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SOLICITUD DE:
@ (X Patente de Invencion. [1 Patente de Modelo de Utilidad.
(J Capitulo I B capitulo II.
@ Nombre: BOEHRINGER INGELHEIM IDENTIFICACION
INTERNATIONAL GMBH
SOLICITANTE |socieded constituida y existente bajo las| C.C. O NIT O
(71) leyes de la Repiblica Federal de Alemania
C.E. d oro [
Direccién: D-55218 Ingelheim am Rhein,
Rspiiblica Federal de Alamania Cual
Domicilio: Ingetheim am Rhein,
Republica Federal de Alemania Namero
IDENTIFICACION
Nombre: EMILIO FERRERO K I:I
REPRESENTANTE | Direccien:  Camera 4%, No. 72-35 C.C. NIT
O APODERADO | Teléfono: 347 38 11
Fax: 21792 11 CE. = Otro =
E-mail: clientes@camyp.com, Cual
Oomiclio: ~ Bogatd, Colombia. Numero 438019 T.P31.829
1. Koichl WADA 2. Manabu NAKATANI
2-59-17, Shirogane, Inagawa-cho, 5-16 Matsugaoka-cho,
INVENTOR (ES) Kawabe-Gun, Hyogo 666-0257, Kawanishi, Hyogo 866-0037,
(72) Japén Japén
3. Toshimiteu OHKI 4. Kenzo TOYOSHIMA
4-25-40, Kanda, 7-25, Higashi-asahi-gacka,
Ikeda, Csaka 583-0043, Ikoma, NARA 630-0254,
Japén Japdn
@ PCT (86)

Solicitud Intemacional No. PCT/EP02/11250 Fecha: Octubre 8 de 2002
Publicacion Intemacional No. WO 03/037350 A1 Fecha: Mayo 8 de 2003
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Titulo (54)
NUEVA FORMULACION DE JARABE DE EPINASTINA SECO Y ACUOSO

©

Clasificaclién Internacional (51) A61K 31/55

Prioridad | (33) Pais de Origen (32) Fecha (31) Namero de Solicitud
sid ~NoO DE Octubre 26 de 2001 101 52 873.2
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Anex s:

Comprobante de pago de la tasa de prasentacién de la solicitud por $ 422.000.00.
Comprobante de pago por reivindicacién de prioridad.

Documento que acredita la existencia y representacién legal cuando el solicitante sea persona
juridica.

Podere.s. sl fuere el caso.

Documento de ceslén del inventor al solicitante o a su causante.

Declaraciones.

Copla de la solicitud intemacional. (Resumen, descripcién, reivindicaciones, dibujos)
Traduccion de la solicitud intemacional al castellano. (Resumen, descripcién, reivindicaciones,

dibujos)
Copla del examen preliminar efectuado por la IPEA.

Traduccién del examen preliminar efectuado por ia IPEA.

De ser el caso, copla del contrato de acceso.

De ser el caso, documento que acredite la licencia 0 autorizacién de uso de conocimientos
tradicionales de las comunidades indigenas.

De ser el caso, certificado de depdsito del material biolégico.

Arte final 12x12

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

por el misme titular o su causants, relacionadas parcial o totalmente con la invencién de esta
solicitud.

Otros

@ FI ARACTERISTICA
/ ﬂ%
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@ Solicito la concesi6n de la patents,

NOMBRE: EMILIO FERRERO

C.C. 438.019 de Usaquén T.P. 31.929
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REPRESENTACION Y PODER

Y
Fom@t;. utility models, industrial de’:i’;s.
commercial names, trade emblems,

Para patentes, modelos de utilidad, disefios
industriales, marcas de f&brica, nombres
comerciales, enseiias, lemas comerciales.

9235
0569

REPRESENTATION AND
POWER OF ATTORNEY

1 (we), the undersl

/Yo (nosotros), abajo firmade {3)

BOEHRINGER INGELHEIM INTERNATIONAL GMBH

of/domiciliado (s) en D-55216 Inge'lhe‘hn am Rhe‘!n.

GERMANY

g el presente nombramos a GERMAN CAVELERERT)'. 832;

NZALO PERDOMO, tps. 831; EMILIO FERRERQD, .:r.
31929; y LUZ CLEMENCIA DE PAEZ, tpe. 29555; domiciiiadoa
en la Carrern 4* N® 72-35, Bogotd, Colombla, en obedecimiento a
lo dispuesto en el fo 1° del Articulo 543 del Cédigo de
Comaerclo, el merg como y los demis como
suplentes, en su orden, como mis (nuestros) representantes en
os los asuntos de propledad industrisl con facultad
recibir notificaclonss 'y nombrar apoderados judiciales o
extrajudiclales. E! primer representante suplente reemplazand al
ncipal en cmso cde ausencla o impedimento temporsl o
finitivo de aquél. La misma regla se aplicard cuando el
segundo representante suplente haya de reemplazar al primero,
o el tercero al ndo, En talea casos, el representante
principal, o el primero, o segunde suplente, en su caso, o ambos,
declararén su Intenclén de no ejercer la representaclén
mediante declaraciin autenticade por Notaro . Piiblico en
Colombla, 0 por Notario u otro Funcionario Piblico, o Cénsul
de Colombla, en el extranjero; y sl se tmtare de impedimento,
con ¢l certiflendo respectivo. 51 alguno de los nombrados faltare
definitivamente, @l sigulente tomard su lugar. Cuando cesare la
ausencla o impedimentu del representante princpal, o de su
‘primero o segundo suplentes, en su caso, podrin ejercer la
representacién, en su onden, uno u otros n el caso,
ssumiéndola por el salo hecho de ejercerln, cesando en ese
momento el ejercicio de ln representacién por el primero,
segundo © tercer suplente en su caso.

Ademis, confiero (conferimos) poder a los a o arriba
nombrados, para obtener la protecciin de mi (nuestrs)
propledad industrial y contra la competencia dealeal, a cuyo
efecto autorizo (amoe) a los dichos apoderadoa para que me
(nos) representen ante cualesquierm entidades o pemonas,
ejerzan 0 no jurisdicelén, especinlmente ante lns del orden
admInistrativo, contencloso-administrativo y judiclal, asf como

tribunales de arbitramento, en todo lo concernlente a los

lentes asuntos: a) Obtenclén de patentes de invencién,
modelos de utllidad, y disefios industriales; el tro de
marcas de fibrica, colectivas, defensivas, de servicio, lemas
comerciales, nombres comerciales, ensefins, variededes
vegetales y denominaciones de origen; su renovackin, traspaso,
camblo de nombre o domicillo, cancelacién voluntaria; 'y el
regictro de licencias de uso de esos darechos; b) Las acciones de
competencia desleal, pruteccién del cornsumidor, oposiciones u
observacivones, cancelaclén administrativa y jud) nullded,
medidas cautelares, concesidn de Leencias, la tutela, ln
proteccidn de secretos Industriates, y en general los julcios
civiles, penales, adminisinativos o contencloso-administratives
relacionndos con estos derechos; acciones y procesos que
promovamos © se nos promuevan. Y para que en todonioa
asuntos arritm determinades, puedan sustitulr este mandato,
lnmlﬂ:, conciliar, admitir los hechos del proceso, desistir,
cancelar, recibir, renunciar, y rutificar los actos de agentes

in due compliance with the terms of paragraph 1st. of article 543
of the Commercial Code, do hereby appoint GERMAN
CAVELIER, tpa. 832; GONZALO PE MO, f;. 831; EMILIO
FERRERO,. tpa. 31929; and LUZ CLEMENCIA DE PAEZ, ?n.
23555; domiclled at Carrera 4* N® 72.35, &, Colombia, the
firat s pal and the others as alternates, in the order of
thelr appointment, as our representatives for all industrial

maiters with faculty to receive notifications and to
appoint attorneys in and out of Court. The first alternate shall
replace the principal in case of his absence or of temporal or
definitive impediment. The same rule will :ﬁplﬁ"w en the
sacond alternate representative is to repiace the first one, or
when the third Is to replace the first or second alternates in thelr
tum, or both of them, second. In such cases, the principal
representative, or the first or second allernates in their turn, or
both of them, shall state their intentlon not to act as
representatives through a declaration given before a Notary
Public in Colombla, or before a Notary or another Public Official
or a Colombian Consul abroad; and In case of impediment, the
appropriate certificate shall suffice. If any of the apl?ointeea
ware to be definitely absent, the following alternate shall take
his place. When the absence or impediment of the principal
representative, or of the first or seéond alternate in their turn
ceases, the represenintion can be taken again in their sequence,
by the prindpal, the first or secand niternate depending on case,
and the mere fact or its exerclse will suffice. The exercise of the
representation by the fimt, second or third alternates in their
turn shall end et such time.

