, claima and/or drawings which b
D been srmended and are the bams for thir repart andfor sheets contmning repc‘:ﬂéniml mlde’hefur‘e d-l:l":AudlmL;w
(see Rule 70 16 and Section 607 of the Adruristranve Instrucnons under the PCT)

These annexes congins of a toal of sheets.

3  Ths report conuuns indications relsting to the following 1ems

I Bans of the report
It D Priarsty
i1 [] Non-establishment of apinon with regard to novelty inventive mep and ndustnal appheatulity

v [[] Lack of uity of invenuon
V |X]| Reasoned statement under Artice 25{2) with regard ta novelty inventsve step or sndustrial ahhe
aitations and explanehons supporung such statement P *ppire ¥
1 D Certzn documents clied
Vi1 {T] Certan defects in the internauonal apphcauon
vl E] Certan obmrvauons on the international appheanion

Datc of submisnon of the demand Date of vompletion of this report
17/04/2002 10/05/2002
Name apd muhing address of the IPEA/ Authonized officer B
T« Eurgpesn Patent Office FLETCHER A 8§ f )
D-30298 Mumch a
_‘0)) Tel {+49-89) 2399-0 T 523656 epmu d % .)

Fax (+49-89) 23594463 Tel [+49-89) 2399 2828 %F___

R0

Form PCT/IPEAJA09 (cover sheet) (July 1998)
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INTERNATIONAL PRELIMINARY International application NoPCT/EP 01/ 11229
EXAMINATION REPORT

l.  Basls of the report

The basis of this international preliminary examination is the application as onginally filed

V  Reasoned statement under Rule 66 2(a)(il) with regard to novelty, inventive step or
industrial applicabitlity

In hght of the documents cited in the international search report, it is considered
that the invention as defined in the claams meets the cnterta mentioned in Article
33 (1) PCT, 1 e it appears to be novel, to involve an inventive step and to be

industnally apphcable

S

Form PCT/408PE1 (EPC-03 2002) P20755
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Nuevas composiciones farmaceuticas que contienen
epinastina y pseudoefedrina

Antecedentes del invento

El presente invento se refiere a nuevas composiciones farmacéuticas orales que
comprenden como compuestos farmacéuticamente activos una combinacion de una
cantidad eficaz como antihistaminica de epinastina o una sal de la misma farmaceutica-
mente aceptable, y de una cantidad eficaz como descongestionante de pseudoefednna
0 una sal farmacéuticamente aceptable de ésta, y que comprenden ademds vehlculos
o excipientes apropiados, farmacéuticamente aceptables El invento se refiere ademas
a métodos para la preparacién de estas composiciones, y a metodos de usarias en el
tratamiento de enfermedades y/o trastomos alergicos

Descripcién del invento
El presente invento proporciona nuevas composictones farmaceuticas orales que

comprenden como compuestos farmaceuticamente activos una combinacion de una
cantidad eficaz como antihistaminica de epinastina o una sal farmaceuticamente
aceptable de ella y una cantidad eficaz como descongestionante de pseudoefednna o
una sal del farmacéuticamente aceptable de la misma, y que comprenden ademas
vehiculos o excipientes farmaceuticamente aceptables, con la condicion de que la
composicidn no ha de contener un antagonista de leucotrienos

Como compuesto activo adicional, las composiciones de acuerdo con el invento
pueden contener opcionaimente uno o varios compuestos seleccionados entre el grupo
que consta de compuestos mucoliticos y analgésicos-antipiréticos, asi como de
vitaminas Los ingredientes mucoliticos preferidos se seleccionan entre bromhexina y
ambroxol Los compuestos analgésicos y antipireticos preferidos se seleccionan entre
paracetamol y obuprofeno Vitaminas prefendas se seleccionan entre las vitaminas B2,
B6yC

Las composiciones farmaceuticas de acuerdo con el invento son utiles en el
tratamiento de la nnitis alergica, la congestion alergica de las trompas de Eustaquio y
otras enfermedades de origen alergico que precisan de la administracién de farmacos
antihistaminicos y descongestionantes Ademas, las composiciones de acuerdo con el
invento son utiles en el tratamiento, por ejemplo del resframiento comun y en el alivio
sintomatico asociado con sintomas de tos, resfriamtento y gnpe Se prefiere el uso de las
composiciones farmacéuticas de acuerdo con el invento para el tratamiento de la nnitis
alérpica, la congestion alérgica de Jas trompas de Eustaquio y/u otras enfermedades de
ongen alérgico que precisan de la administracion de farmacos antthistaminicos y
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descongestionantes

En una realizacion preferida la composicion farmaceutica de acuerdo con el
invento contiene en calidad de los ingredientes activos solamente una cantidad eficaz
como antihistaminica de epinastina o una sal farmaceuticamente aceptable de la misma
y una cantidad eficaz como descongestionante de pseudoefednna o una sal farmacéuti-
camente aceptable de la misma

En una realizacion preferida, el presente mvento se refiere a una composicion
farmaceutica oral, prefenblemente una tableta de dos capas, que proporciona una
liberacion prolongada de la cantidad eficaz como descongestionante de pseudoefednna
y una liberacién inmediata de una cantidad eficaz como antihistaminica de epinastina

Es particularmente prefenda de acuerdo con el invento una tableta de dos capas
en la que una pnmera capa A, que proporciona la liberacion prolongada de pseudoefedn-
na, comprende una cantidad eficaz como descongestionante de pseudoefednna o una
sal farmacéuticamente aceptable de la misma, y en la que una segunda capa B, que
proporciona la ltberacidon inmediata de epinastina, comprende una cantidad eficaz como
antihistaminica de epinastina o una sal farmacéuticamente aceptable de ia misma La
tableta de dos capas de acuerdo con el invento puede contener adicioralmente un
revestimiento C de tabletas que consta de excipientes farmaceuticamente aceptables
que enmascaran el sabor amargo de uno de los compuestos activos

En una realizacion preferida del invento, [a capa A de |a tableta de dos capas de
acuerdo con el invento comprende una cantidad eficaz como descongestionante de
pseudoefednna o una sa!l farmacéuticamente aceptable de la misma en una mainz de
un polimero hidrdfilo hinchable que proporciona un perfil de iberacién prolongada en un
periodo de tiempo de 3 a 24, preferiblemente 6 a 18, lo mas prefenblemente alrededor
de 12 horas

De acuerdo con el invento la expresion “sales farmacéuticamente aceptables” se
refiere a sales por adicién de acidos de los compuestos achvos pseudoefedrina y
epinastina Estas sales por adicion de acidos se pueden formar con actdos inorganicos
tales como acido clorhidrico, dcido bromhidnco o acido sulfurico o con acidos orgéanicos
tales como por ejemplo acido oxalico, dcido fumanco o acido metanosulfonico La
epinastina se usa preferiblemente como su sal por adicién con acido clorhidnco La
pseudoefednna se usa preferiblemente como el hidrocloruro o el sulfato Dentro del
presente invento es sumamente preferido el sulfato de pseudoefedrnna

La liberacion de pseudoefednna tiene lugar en el transcurso de 3 a 24,
preferiblemente 6 a 18, lo mas preferiblemente alrededor de 12 horas Esta tableta de
dos capas se disefia para ser administrada preferiblemente dos veces por dia

El margen de concentractones de la sal de pseudoefedrina en las composiciones
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de acuerdo con el Invento esta situado entre 5 y 240 mg/tableta, prefenblemente entre
10 y 200 mgfitableta, mas prefenblemente entre 60 y 180 mg/tableta, todavia mas
prefeniblemente entre 80 y 140 mg/ableta y lo mas prefenblemente 120 mgAableta El
margen de concentraciones de la sal de epinastina en las compasiciones de acuerdo con
el Invento esta situado entre 2 y 20 mg/tableta, prefenblemente 5§ a 10 mg/tableta, mas
prefenblemente 10 mg/tableta

Cada capa de la tableta esta en contacto con cada una de las otras en una
porcion de su superficie, pero proporciona perfiles de hberacion independientes para
ambas sustancias activas que antes se han mencionado La capa A de liberacion
prolongada consta de pseudoefedrina o una sal farmaceuticamente aceptable de la
misma y un polimera hidréfilo hinchable '