In addition, we grant a Power of Aﬂémy in favor of the

sbove-named at t-law so that they may obtein the
pretection of my (our) iIndusirial p against the
unfalr competition, for.which grposcrm apthérize the said
sttorneys to repiesent mei(us).beforedng ritlea or persons,
with or without® jikikgReIGHS {administrative,
administrative! ¢SRRETRSY and as well as before

Arbiteation Colist, yin il matters conceming the following: )
Obtainment of patefts ul'l : Mn_d%ndu-tﬂnl deslgns;
the registration of ttadgmariafebll , defensive and service
marks, slogans, Sommercial names, trade emblems, vegetel
varieties and dend aflons of origin; its renewal, asslgnment,
~change of namée &4 doflclle, voluntary cancellation; and the
registration nflllce 4 ¢ 'q%el;l "'%tl‘l:;bove rights; b) Actilnnl of
unfair compet N .15 'the consumeryo tions or
ohervntlon!: : Lﬂ iMive or Court eancella Ig:,d nullity,

lonof trade secrets, and in general the

infringement, g f licenses, the action for wril
mandamus, the pro
civll, penal, and adlalp
actions and sulta institued by me (us) or against me (us).
that in all the above matters they may substitute this Power of
Attorney, compromise, conclliate, admit the facts of the cuse,
desist, cance], receive, resign, and ratfy acts done by
representatives without a power of attarney.

Ingelheim am Rhein, 12.12.1995

ppa. W

Dr. Gerhard Huber

Firow

oficiosoce.

Glven and signed this/Dado y firmado hoy
BOEHRINGER INGELHEIM

in/en INTERNATIONAL GMBH

[i Ppg' e = om e
Dr. Dieter_Laudien ‘%:Q
Signature
CAVELTR ABOGADOS

WPIODERE-1 (MINUTA N°12.1.1.2.5)



LEGALIZACION ..

El Sefior Cinsul de Colombla debe expedir un certificado

consular subre (1) la existencia legal de Ia compafifa gue oto

el puder, (2) que ésta ejerce su objeto lor.lnry (g) que los
rsonas que @ @ el pader estdn autorizadas darlo. A

esta efectv les sollcinmos que muestren al Sefior Cénsul las

pruebas que acreditan esos hechos (1), (2) y (3).

LEJALIZATION Tl eyt

[
| ]

The Colombla Consul must Issue a cor:aular cexfificate, on (1}
the legal existence of tne company which grints
Power-of-Attorney, (2) that it is in actual exercise
company purposes, and (3) that the persons who execute
Puwer of Attorney Is autorized to o so. Tu Hils effect, plense
shgu(rs ;hc Consul the evidence tv prove the above facts (1), (2)
and (3).

NOTA PARA EL SENOR CONSUL DE COLOMBIA: Segtin los articulos 65 del C. de P.C. y 480 del C. de Co,,

si el poderdante es una sociedad, el Sefior Céns

debe certificar que tuvo a la vista las pruebas de su

exislencia, que ejerce su objeto social y que quien confiere el poder es su representante.



UR.Nr. 2669 /95 V. .,

VO

Vorgeitige, vor mir gefartigte Namensunterachriften dar Herran:
1. Dr. Dieter L a u d | e n, Dipl.-Chemlker, wohnhaft I[n 56127 Malnz,.
2, Dr. Gerhard H u b e r, Rechtasanwalt, wohnhaft in 66411 Bingen,

- mir hekannt -

beglaubige ich hlermit.
Glelchzoltlg beacheinigs Ich aufgrund heutiger Elnsichtnahme In das Handelsregl-

pH mit Sitz in Ingelhelm am Rhein Im Handelsregister des Amtsgerichts Bingen
i w B 1083 eingatragen ist und dal die Herren Dr. Laudien und Dr. Huber als

R Y

| Notaratsverweser
anstelle des Notars
Prof. Dr. Welrich In Ingelhelm

-910E1-

= e 1"'H'I-M

i :',_ .._ "-ui_nntumsu.o

; Tar g
Arorm nn tiaion ek
nuy 1 ‘l‘n"“ﬂtl‘ ‘l."-ﬂ.;;m.l‘

Dje Echthelt vorstehender Unterschrift des Nola

Dr. Peler Wirth - Nolarlatsverweser anstelle de

Prof. Dr. HWelrich in Ingelheim und die Echtheit

gedrilckten Dienst - wbemmedox - siegels werden hlerdur"tfh'-L ':-;"'- “'-':o-—...s: .

bestdtigt. Zuglelch wird bescheinigt, daB der \lorgenannl.e e - e
- zur Yornahme der Amtshandlung gesetzlich befugt war. -

Mainz, den drelzehnten Dazenber neuceinhudertiTnfundneunzig
Der Prisident des Landgerichts

W74

* “loms Paul To{terberg ) /

Koatanberpchnu

Gebohr 1ar Lagaliss-
ti
(\::n: DM ‘f‘w' }

JVKOStO, v. 26 7.1057
BGBI. | S. 881 474-




CONSULADO GENERAL DE COLOMBIA
MUNICH

Nr. 169

El Consul General de Colombia

CERTIFICA

Que el Dr. Hums Paul Tit ——- , quién autentica la fir-

ma del signatario en el presente documento, ejercia en_la fecha
alli :I.rﬂ.l.cada las funciones de Presidente del Tribunal Regicnal

Que la firma
en 55216 I

estacmstltuidayejercesuobjetosocialdecmfomd.dadcmlas
leyes de la Repiblica Federal de Alemania.

quien fes) firman el presente documento tiene (n) facultad legal

suficiénte para representar a la mencionada fixma y otorgarpoderes -
en su nanbre

Quehatentdoalavistaladocxmtéci&xquepmebaloanterior.
Munich, 18de Diclembre  de 1995

O ,
A PABLOR,. £ oo s,
Bl el ™

WA, VL
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TRADUCCION OFICIAL No. 5133
de un documento escrito en Alemdn, el cual para su identificacion

se sella con el sellc de la traductora, lo mismo que la

presente.-

(A continuacién del poder conferido a GERMAN CAVELIER, tpa. B3Z2;
GONZALD FERPOMD, tpa. 6831; EMILIO FERRERO tpa, 319293 vy LUz
CLEMENCIA DE PAEZ, tpa 23555; domiciliados en 1la Carrera 4 No.
72-3§, Bogota, Colombia, por la BOEHRINBGER INBELHEIM
INTERNATIONAL GMBH, domiciliada en D-33214& Ingelheim am Rhein,
RFA, a traves de sus representantes los Srs. Dr. Dieter Laudien y

Dr. Gerhard Huber:)

Legailizacign

Frotocplo tarial No. 2659/93 V

Certifico la autenticidad de las firmas antecedentes puestas ante

- et TR AEe L meem . e

mi por los sefores: TEONG 6T 2 AT 195 . EHGULD
f BL OO A, RGO COniTAR SUER L ,
, FUMIZSa A fmCIOR EON K RGN |,
: QU 1 TONING A { A VILiA

o o 881 H 0,

i. Dr. Dieter Laudien, Dipl. Chim., domicili

& F)

PABLO L3NIES . .
. TAR "=

2. Dr. Gerhard Huber, abogado, domiciliad n ﬂ5¢11'ﬂingen-_‘&

& guienese cOnNDzZcO en persona.