Tipicos polimeros hidrdfilos hinchables incluyen eteres celulésicos tales como
metil-celulosa, hidroxipropil-celulosa, hidroxipropil-metil-celulosa hidroximetil-celulosa,
hidroxietil-celulosa, carboximetil-celulosa y carboxietil-celuiosa o sus mezclas Se prefiere
el uso de hidroxipropi-metil-celulosa (HPMC) Son particularmente utiles los polimeros
de la HPMC HPMC USP2910 y USP2208, por ejemplo Methocel ES, E4M, E15M, K15M
y K100M sunnnistrados por la entidad Dow Chemical Company Enlas abreviaturas antes
mencionadas la designacion "E" se refiere a la USP2910 mientras que "K" se refiere a
la USP2208 Ei numero de la designacion se refiere a la viscosidad en una solucion
acuosa al 2% (p e} 5 designa una viscosidad de 5 cps, 15M designa una viscosidad de
15 000 cps)

Los excipientes que se podnan usar opcionalmente en la capa A de liberacion
prolongada son polimeros insolubles, matenales de carga solubles o insclubles,
antiadherentes, agentes colorantes, lubnicantes y agiutinantes adicionales Tipicos
matenales de carga son por ejemplo lactosa, celulosa microcnistalina, fosfato de calcio
dibasico y almidén de maiz Ejemplos de agentes antiadherentes, que se usan para
impedir que las tabletas se peguen a la prensa para compnmir tabletas, son dioxido de
silicio coloidal y talco El estearato de magnesio, el talco y el acido esteanco son
lubricantes tipicos Agentes aglutinantes tipicos son povidona y almidén de maiz

La capa B de matnz de iberacion Inmediata comprende epinastina con diferentes
combinaciones de excipientes Los excipientes que se podrian usar opcionalmente en
la capa B de liberacién iInmediata son pollmeros insolubles, materiales de carga solubles
o0 insolubles, agentes antiadherentes, lubricantes, agentes colorantes, desintegrantes y
aglutinantes adicionales Los materiales de carga tipicos son por ejemplo lactosa,
celulosa microcristalina, fosfato de calcio dibdsico y aimidén de maiz Ejemplos de
agentes antiadherentes, que se usan para impedir que las tabletas se peguen a la
prensa para comprimir tabletas son dioxido de silicio coloidal y talco Desintegrantes
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tipicos son crospovidona, almidén-glicolato de sodio y crosscarmeliosa de sodio Los
tipicos agentes colorantes se seleccionan entre la laca con aluminio FD&C red 40 HT,
sal de tnsodio de acido 2-hidroxi-1,1'-azo-naftaleno-3,6,4'-trisulfonico, entrosina, oxidos
de hierro, sal de tnisodio de acido 1-(4-suifo-1-naftilazo)-2-naftol-6,8-disulfonico, sal de
disodio de 2',4'5',7'-tetrabromo-4,5,6,7-tetracloro-fluoresceina, sal de dipotasio de
2,4,5,7-tetrayodo-3,6-dihidroxi-xanteno-9-espiro-1'-(4',5',6',7'-tetracloro-3'H-
Isobenzofuran-3'-ona, sal de trisodio de 3-carboxi-5-hidroxi-1-p-sulfofenil-4-p-sulfofenil-
azo-pirazol, sal de disodio de acido 6-hidroxi-5-({4-sulfofenil)azo-2-naftaleno-sulfonico y
opciocnalmente Jacas con aluminio de estas El estearato de magnesio, el talco y el acido
esteanco son lubnicantes tipicos Agentes aglutinantes tipicos son povidona y almtdon
de malz

El agua y el etanol son ejemplos de componentes volatiles que se pueden usar
en el procedimiento de preparacion de ambas capas para granular polvos Estos
componentes volatiles se eliminan durante el tratamiento y por lo tanto no aparecen en
el producto acabado