Iqualmente certifico, por haber examinado en la fecha el Registro
de Comercio del Juzgado Municipal de Bingen, HR B 1063, que 1la
firma Boehringen Ingelheim International OmbH, domiciliada en
Ingelheim am Rbhein, esta inscrita bajo ei No. HR B 10463 en 8l
Registro de Comercio del Juzgado Municipal de Bingen vy que los
sefioreg Dr. Laudien vy Dr. Huber, en su calidad de apoderados,

estan Tacultados para representar conjuntamente a la sociedad.

Ingelheim am Rhein, 12 de diciembre de 19%5/hin

Fdo.: firma ilegible
(Hilo y oblea roja en relieve:) El notarioc suplente
El notarioc suplente - Ingelheim del notario de Ingelheim

Prof. Dr. Weirich
(dos sellos redondos en tinta del Tribunal Regional de Mainz)

710 E 1

S8e certifica la autenticidad de 1l1la firma antecedente del Dr.

Peter Wirth, como notario suplente del Pr&*f-“ﬁ-‘-" '“’Mﬂ#ﬂﬁ:ﬂ!ﬂ:taﬁ.n

T - fnog A ampre T A
de Ingelheim, y la del sello oficial que la .a:. pafia s~ -Iguai'mente

ABR 2004, -

s certifica que el mencionado notarig: -esta facultadn* para

realizar ese acto oficial. g E

A
-
>
L}
r
"

Mainz, trece de diciembre de mil noWgciehtos

naovanta y cinco



E1 Presigente del Tribunal Regional
(E) Fdo.: fTirma ilegible

(Dr. Hanns Paul Tattenberg)

Costas

Derechos de legalizacidn
(Valor:DM 5.000,—)

JVYKostO del 26 de julio 1937
BGacetas Oficial I Pag. 861

DM 20,—

Mainz, 13 de diciembre de 1995
Fdo.:1 firma ilegible

Inspector

EM ESPAMOL: La legalizacidon de las firmas antecan.entd! pne el

Consulado de Colombia en Munich bajo el No. ﬂb? dﬁ& lBtuﬂe

l'l"

I—..

diciembre de 1995, y por el Ministerio de Relac:aﬁes Eﬁtergaﬁes

Iu -;:
de Colombia bajo el No. 051606 demggmerﬁggqﬁna. - &
nnIMWMtuunemmnuﬁﬁgﬂﬁ c o
Pagados derechos y Fonda Rotatorio ‘iﬁ'&..&'ﬁ&‘%’ﬁ'i‘wfn pe o
VT it e Y =
——-.——-:——2 l ABR 200 ¢

ES TRADUCCION FIEL Y COMFLETA, de la cual se de:a copia en los

i Faer |,

archivos de estas oficinas para isu confrontaci

Santafé de Bogotd, & de enero de 19%6.

e

7iE

)
—
a
e

v = —rra v !
- -
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PO CAVELIER A

ABOGADOS COREC ELECTAONICO MUNDIAL: CAVE

+ ——

TELEFAR: {37) (1] 5577830

TELEFONO (37] (1) 2120100
Tewtx, 43479 CAVE CO EDIFICIO SISKI
11317407373 CAVE UC CARRERA 4%, No. 72-35 CABLES: CAVELEYES

BOGOTA 8, COLOMBIA

Sefior Jefe de la

DIVISION DE NUEVAS CREACIONES
Superintendencia de Industria y Comercio
E. s- Dl

L

Poderdante: BOEARINGER INGELHETM INTERNATIGNAL GMBH

Poder conferido el: 12-12-95.

Yo, GERMAN CAVELIER, obrando en mi ¢alidad de apoderado
principal del poderdante arriba mencionado atentamente
manifiesto a Usted que sustituyo el "goder gque me ha sido
conferido en la persona del doctor EMILIO FERRERO, Abogado con
Tarjeta Profesional No. 31. 929, con todes lasﬁﬁaqpltades gue me.,

Se DL, 18 eIt LaRCut
fueron conferidas. -'N‘ﬂ-uﬂfﬁJ:{1‘,'t
. . IIJ| v T L ang

Hago la anterior sustitucién conforme: a1 agtllﬂti‘iozu% ‘del

Cédigo de Procedimiento Civil ya 9que lop tros sustitutos

=  PRBLU -
faltan en este momento. ) g J&ﬁﬁu -

L

Befior Jefe,

GERMAN CAVELIER
T.P.A. No. 832
C.C. No. 2.877.924 de Bogotéa

EMILIO FERRERO
T.P.A. N2 31,929 _
C.C. No. 438.019 de Usaquén Lo

. 2e-780-2 e

CAVELIER ABOGADOS NIT. 360.041.367=3
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NOTARIA SEXTA DE BOQGOTA gk
RECONOCIMIENTO Y PRESENTACION I‘ERSONAI.
Bogot4,,D. C. e
Anty BN, PAZLD XIENDZZ BARAIASA.
NOTARID SEXTO ENCARGADOD Dy RCULO DE 0 c|
Comparazi6eron). 7 A
(C)C) & //J 2L ’40
= LEJ 2>
= _.
_—— ‘Ah\
Quien{es) oxniud_2ryd) .als) ?,
7
Yy I‘S’ IJhr.‘li‘a’..) ldl‘lh_r!,‘) p—— “hb
domiciliadals) m.Bngara y dacard/aran) qus lale) firme(s) que
eparecen{n} #n ef i35ty Corn o ea(san) 1xa) suyde) ¥ e T S
@uo ol contenids dot misma o3 clarta. s ff-éﬁi;t:ﬂ"{:“'"

£n constancis 89 firins 93ia Dil'zancis,
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O 03/037350 A1l

(12) INTERNATIONAL AFFLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) / /

(19) World Intellectual Property Organtzation
International Borean

(43) Internationsl Publication Dats
8 May 2003 (08.05.2003)

PCT

(10) International Publication Number

WO 03/037350 Al

(1) lnternationnl Pateat Classification™ ASIK3N/8S,
9X00, 9/14, 920, 47726, AS1P 11/02, 11/06, 2702

(21) Internaticusl Application Number:  PCT/EP02/11250
(22) Internations] Filing Date: 8 October 2002 (08.10.2002)
(25) Filleg Language: Bnglish
(26) Publication Langmage: English

(30) Priority Duta:
101 52973.2

(71) Applicant (for all designzted Siztes eoxcept US):
BOEHRINGER INGELHEIM INTERNATIONAL
GMBH [DE/DE}; Binger Sir. 173, 55216 INGELHEIM
(DB).

26 Ocinher 2001 (26.102001) DB

Inventors; and

%) loventors/Applieants (for US only): WADA,
Kolcht [JPAIP]; 2-59-17, Shirogana, Inagawa-cho,
KAWABE-GUN, Hyogo 5566-0257 (JF). NAKATANI,
Mansbu [JPAP]; 5-16 Matmugaokscho, KAWAN-
ISHI, Hyogo 666-0037 (P). OHKI, Toshimltsn
[JP/JP]; 4-2540, Kands, IXHDA, Omia 563-0043
(JP). TOYOSHIMA, Keazo [JP/IP]; 7-25, Higashi-asahi-
gaoka, IKOMA, Naza 630-0254 (IP).

33

(74) Common Representativee BOLHRINGER INGEL-
HEIM INTERNATIONAL GMBH; Binger Stz 173,
55216 INGELHEIM (DE).