El revestimiento de las tabletas es opcional, puesto que [a presencia de éste no
modifica de manera importante los regimenes de liberacion de las sustancias activas
presentes en las capas de nucleo Es prefendo la presencia del revestimiento, puesto
que enmascara el sabor amargo de una de las sustancias activas e intensifica las
propiedades de la forma de dosificacion A causa de esto, se podrian usar gran numero
de diferentes revestimientos con diferentes polimeros y plastificantes y otros excipientes,
con la condicidn de que no modifiqguen de manera importante el perfil de liberacion de las
sustancias activas presentes en el nucleo de tabletas Un revestimiento tipico comprende
un polimero tal como hidroxipropil-metil-celulosa y un plastificante tal como polietilen-
glicol Se podrian afiadir al revestimiento excipientes opcionales tales como agentes
antiespumantes y opacificantes Un ejemplo de un agente antiespumante es silicona
Ejemplos de agentes opacificantes son dioxido de titanio, talco y tintes de lacas con
aluminio

El invento se descnbira adicionalmente mediante los siguientes ejemplos Estos
ejemplos descnben ciertas realizaciones, preferidas del invento Los metodos para
preparar las composiciones de acuerdo con el invento, tales como por ejempio
granulacion, compresidn de tabletas, revestintiento de tabletas, etc , son bien conocidos
para la persona experta en el sector de la técnica Los expertos en el sector de la técnica
apreciardn que se pueden hacer en ellas diversos cambios, modificaciones y sustitucio-
nes, sin apartarse del espintu del Invento Correspondientemente se pretende que el
Invento no quede Iimitado a los siguientes ejemplos descntos explicitamente
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Ejemplo N° 1 - Composicion
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Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefednna 120,00
Methocel K15M PRCR* 198 00
Lactosa monohidrato 105,10
Celulosa microcristalina 106 00
Diéxido de silicio coloidal 1,65
Estearato de magnesio 275
Povidona 16 50
Total de ia primera capa 550,00

B Segunda capa
Capa de epinastina _mg/tableta
Epinastina HCI 10,00
Laca con aluminio FD&C red 40 HT (Allura red AC) 0,38
Celulosa microcristalina 70 00
Lactosa monohidrato 154 62
Povidona 12,50
Estearato de magnesto 2,50
Total de la segunda capa 250,00
Total del niicleo 800,00
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C Revestimiento
Revestimiento de pelicula mg/tableta
Methocel E5 15 00
Poletilen-glicol 6000 1,97
Antiespumante de silicona S184 0,03
Total del revestimiento de pelicula 17,00
Total de [a tableta revestida con pelicula 817,00

* PR significa calidad pnmerisima {Premium} y CR significa calidad con liberacidn controlada

Método de preparacion

A Primera capa

A1 Hay que disolver la povidona en una mezcla hidroalcoholica,

A2 Hay que mezclar el sulfato de pseudoefednina, una porcion de la celulosa
microcristalina, la lactosa y el Methocel K15M durante 5-30 minutos en un
mezclador apropiado

A3 Hay que usar una solucion alcohdlica o hidroalcohédlica preparada con anteno-
ndad en [a operacton A1, para granular la mezcla de poivos

A4 Hay que secar y moler el granulado de sulfato de pseudoefednna procedente de
la operacion A3, usando un tamiz de tamafio aproptado

A5 Hay que mezclar el granulado tamizado de sulfato de pseudoefednna con una
porcidn de la celulosa microcnstalina y dioxido de silicio coloidal durante 3-15
minutos

AB Hay que afadir estearato de magnesio y mezclar durante 3-15 minutos

B Segunda capa

B1

B2

B3

Se han de hacer pasar a traves de un tamiz apropiado la epinastina HCI, el Allura
red AC (FD&C red 40 HT), la laca con aluminio y ia celulosa microcnstalina Hay
que mezclar durante 5-30 minutos en un mezclador apropiado

Hay que ainadir la lactosa y la povidona Hay que mezclar durante 60 minutos, 15-
120 minutos, en un mezclador apropiado

Hay que afiadir estearato de magnesio Hay que mezclar durante 3-20 minutos
en un mezclador apropiado



10

15

20

25

30

C Compresion

Hay que comprnimir Ay B en una apropiada maguina de compresion para tabletas
de dos capas formando tabletas de tamafio apropiado