(81) Desiguated States (national): AE, AG, AL, AM, AT, AU,
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New dry and aqueous Epinastine-Syrup-Formulation

The present Invention refers to a new formulation of epinastine In form of a powder
(dry syrup) to be mixed with water prior to use. Epinastine among others Is for
treating allergles, pain, In particular chronlc paln and inflammation caused pain,
migraine, asthma, rhinitis, conjunctivitis and/or bronchitis (f.e. EP-B-0 035 749, EP
1000623). In particular, the formulation s for treating allergies, dermatitis, rhinitis,
conjunctivitis, bronchitis and asthma.

State of the Art

Epinastine, chemically known as 3-Amino-8,13b-dihydro-1H-dibenz-
[c.flimidazol[1,5-a]azepine and lis acld addition salts are disciosed for the first time In
the German Patent application P 30 08 944.2 which forms the basis for EP 0035749.

Chemicslly epinastine Is represented by the following formula, which does not reflect
stereochemical properties:

Ny NH,
7\

_——

Eplnastine can be used either as free base or as a pharmaceutically acceptable salt
thereof. Preferably, epinastine is used as hydrochioride.

If not specified further In the context of the present invention the term epinastine is
used for the free base as well as for pharmaceutically acceptable ealts.

Methaods for its preparations can be taken from EP 0486306 or from WO 01/40229.
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Epinastine is marketed in Japan under the brand name Alesion and most often is
used due to iis antfhistaminic effects.

The state of the art prefers tablets as application form for epinastine.

Howevaer, especlally for children or the elderly people, tablets are not easy io take
and therefore there is a need of new formulation easlly applicable by chlidren or
elderly people.

Summary of the present Invention

It was found that & sultable formulation for such a group of customers like children
and the elderly might be liquid formulations. However, it tumed out that epinastine
has a strong taste of bitterness.

As a consequence there was a need — and {o solve this Is one objective of the. -
present Invention - io develop a neutral or good tasting liquid formulation of
epinastine and/or one of its pharmaceutically acceptable acid addition salts.

Another objective of the present Invention is to provide a liquld epinastine-formulation
" which can be stored for some time without the risk of fast decreasing pharmaceutical

quality.

Still ancther objective of the present Invention Is to create an easy to handle
epinastine-formulation for to provide a liquid. Such a liquid formulation shall also be
rather a solutlon than a dispersion in order to improve its acceptance by the patient.
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Description of the present Invention

The present invention relates to a p6wder-like formuletion (dry syrup) of epinastine,
elther In enantiomeric, racemic form or a salt thereof, which is mixed with water prior
to use. To do 3o It is required that the powder is dissoived in water very quickly.

In the context of the present invention the term “powder” is used simultaneously with
the term “dry syrup® which in tum stands for an essentlally water-free admixture of
the active form of epinastine, preférably epinastine-hydrochloride, and
pharmaceutically acceptabie additives and adjuvans necsssary to form an aquecus,
sweet tasting formulation of the active substance when mixed with water.

Surprisingly, it was found that aqueous formulations of epinastine-hydrochloride
cause two different kinds of bad tasting n form of strong bittemess. On one hand
there Is a quick-acting kind of bittemess and on the cther hand there s a lasting
bliterness that Is tasted for qulite a iong time.

Unfortunately, the bitter taste of epinastine could not be masked by the use of one
conventional taste masking agent as sucrose for example.

In stead It was found that the taste of strong bitterneas can be overcome by the
combination of quick- and slow acting sweeteners and flavouring agents.

As a consequencs thereof a preferred embodiment of the formulation of the present
Invention should comprise at least one of each kind of these masking agents.

For the masking of quick-acting bitterness, saccharin sodium, erithritol and/or
aspartame tumed out to be sffective. Ancther sultable group of compounds
comprises sugars and suger-derived polyols such as sucrose, D-sorbltol, glycerin
and D-mannttol. Preferably, the formulation comprises saccharin sodium, erithritol
and/or aspartame. Most preferred Is the combination of saccharin sodium, erithritol
and aspartame.
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The amount of the at ieast one masking agent for to mask the quick-acting blilemess
depends of the agent used.
In case of saccharin sodlum, It Is between 0.1 % w/w and 2.0 % w/w of the powder

formulation. Preferably the amount Is 0.8. %

In case of erithritol it is between 50 % w/Mw and 95 % wiw of the powder formulation.
Preferably the amount [ 75 to 80 % w/w, most preferred it 1s 80% wiw.

And in case of aspartame It is between 1 % w/w and 30 % wiw of the powder

" formulation. Preforably the amount Is 5 to 15% w/w, most preferred it ls 10%.

For masking the lasting bittsmess glycyrrhizinates were found to be highly effective.
Among them glycyrrhizinic acid and/or monoammonium glycyrrhizinats are the
preferred ones, The most preferred one Is monoammonium glycyrrhizinate.

The amount of monoemmonium glycyrrhizinate in the powder formulation Is 0.1:%
wiwand 3.0 % wiw of the powder formulation. More:preforred are 0.1:to 1% wiw and
most preferred is 0.6%:

The formulation further may comprise adjuvans, among which are for example pH-
adjusting agents. It Is preferred to add such pH-adjusting agents to adjust the pH of
the resulted liquid to a velue of between 5 and 8, preferably 8 and 7. Among those
agents are cltric-acid, succinlc acld, tartaric acid, acetic acid, cltrates, acetates,
vitamin C, hydrochloric acid, carbonates, phosphates, disodium phosphats,
monosodium phosphate, sodium-, calclum-, potassium- and/or magnesium-
hydroxide. Preferred are biurffer eubstancas like disodium phosphate.

Further commonly other used additives can optionally be added, too.
Among these are

/J
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- binding agents such as hydroxypropylicellulose, methyicellulose,
hydroxypropylmethyicellulose, hydroxyethylcaliulose, starch, dexirin, gelatine

and polyvinylpyrolidone, preferably hydroxypropyicelluioss,
- flow agents such as hydrated silicon dioxlde, light anhydrous sillcic acid,

- odorizors such as sunfix orange No.22734 (commercial name, sunfix orange
which Is preferred contains orange flavour (30%wi/w), acacla (30%w/w) and
dextrin(40%w/w)), orange oll, mentha oll, eucalyputus strawberry flavour,
vanilla flavour, yoghurt flavour and other flavours known in the art,

- colour pigments such as food ysllow No.5, also being known as sunset yellow
FCF {dlsodium salt of 8-hydroxyl-5-{4-sulfophenylazo)-2-naphthalenesutfonic
acld), the latter being preferred, ferric oxide, and other food colour pigments,
f.e. the ones known in Japan as food red No.3, 102,105 and 108, food yellow
No.4 and other food colours known In the art, and/or

- preservatives such as benzoic acid, salts thereof, preferably sodium benzoate,
paracxybenzoic aclds, salts thereof and other known preservatives, whereby
sodlqm benzoate is prefemed and

- effervescent agents such as bicarbonate.

The amount of eplnastine or Its salt Is between 0.5 % w/w and 5 % wiw of the powder
formulation. More Preferred is an amount of between 0,5 % w/w and 2 % w/w, the
most preferred amount Is 1 %.

The powder formulation preferably does not contaln an active substance which is not
epinastine or a pharmaceutically acceptable salt thereof.

The active substancs, preferably epinastine-hydrochloride and all the additives are
mixad to a powder and than the pdwder is mixad with water to preferably obtaln a
liquid formulation. Although the liquid formulation may either be a solution,
suspension or a collold, the preferred liquid formulation s a transparent and clear
aqueous solution.
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It Is preferred o mix the powder formulation with water to obtain a liquid having a
concantration of between 250mg per 5-50mi and 2000mg per 10-100 mi , preferably
the amount is between 50 mg per 10 mi and 2000mg per 10ml.

i epinastine-hydrochlord is used, the amount in the context of the present Invention
Is (about) the same as for the free base.

In order to ensure that the patient easlly can prepare the liquid formulation the
inventive powder formulation (dry syrup) can be delivered In certain packages. It
these packages the water and the inventive powder formuiation are stored separately
from each other. The package further allows the both components to mix in an easy

way.

As a consequence thereof the present invention also relates to a kit comprising two
components, a) the inventive powder formulation and b) water, both components
separated from each other.

In the state of the art several botties having spacial caps are known to solve this
issue. Most often in such packages the liquid solvant can be stored In a bottle of
glass, plastic, metal and so on while the cap for closing the bottie comprises a
chamber to take the dry powder formulation. Prior to use the patient can take of the
powder of the cap and mix it with the water In the botle. This mixing proceas can
either be done consclously, meaning the patient actively takes the powder and puts [t
Into the water. In other embodiments the patient can initiate the mixing process in a
more automnatic way by for example just ecrewing, pressing, shaking the cap or the
bottle In order to put away a barrier in the chamber contalning the powder and by
doing so allowing it to fail from the cap into the bottles.
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Such packagings are disclosed for example In EP 0509189, EP 0344848, EP
0217425, EP 0093080, US 3802604 and others. Herewlth, all of these devices are
incorporated by reference. Other, similar devices might be used, too.

Besides, such package forms the dry syrup formuiation can be stored in an
aluminlum or plastic-bag or In an aluminium or plastic bottle. The such stored powder
then can be used with a pre-metered amount of water, stored In another package or
the freshly filled drinking water is used.

Other package systems may be used, too.

In the context of the present Inventlon the powder formulation can also be pressed to
tablet to be dissolved In water, for example an effervescent tablet. In such an
embodiment the tablet — just as the powder formulation - may additionally comprige
an effervescent agent such as blcarbonate.
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Experimental
New dry and aqueous epinastine- Syrup-Formulation 0.5%.
[Powder-Formulation No. 1 3 4 | 5 8 | 7
epinastine hydrochloride | 6 5 5 5 |
[mg]
glycerin [mg] 0 0 | 0 | 0 | O 0 | 350 |
sucrose [mg] 0 0 0 0 | 0 [ 540 | 620 |
anhydrous citric acid [mg] | 0 0 0 [ 0 0 25 0
monoammonium 7 1 0 6 6 | 6 0 0
glycyrrhizinate [mg]
saccharin sodium [mg] 0 6 4 0 [ 5 0
"sodium fumarate {mg] 10 | 10 0 0] 51 0 | 10
%Eo_dlum phosphate [mg] | 0 0 ] 0 3 | 16 | 10 0
erithritol [mg] 023 | 010 | 025 | 916 | 904 | 395 | O
aspartame [mg] 60 | 60 | 60 | 60 | 60 | 25 0
sodium benzoate [mg] 0 0 0 0 0| O 15
Results
Appearance when mixed | white | clear” | white | clear” | clear” | clear” | clear |
with water*
Masking of Bittemess good | good | good | good | very | good | good
good

¥ the amount of water Is not significant. However, 1g of powder preferably should be

readily soluble In 5-50 m} of watar.
s *Clear In the meaning of transparent

S7
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New dry and aqueous epinastine-Syrup-Formulation 1.0%

[Powder-FormulationNo. | 8 | @ [ 10 [ 11 [ 12 | 18 [ 14 °
epinastine hydrochloride | 10 | 10 | 10 | 10 | 10 | 10 | 10
[mg]
glycerin [mg] 0 | 0 0 0 0 | 350 |
sucrose [mg] - 0 0 0 0 0 b42 | 425
anhydrous cliricacid[mg] [ O 0 0 0 0 25 0
monoammonium 10 0 10 6 8 0 | 0
glycyrrhizinate [mg]
saccharin sodium [mg] 0 10 5 0 8 0 [ 0

['sodlum fumarate [mg] 2% | 10 | 0 | 6] 5 | 0 | 10
disodium phosphate [mg] | 0 0 0 10 | 6 | 0 | ©
erfthritol [mg] 850 | 859 | 854 | 838 | 835 | 397 | 200
aspartame [mg] 100 | 100 | 100 | 100 | 100 | 25 0
hydroxypropyiceliulose 0 [ 20 { 20 { 20 | 20 | © 0
fmg]
hydrated silicon dioxide 1 1 1 1 1 110
[mg]

‘Odorizor* [mg] 0 MO OO 0]
food yellow No.5* [mg] 0 | (0.05) | (0.05) | (0.05)] (0.05)] (0.05)| ©

sodium benzoats [mg) o ] 0 ] 0 | 01005

Results
Appearancs when mixed | white | clear” | white | clear” | clear” | ciear” | clea
with water™* '

Masking of Bitterness good | good | good | good | very | good | good
. good

"sunfix orange No.22734 (commercial name) containing orange flavor (30%wiw),
acacla (30%w/w) and dexrin (40%w/w).

** Another name of Food yellow no.5 is sunset yellow FCF (disodium salt of 8-

§  hydroxyl-5-(4-sulfophenylazo)-2-naphthalenesulfonic acld.

+* the amount of water is not significant, however, 1g of powder preferably should be
readlly soluble in 10-100 m! of water.

¥ Clear in the-meaning of transparent.
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Claims

1. Phamaceutical powder formulation comprising an active agent based on
epinastine and/or an acid addition salt, preferably the hydrochloride, at least two
kinds of sweetsners and/or flavourings and optionally further pharmaceutically
acceptable adjuvans, whereby one of the at least two kinds of swesteners and/or
flavourings Is for to mask the quick-acting bitterness of the active agent and the
other cne is for fo mask the long-acting blttemess of the active agent.

2. Phamaceutical powder formulation according to claim 1, characterised In that the
at least one sweetener and/or flavouring for to mask the quick-acting bitterness is
selectad from saccharin sodium, erithritol, aspartame and/or sugars or other
polyols such as sucrose, glycerin, D-sorbitol and D-mannitol.

3. Pharmaceutical powder formulation according to claim 1 or 2, charatterised in.
that the at least one sweetener and/or flavouring for to mask the quick-acting
bittemess Is selected from saccharin sodium, erithritol and aspartame. -

4. Phamacsutical powder formulation according fo claim 1 to 3, characterised In
that the at least one sweetener and/or fiavouring for to mask the quick-acting
bittemess Is a combination of saccharin sodium, erithritol and aspartame.

5. Phammacsutical powder formulation according fo any of claims 1 to 4,
charactarised In that the at [sast one sweetaner and/or flavouring for to mask the
long-acting bittemess Is a glycyrrthizinate or glycyrrhinic acld, preferably selected
from mono-, dl-ammonlum glycyrrhizinate, di-, ti-sodium glycymhizinate and/or
dipotassium glycymrhizinate, most preferably monoammonlum glycyrrhizinate.
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Pharmaceutical powder formulation according fo any of claima 1 to 5,
characterised In that the formulation further comprises a pH-adjusting agent
selected from the group of citric-acid, citrates, succinlc acid, tartaric acld, acetic
acid, acetates, vitamine C, hydrochloric acid, carbonates, sodium-, calclum-,
potassium- and/or magneslum- hydroxide, phosphates, preferably
disodiumphosphate and/or monosodium phosphate, most preferably monosodium

phosphate.

Pharmaceutical powder formulation according to any of claims 1 to 6,
characterised In that the formulation further comprises at least one adjuvans
selected from the group of odorizers, colour pigments, preservatives, flow agents
and/or binding agents.

Phamaceutical powder formulation according to any of claims 1 to 7,
characterised in that the formulation comprises eplnastine-hydrochloride in an
amount of between 0.5% wi/w and 5 %w/w, saccharin sodium In an amount of
betwesn 0.1 % w/w and 2.0 % w/w, erithritol in an amount of betwaan 50 % w/w
and 95 % w/w, aspartame In an amount of between 1 % wiw and 30 % wiw,
monoammonium glycymhizinate in an amount of 0.1 % w/w and 3.0 % w/w and
optionally disodiumphosphate, sodlum fumarats, hydroxypropyicallulose,
hydrated sllicon dioxide, orange flavor, acacla, dextrin and /or disodlum salt of 6-
hydroxyl-5-{4-sulfophenylazo)-2-naphthalenesulionic acid.