D Revestimiento

D1 Hay que disolver el Methocel E5 y el polietilen-glicol en una cantidad apropiada

de agua

D2 Hay que disolver el antiespumante de silicona en una cantidad apropiada de

alcoho! 1sopropilico

D3 Hay que afiadir el componente 2 ) al componente 1) y mezclar

D4 Hay que revestir las tabletas con la solucién de Methocel ES/polietiien-glicol

procedente de la operacion D3 en un aparato revestidor apropiado

Ejemplo N°® 2 - Composicion

v

Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefednna 120 00
Methocel K15M PRCR* 198,00
Lactosa monochidrato 126,50
Celulosa microcnistalina 100 00
Didxido de silicio coloidal 2,75
Estearato de magnesio 2,75
Total de la primera capa 550,00

B Segunda capa
Capa de epipastina mg/tableta
Epinastina HCI 10,00
L.actosa monohidrato 168,40
Celulosa microcnstalina 70,00
Laca con aluminio Punceau 4R red 0,38
Estearato de magnesio 125
Total de la segunda capa 250,00
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Total del nucleo 800,00
C Revestimiento

Revestimianto de pelicula ‘mg/tableta
Methocel E5 442
Polietilen-glicol 6000 2,72
Talco 8,76
Didxido de titanio 110
Total del revestimiento de pelicula 17,00
Total de la tableta revestida con pelicula 817,00

* PR significa calldad primerisima (Premium) y CR significa calidad con kberacidn controlada

Método de preparacion

A _Pnmera capa

Al

A2

Hay que mezclar el sulfato de pseudoefedrina, la celulosa microcristaling, la
lactosa, el dioxido de silicio colodal y el HPMC K15M durante 15-30 minutos en
un mezclador apropiade

Hay que afadir el estearato de magnesic y mezclar durante 3-15 minutos

B_Segunda capa

B1

B2

B3

Hay que hacer pasar a fraves de un tamiz apropiado ia epinastina HCl y Ia
celulosa microcnistalina Hay que mezclar durante 5-30 minutos en un mezciador
apropiado

Hay que afiadir lalactosa Hay que mezclar durante 60 minutos, 15-120 minutos
en un mezclador aproplado

Hay que afadir estearato de magnesic Hay que mezclar durante 3-20 minutos
en un mezclador apropiado

C Compresion

Hay que comprnimir Ay B en una maquina apropiada de compresion de tabletas
de dos capas para dar tabletas de tamafio apropiado
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D Revestimiento

D1 Hay que disolver el Methocel E5S y el polietilen-glicol en una cantidad apropiada
de agua

D2 Hay que anadir el dioxido de titanio y el talco en una cantidad apropiada de agua

5 y mezclar

D3  Hay que anadir el componente 2 ) al componente 1 ) y mezclar

D4 Hay que revestrr tabletas con la solucion de Methocel ES y polietilen-glicol
procedente de la operacién D3, en un aparato revestidor apropiado

10 Ejemplo N° 3

Nucleo
A Primera capa
15 Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefednna 120,00
Methoce! K4M PRCR* 247 50
Lactosa monohidrato 166 00
Talco 11 00
20 Estearato de magnesio 5,50
Total de fa primera capa 550,00

* PR significa calidad pnmensima (Premium} y CR significa calidad con liberacidn controlada

La segunda capa y el revestimtento son idénticos a como en el Ejemplo 2, el
25 método de preparacion se realizo analogamente al metodo bosquejado en el Ejemplo 2
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Ejemplo N° 4

Nucleo

A Prnmera capa
Capa de pseudoefednina mg/tableta
Sulfato de pseudoefedrina 120 Q0
Methocel K15M PRCR* 198,00
Lactosa monohidrato 99 50
Celulosa microcnstalina 99,50
Dioxido de silicio coloidal 2,75
Povidona 27 50
Estearato de magnesio 2,75
Total 550,00

* PR significa calidad pnmerisima (Premium) y CR significa calidad con ilberacion controlada

La segunda capa y el revestimiento son idénticos a como en el Ejemplo 1, el
métado de preparacion se realizo anilogamente al metodo bosquejado en el Ejemplo 1

Ejemplo N° 5

Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefedrina 120,00
Methocel K15M CR* 330,00
Lactosa 83,50
Talco 11,00
Estearato de magnesio 550
Total 550,00

* CR significa calidad con iberacién controlada

La segunda capa y el revestimiento son idénticos a como en el Ejemple 1, el
método de preparacion se realizd analogamente al metodo bosquejado en el Ejemplo 1
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Ejemplo N° 6

Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefednna 120 00
Methocel K15M CR* 275,00
Celulosa microcristalina 138 50
Talco 11 00
Estearato de magnesio 5,50
Etanol gs
Total §50,00

"CR significa calldad de iberacién controlada

La segunda capa y el revestimiento son identicus a como en el Ejemplo 1, el
método de preparacion se realizo analogamente al metodo bosquetado en el Ejemplo 1

Elempia N° 7

Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefednna 120 00
Methoce! K15M CR* 215,00
Fosfato de calcio dibasico 108 50
Etil-celulosa 40,00
Talco 11,00
Estearato de magnesia 5,50
Etanol qs
Total 500,00

* CR significa calidad de liberacidn controlada

La segunda capa y el revestmiento son idénticos a como en el Ejemplo 1, el
método de preparacion se realizo anélogamente al método bosquejado en el Ejemplo 1
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Ejemplo N° 8

Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefednna 120,00
Methocel K15M CR* 137 50
Methocel K100M CR* 137 50
Lactosa 138,50
Talco 11,00
Estearato de magnesio 5 50
Etanol as
Total 550,00

* CR significa calidad de liberacion controlada

La segunda capa y el revestimiento son identicos a como en el Ejemplo 1, el
metodo de preparacion se realizé analogamente al método bosquejado en el Ejemplo 1

Elemplo N° 9

Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefedrina 120,00
Methocel K100M CR* 275,00
Lactosa 138,50
Talco 11,00
Estearato de magnesio 5,50
Etanol qs
Total 550,00

* CR signrfica calidad de iberacidn controlada

La segunda capa y el revestimiento son tdenticos a como en el Ejemplo 1, el
método de preparacion se realizo analogamente al metodo bosquejado en ei Ejemplo 1
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Ejemplo N° 10

Nucleo

A Primera capa
Capa de pseudoefedrina _mgitableta
Sulfato de pseudoefedrina 120 00
Methocel K15M CR* 206,20
Methocel K100M CR* 68 80
Lactosa 138,50
Talco 11,00
Estearato de magnesio 5,50
Etanol qs
Total 550,00

* CR significa calidad de iberacidn cantrolada

La segunda capa y el revestimiento son idénticos a como en el Ejemplo 1 el
método de preparacion se realizd analogamente al metodo bosquejado en el Ejemplo 1

Ejemplo N° 11

Nucieo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefedrina 120,00
Methocel K15M CR* 235,00
Fosfato de calcio dibasico 108,50
Etil-celufosa 20,00
Talco 11 00
Estearato de magnesio 5,90
Etanol qs
Total 500,00

* CR significa calidad de iberacidn controlada

La segunda capa y el revestimiento son identicos a como en el Ejemplo 1, el
método de preparacion se realizé analogamente al metodo bosquejado en el Ejemplo 1
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Ejemplo N° 12

Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefednna 120,00
Methocel K15M CR* 255,00
Lactosa 40,00
Celulosa microcristalina 68 50
Talco 11,00
Estearato de magnesio 5,50
Etanol qs
Total 500,00

CR significa calidad de liberacion controlada

La segunda capa y el revestimiento son identicos a como en e! Ejemplo 1, el
metodo de preparacion se realizo analogamente al metodo bosquejado en el Ejemplo 1

Ejempilo N°13

Nucleo

A Primera capa
Capa de pseudoefedrina mg/tableta
Sulfato de pseudoefednna 120 Q0
Methocel K15M CR* 255,00
Fosfato de calcio dibasico 108,50
Talco 11,00
Estearato de magnesto 550
Etanotl qs
Total 500,00

* CR significa cahided de iiberacién controlada

La segunda capa y el revestimiento son idénticos a como en el Ejemplo 1, el
método de preparacién se realizo analogamente af metodo bosquejado en el Ejemplo 1
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REIVINDICACIONES

1 Composiciones farmaceuticas orales que comprenden como compuestos
farmaceuticamente activos una combinacion de una cantidad eficaz como antihistaminica
de epinastina o una sal farmaceuticamente aceptable de la misma y de una cantidad
eficaz como descongestionante de pseudoefednna o una sal farmacéuticamente
aceptable de la misma, y que comprenden ademas vehiculos o excipientes farmacéutica-
mente aceptables, con la condicion de que la composicidn no ha de contener ningun
antagonista de leucotrienos