. Pharmaceutical powder formulation according to any of claims 1 to 8,

characterised In that the formulation comprises epinastine hydmchloﬂdé.
monoammonlum glycyrrhizinate, saccharin sodlum, sodlum fumarata, erithritol,
aspartame, hydroxypropyicellulose, hydrated silicon dioxide, orange flavour,
acacia, dextrin and disodium salt of 8-hydroxyl-5-(4-sulfophenylazo)-2-
naphthalenaesuifonic acld.
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10. Pharmaceutical powder formulation according to any of claims 10 8,
characterised In that the formulation comprises an effervescent agent.

11.Pharmacseutical tablst, comprising the Ingredients of the powder formulation
according to any of claims 1 to 10.

12.Liquid formulation available by mixing any of the powder formulations of claims 1
to 10 or the tablet of clialms 11 with water. '

13.Liquid formulation according to claim 12, characterised In that the formulation is a
solution.

14, Liquld formulation according to claim 13, characterised in that the formulation Is a
dispersion. ' :

15.LIquid formuiation according to clalm 12 or 13, characterised in that the
formulation comprises & pH-adjusting agent according to clalm 6 In an amount to
adjust the pH to between 5 and 8, preferably to between 6 and 7.

16.Liquid formulation according to any of claime 12 to 15, characterised by an
amount of epinastine of between 0.09 mg and 35 mg per 10 ml, preferably of
between 0.4 mg and 18 mg per 10 ml.

17.Liquid formulation according to any of claims 12 to 15, characterised by an
amount of epinastine-hydrochioride of between 0.1 mg and 40 mg per 10 ml,
preferably of between 0.5 mg and 20 mg per 10 mi.

'18.Liquid formulation according to any of claims 12 to 17, characterised In that 250

mg to 2000 mg of a powder formulation according fo any of claims 1 to 9 or the
tablet of clalm 11 are mixed with 10 to 100 ml of water.

23
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19. Package comprising a kit of a powder formulation according to any of claims 1 to
10 or the tablet of claim 11 and separated thereof water to obtaln a liquid
formulation according to any of claims 12 to 18 if the powder and the weter are

mixed together.

20.Package according to claim 19, characterised In that the package is a bottie with
a cap comprising a chamber, that can be opened easily In a manual way or by
screwing or pressing the cap onto the bottle, the chamber contalning a powder
formulation according to any of claims 1 to 10 or the tablet of claim 11 and the
bottle compriaing the water.

21.Use of a powder formulation according to any of claims 1 to 10 or use of the tablet
of claim 11 to mix with water to obtain a formulation according to any of claims 12

to 18.

22.Use of a formulation according to-any of claims 1 to 18 for to manufacture a
medical preparation forto treat allergies, pain, in particular chronlc pain and. -
Inflammation caused pain, migraine, asthma, rhinitis, conjunctivitis and/or
bronchitis, preferably for to treat allergles.

23.Method of treating allergies, paln, In particular chronic pain and Inflammation
caused paln, migraine, asthma, rhinltis, conjunctivitis and/or bronchitls, preferably
for fo treating allergies characterised by mixing a powder formulation according to
any of claim 1 to 10 or the tablet of clalm 11 with water to obtain a liquid |
formulation according to any of claims 12 to 18 and to apply this formulation to a

patient.

24.Process for making a powder formulation according to any of claims 1 to 10 by
mixing the different components together.
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25.Process for meking a tablet according to clalm 11 by mbdng the different
components together and subsequent pressing thereof.

s 26.Process for making a liquid formulation according to any of claims 12 to 18 by
mixing the powder formulation according to any of clalms 1 to 10 or the tablet
according to claim 11 with water.
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declares that those additional -
designations are subject to confirmation
and that any designation which Is not
confirmed before the expiration of 15
months from the prlority date is to be
regarded as withdrawn by the applicant
at the expiration of that time lmit,
V8 Exclusion(s) from precautlonary NONE
designations
Vi Priority ¢laim of earlfer national
application
VI-1-1 | Filing date 26 Octobexr 2001 (26.10.2001)
Vi-i-2 | Number 101 52 973.2
VI-1-3 {Country DE

vil-1

international Searching Authority
Chosen

European Patent Office (EPO) (ISA/EP)




4/5 29
PCT REQUEST 1-1261-PCT
Qiiginal (for SUBMISSION) - printed on 04.10.2002 11:26:09 AM

vill Declaratlons Number of declarations
Vii-1 Declaration as to the tdentity of the -

inventor
Vill-2 | Declaration as to the applicant's -

entitlement, as at the intamalicnal filing
date, to apply for and be granted a
patent

Vill-3 | Declaration as to the applicant's -
enttlement, as at the International filing
date, to ctaim the priority of the eartier
application

Vill-4 | Declaration of inventorship {only for the | .
purposes of the designation of the
United States of America)

Vill-5 | Declaration as to non-prejudicial -
disclosures or exceptions 1o lack of

novelty
X Check fist number of sheets electronic file(s) attached
XA Request (including declaration sheets) |5 -
IX-2 Description g9 -
X-3 Claims 5 -
IX-4 | Abstract 1 EZABST00, TXT
1X-5 Drawings 0 -
IX-7 TOTAL 20

AccompanylngTEms paper document(s) attached electronic file(s) attached
1X-8 Fee calculation sheet v -
iX-13 " | Priority document(s) Itemis) VI-1 -
(X-17 [PCT-EASY disketls - Diskette
IX-18 | Figure of the drawings which should

accompany the abstract
IX-20 |Language of filing of the English

international application
X-1 Signaturs of applicant, agent or

common representative
X-1-1  {Name BOEHRINGER IN HEIM INTERNATIONAL GMBH
X-1-2 {Name of signatory Dr. Klas - -
X-1-3 | Capacity rpa

+

X-2 Signature of applicant, agent or
common representative

X-2-1 jName BOEHRINGER INGELHEIM INTERNATIONAL GMBH
X-2-2 }Name of signatory Dr. Fuchs
X-2-3 | Capacity i.V. %

FOR RECEIVING OFFICE USE ONLY

10-1 Date of actual recelpt of the
purported intemnational application




5/5
PCT REQUEST 1-1261-PCT
Oniginal {for SUBMISSION) - printed on 04.10.2002 11:25:09 AM
102 Drawings:
10-2-1 | Received
10-2-2 | Not received
10-3 Gorrected date of actual recelpt due

to later but timely received papers or
drawings completing the purported
International application

10-4 Date of timely receipt of the required
corrections under PCT Article 11(2)
10-5 International Searching Authority ISA/EP
106 | Transmittal of Search copy delayed
until search fee is paid
FOR INTERNATIONAL BUREAU USE ONLY
111 Date of receipt of the record copy by

the International Bureau

30



e By | 7/

The demand must be filed directly with the competent International Preliminary Examining Authority or, if two or more Authorities are competent,
with the one chosen by the applicant. The fill name or two-letter code of that Authority may be indicated by the applicant on the line below:

IPEA/ R Yo G b A T
PCT L?@ﬁ,«»hg@mw ~n
DEMAND P . g 2 o

under Article 31 of the Patent Cooperation Treaty:
The undersigned requests that the international application specified below be the subject of
international preliminary examination according to the Patent Cooperation Treaty and
hereby elects all eligible States (except where otherwise indicated).

For International Preliminary Examining Authority usc only

Identification of IPEA Date of receipt of DEMAND

Applicant’s or agent’s file reference
BoxNo.1 IDENTIFICATION OF THE INTERNATIONAL APPLICATION | ‘7503 008 "

Itemational application No. e Gctobes 2005 (o8 10165, | 56 Qe e tdaytmanhisear)
ober oper

PCT/EP 02/11250 ( ) ( )

Title of invention

New dry and aqueous Epinastine-Syrup-Formulation

Box No.TI APPLICANT(S)

Name and address: “&?‘ﬂw byxfmnam. ﬁ)ralegalamly ! official designation. | Telephone No.
include posi 7.
BOEHRINGER INGELHEIM INTERNATIONAL GMBH |20 192/77-2003

Facsimile No.
06132/77-4377
55216 Ingelheim Teleprintor No.

Applicant’s registration No. with the Office |

-State (that is, country) of nationality: State (that is, country) of residence:

DE DE

Name and address: (Family name followed by given name; ﬁralegalcndyﬁdlqﬁcialdsignaum The address must inchide pastal code and name of country,)
WADA, Koichi

2-59-17, Shirogane, Inagawa-cho

Kawabe-gun

Hyogo 666-0257

JP

fjtapte (that Is, country) of nationality: State (that is, country) of residence:
P

Name and address: (Family name followed by given name; Jor alegul entity, full official designation. The address must inchude postal code and name of country)
NAKATANI, Manabu

5-16 Matsugaoka-cho

Kawanishi, Hyogo 666-0037

JP
State (zhat is, country) of nationality: State fihat is, country) of residence:
JP JP

Further applicants are indicated on a continuation sheet.

Form PCT/IPEA/401 (first sheet) (March 2001; reprint January 2003) See Notes 1o the demand form




Sheet No. .2 International application No.

PCT/EP 02/11250

Continuation of Box No. II APPLICANT(S)
If none of the Jollowing sub-boxes is used, this sheet should not be included in the demand

Name and address: (Farily name followed by given name; for a legal enuuy, full official designation. The oddress must include postal code and name of counry)
OHKI, Toshimitsu
4-25-40, Kouda

Ikeda

Osaka, 563-0043

JP

State fihat is, country} of nationelity; State (that i, country) of residence:
JP JP

Narne and address: (Family nene followed by given name; jor a fegal entdy, full official designation. The address must inchude posial code and rame of counny)
TOYQSHIMA, Kenzo

7-25, Higashi-asahigaoka

lkoma

Nara 630-0254

JP

State (thar is, country) of nationality: State +that is, eountry) of residence:

Name and address: (Family name followed by given name. for a legal ennty, fill official dasignasion. The address must inciude postal code and name of courtry.)

State {that is, country} of nationality: - State (that is, counrryj of residence:

Name and address: (Family name foliowed by given name; for a lega! entizs, full official designation. The address must melude posial code and name of country}

State (that is, country) of nationality: State (that is, country) of residence:

D Further applicants are indicated on another continuation sheet.

Form PCT/IPEA/40] {conunuation sheet) (March 2001; reprint January 2003) See Notes 1o the demand form
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International application No.

3
Sheet No. .=~ PCT/EP 02/11250
Box No. [T AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

The following personis [ | agent [] common representative
and D has been appointed earlier and represents the applicant(s) also for international preliminary examination,
D is hereby appointed and any earlier appointment of (an) agent(s)/common representative is hereby revoked,

D is hereby appointed, specifically for the procedure before the Intemationat Preliminary Examining Authority, in addition to
the agent(s)/common representative appointed carlier.

Name and address: (Family name followed by given name. for a legal entisy, full official designation. | Telephone No,
he address must include postal code and name of country.)

Facsimile No.

Teleprinter No.

Agent’s registration No. with the Office

D Address for correspondence: Mark this check-box where no agent or common representative isthas been appointed and the
space above is used instead to indicate a special address to which correspandence should be sent.

Box No.IV BASIS FOR INTERNATIONAL PRELIMINARY EXAMINATION

Statement concerning amendments:*
1. The applicant wiskes the international preliminary examination to start on the basis of:

the international application as originally filed
the description [E as originally filed
as amended under Article 34

the claims as originally filed
as amended under Article 19 (together with any accompanying staterment)

as amended under Article 34

the drawings as originally filed

LI Tk

as amended under Article 34

2. I:I The applicant wishes any amendment to the claims under Article 19 to be considered as reversed.

3 D The applicant wishes the start of the international preliminary examination to be postponed until the expiration of 20 months
from the priority date unless the International Preliminary Exemining Authority receives a copy of any amendments made
under Article 19 or a notice from the applicant that he does not wish 10 make such amendments (Rule 69.1(d)). (This check-
box maqy be marked only where the time limit under Article 19 has not yet expired)

* Where no check-box is marked, intemational preliminary examination will start on the basis of the international applicatior.
as originaily filed or, where a copy of amendments to the claims under Article 19 and/or amendments of the international application
under Article 34 are received by the Intemational Preliminary Examining Authority before it has begun to draw up a written opinion
or the international preliminary examination report, as so amended.

Language for the purposes of international preliminary examination: ENGLISH. ...
which is the language in which the international application was filed.
D which is the Janguage of a translation furnished for the purposes of international search,
D which is the language of publication of the international application.
D which is the language of the translation (to be) furnished for the purposes of international preliminary examination.

Box No.V ELECTION OF STATES

The applicant hereby elects all eligible States (that is, all States which have been designated and which are bound by Chaprer If of
the PCT)

excluding the following States which the applicant wishes not to elect:

Form PCY/IPEA/40] (second sheet) (March 2001; reprint January 2003) See Notes to the demand form



International application No.
Sheet No. .4.
PCT/EP 02/11250
Box No. VI CHECK LIST
The demand is accompanied by the following elements, in the language referred to in For International Preliminary
Box No. 1V, for the purposes of international preliminary examination: Examining Authority use only
recerved not received
1. translation of international application : sheets D I:I
2. amendments under Article 34 : sheets 'l [
3. copy (or, where required, translation) of
amendments under Article 19 : sheets | E]
4. copy {or, where required, translation) of
statement under Article 19 : sheets D D
5. letter : sheets D D
6. other Gpecify) : sheets D D

The demand is also accompanied by the item(s) marked below:

L fee calculation sheet 5. D statement explaining lack of signatre
2. [] original separate power of attomey 6.[] sequence listings in computer readablc form
3.[] original general power of attorney 7.[7] wblesin computer readable form related to
sequence listings
4. D copy of general power of attorey; .
reference number, if any: 8. [ other specif:

Box No. VIT SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Next to each signature, indicate the name of the person signing and the capacity in which the person signs (if such capacity Is not obvious  from reading the demangd),

BOEHRINGER INGELHEIM INTERNATIONAL GMBH

=74
%Fu/chs

For International Preliminary Examining Authority use only

1. Date of actual receipt of DEMAND:

2. Adjusted date of receipt of demand due
to CORRECTIONS under Rule 60.1(b):

3 D The date of receipt of the demand is AFTER the expiration of 19 months D The applicant has been
) from the priority date and item 4 or 5, below, does not apply, informed accordingly.

D The date of receipt of the demand is WITHIN the period of 19 months from the priority date as extended by virtue of
Rule 80.5.

5. D Although the date of receipt of the demand is after the expiration of 19 months from the priority date, the delay in arrival
is EXCUSED pursuant to Rule 82,

For International Bureau use only

Demand received from IPEA on:

Form PCT/IPEA/401 (last sheet) (January 2003) See¢ Notes 1o the demand form



PCT

FEE CALCULATION SHEET

Annex to the Demand

- For Internatienal Preliminary Examining Authority use only  mm
Internationa

application No. PCT/EP 02/11250

Applicant’s or agent’s
file referance 1/1261-PCT _ Date stamp of the IPEA
Applicant

BOEHRINGER INGELHEIM INTERNATIOAL GMBH

CALCULATION OF PRESCRIBED FEES

1. Preliminary examination fee ..o , 1-530|T‘

2. Handling fee /dpplicants from certain States are
entitled 10 a reduction of 75% of the handling fee.
Where the applicant is {or all applicants are) so
entitled, the amount 1o be entered at H is 15% of the I | H I
handling fee.) ... e 159

3. Total of prescribed fees
Add the amounts entered at P and H
and enter total in the TOTAL boX....cccovvccvvmvecveernene. 1.689 €

TOTAL

4

MODE OF PAYMENT
IZ' authorization to charge deposit I:I cash
account with the IPEA (se= below)
D cheque D revenue stamps
l:l postal money order D coupons
D bank draft D other (specify).