2 Composicion farmaceutica oral de acuerdo con la remvindicacion 1,
caracterizada porque contiene como ingredientes activos solamente una cantidad eficaz
como antihistaminica de epinastina o una sal farmaceuticamente aceptable de la nusma
y una cantidad eficaz como descongestionante de pseudoefednna o una sal farmaceuti-
camente aceptable de la misma

3 Composicion farmaceutica oral de acuerde con la reivindicacién 1 6 2, que
proporciona una liberacion prolongada de la cantidad eficaz como descongestionante de
pseudoefednna y una liberacion iInmediata de una cantidad eficaz como antihistaminica
de epinastina

4 Composicion farmaceutica oral de acuerdo con las reivindicaciones 1, 2
o 3, caracterizada porque representa una tableta de dos capas

5 Tableta de dos capas de acuerdo con la revindicacion 4, en la que una
primera capa A, que proporciona la liberactén prolongada de pseudoefednna, comprende
una cantidad eficaz como descongestionante de pseudoefednna o una de sus sales
farmaceuticamente aceptables, y en la que una segunda capa B, que proporciona la
hberacion Inmediata de epinastina, comprende una cantidad eficaz como antihistaminica
de epinastina o una de sus sales farmaceuticamente aceptables

6 Tableta de dos capas de acuerdo con la reivindicacion 5, caractenzada
porque adicionalmente contiene un revestimiento C de tabletas que consta de
excipientes farmaceuticamente aceptables

7 Tableta de dos capas de acuerdo con las rewvindicaciones 4, 5 6 6,
caractenzada porque A comprende una cantidad eficaz como descongestionante de
pseudoefedrina o una sal farmaceuticamente aceptable de la misma en una matnz de

un polimero hidrofilo hinchable
8 Tableta de dos capas de acuerdo con las rewindicaciones 4, 5, 6 6 7,

caractenzada porque el margen de concentraciones de la sal de pseudocefednna esta
entre 5 y 240 mg/tableta y el margen de concentraciones de la sal de epinastina en las
composiciones de acuerdo con el invento esta entre 2 y 20 mg/tableta

o2
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8 Tableta de dos capas de acuerdo con una de las rewindicaciones 4 a 8,
caractenzada porque la capa A comprende 120 mg de sulfato de pseudoefedrina y la
capa B comprende 10 mg de epinastina-HCl

10 Uso de una composicion farmacéutica de acuerdo con una de las
revindicaciones 1 a 9 para el tratamiento de la nnitis alergica, {a congestion alergica de
las trompas de Eustaquio y/u otras enfermedades de ongen alérgico que merecen la
administracion de farmacos antihistamlnicos y descongestionantes, en el tratamiento, por
ejemplo, del resfriamiento comente y en el alivio sintomatico asociado con sintomas de
tos, resfrnamiento y grnipe

11 Uso de una composicion farmacéutica de acuerdo con la rewvindicacién
10 para el tratamiento de la nnitis alérgica, | congestidn alérgica de las trompas de
Eustaquio y/u otras enfermedades de ongen alergico que precisan de la administracion
de fArmacos antihistaminicos y descongestionantes, prefenblemente de la nnitis alergica

23
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RESUMEN

El presente invento se refiere a nuevas composiciones farmaceuticas orales que
comprenden como compuestos farmaceuticamente activos una combinacion de una
cantidad eficaz como antihistaminica de epinastina o una sal farmaceuticamente
aceptable de la misma y de una cantidad eficaz como descongestionante de pseudoefe-
dnna o una sal farmaceuticamente aceptable de la misma, y que comprenden ademas
apropiados vehiculos o excipientes farmaceuticamente aceptables

Elinvento se refiere ademds a métodos para la preparacion de estas composicio-
nes y métodos de usarlos en el tratamiento de enfermedades y/o trastornos alérgicos

%
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ESQUEMADETRAZADO ()

- Indicacidn de que solicita el resistro de un Esquema de trazado () { )
- Datos de identificacion del solcitante o de la persona que presenta
La soficitud
Represontacidn grafica del esquema de trazaco
Comprobante w pago de Ios tasas establecidas
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