AUTHORIZATION TO CHARGE (OR CREDIT) DEPOSIT ACCOUNT
{This mode of payment may net be available at alf IPEAs)

ipEA/ EP
Authorization to charge the total fees indicated above, Deposit Account No.: 2800.0140
(This c.hec -box may be marked only ;'fz_he condinpm _for Date: 2. May 2003
o et any defiency o crd amy verpayment Name: GER INGELHEIM GMBH

the total fees indicated above.
Signature:

DrFuchs

Form PCT/IPEA/401 (Annex) (March 2001; reprint January 2003) See Notes 10 the fee calculation sheet
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From the INTERNATIONAL BUREAU j/é)

PCT
NOTICE INFORMING THE APPLICANT OF THE
f&)ﬁ%ﬁgﬁ!}gN OF gggéhwgg% BOEHRINGER INGELHEIM INTERNATIONAL GMBH
THE Binger [Str. 1785
55216 NGELgE'ﬁa“g CD Patents E
ALLEMAGNE ,
Rule 47.1(c). first sent .
{PCT Rule (<), [1rst sentence) 2 1 Mai 285
Date of mailing{day/month/year} e b L
08 May 2003 (08.05.03) 28 £23eNen | eredigt
Egsgmil _;1_ {ili'\.i
Applicant's or agent’s file reference :
1-1261-PCT ER‘ IMPORTANT NOTICE
Intemational application No. Inmernational filing date{day/month/vear) Priority datefdiay fmonthAear)
PCT/EP02/11250 08 October 2002 (08.10.02) 26 October 2001 (26.10.01)
Applicant

BOEHRINGER INGELHEIM INTERNATIONAL GMEH

l. Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the inlcrnational application to the
following designated Offices on the date indicated above as the date of mailing of this notice:

KP, KR, US

In accordance with Rule 47.1(c), third sentence, those Offices will accept the present notice as conclusive evidence that the communication
of the international spplication has duly taken place on the date of mailing indicated above and no copy of the intermational application is
required Lo be furnished by the applicant 10 the designated Office(s).

19

The following designated Offices have waived the requirement for such a communication at this time:

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, OA, OM, PH, PL, PT, RO, RU, SD, SE, SG, SI, SK, 8L, Td, TM, TN, TR, TT, TZ, UA,
UG, UZ, VC, VN, YU, ZA, ZM, ZW

The cornmunication will be made to those Offices only upon their request. Furthermore, those Offices do nol require the applicant 1o
furnish a copy of the international application (Rule 49.1(a-bis)).

3. Enclosed with this notice is a copy of the inlemationat application as published by the Intemational Bureau on
08 May 2003 (08.05.03) under No. 03/037350

4. TIME LIMITS for liling a demand for inlernational preliminary examination and for entry into the national phase

The applicable time limit for entering the national phase will, subject to what is said in the following paragraph, be 30 MONTHS from
the priority date, not only in respect of any elected Olfice if a demand for international preliminary exanination is filed before the
expiration of 19 months from the priority date, but also 1n respect of any designated Office, in the absence of filing of such demand, where
Article 22(1) as modified with effect from 1 April 2002 applies 1n respect of thal designated Office. For further details, see PCT Gazette
No. 1472001 of | November 2001, pages 19926, 19932 and 19934, as well as the PCT Newsletter, Qctober and Movember 2001 and
February 2002 issues.

In practice, time limits other than the 30-month time Limit will continue 10 apply, for various periods of ume. in respect of certain
designaled or elected Offices. For regular updates on the applicable time limits (20, 21, 30 or 31 months, or other time limit), Office by
Office, refer to the PCT Gazette, the PCT Newslenter and the PCT Applicant’s Guide, Volume 11, National Chapters, all available from
WIPO’s Intemnet site, at http:/oww wipo.intpetenfindex.himl.

For filing a demand for international preliminary examination, see the PCT Applicani’s Guide, Volume TA, Chapter TX. Ouly an
applicant who is a national or resident of a PCT Contracting State which is bound by Chapler il has the right to file & demand for
internaticnal preliminary examination {at prescnt, all PCT Contracting States are bound by Chapler I1).

It 1s the applicant’s sole resporsibilily to monitor all these time limits.

The International Burean of WIPO Authorized officer

34, chemin des Colombettes .
1211 Geneva 20, Swilzerland Judith Zahra

Faccimile No i41.27 740 14 35 Talanhnna Na idl 4% 290 a1 11
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B2 __F__ __,___'_NL From the INTERNATIONAL BUREAU
e —PCT To:
INFORMATION CONCERNING ELECTED
OFFICES NOTIFIED OF THEIR ELECTION g?nEBHHR'NGER INGELHEIM INTERNATIONAL
Binger Str. 173
(PCT Rule 61.3) 55216 INGELHEIM
Germany
Date of mailing (day/month/year)
12 June 2003 {12.06.03)
Applicant’s or agent's file reference
1-1261-BCT IMPORTANT INFORMATION
International application No. International filing date (day/month/year) |Priority date {day/month/year)
PCT/EPD02/11250 08 October 2002 (08.10.02) 26 October 2001 (26.10.01)

Applicant
BOEHRINGER INGELHEIM INTERNATIONAL GMBH et al

i. The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the following
Gffices of its election:

EP :AT,BE,BG,CH,CY,CZ,DE,DK,EE,ES,FI,FR,GB,GR,IE,IT,LUMC,NL PT,SE,SK, TR
National :AU.8G,CA,CN,DE,GB,IL,JP.KP,KR,MN,NO,PL,RO,RU,SK,US

2. The {ollowing Offices have waived the requirement for tho natification of their election; the notification will be sent to them
by the International Bureau only upon their request:

AP :GH,GM,KE LS MW ,MZ,SD,SL,SZ2,TZ,UG,ZM,ZW

EA :AM,AZ,BY KG KZ,MD,RU, TS, TM

OA :BF,BJ,CF,CG,CI,.CM,GA,GN,GQ,GW ML ,MR,NE,SN,TD,TG

National :AE,AG,AL AM,AT,AZ,BA,BB,BR,BY,BZ,CH,CO,CR,CU,CZ,DK,DM,DZ,EC,EE,
ES,F1,GD,GE,GH,GM,HR,HU,ID,IN,IS,KE,KG,KZ,LC,LK,LR,LS,LT,LU,LV,MA MD,MG,
MK.MW,MX,MZ,NZ,OM,PH,PT,SD,SE,SG,SI,SL,TJ,TM,TN,TR,TT,TZ,UA,UG,UZ VC,VN,
YU,ZA ZM,ZW

3. The appiicant is reminded that he must enter the "nationzl phase” before the expiration of 30 months from the priority date
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a
translation of the international application (Article 39(1)(a)}, as well as, where applicable, by furnishing a translation of any
annexes of the international preliminary examination report {Article 36{3)(b) and Rule 74.1).

Some offices have fixed time limits expiring later than the above-mentioned time himit. For detailed information about the
applicable time timits and the acts to be performed upon entry into the national phase before a particular Office, see Valume |l
of the PCT Applicant's Guide.

The entry into the European regional phase Is postponed untit 31 months from the priority date for all States designated for
the purposes of obtaining a European patent.

Authori flicer:
The Internaticnal Bureau of WIPO uthorized officer

34, chemin des Colombettes Frédéric SONTAG (Fax 338 8970)
1211 Geneva 20, Switzerland

Facsimile No. (41-22) 338.89.7¢ Telephone No. {41-22) 338 8391
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From the INTERNATIONAL SEARCHING AUTHORITY PCT
To:
NOTIFICATION OF TRANSMITTAL OF
ggEHRINGER INGELHEIM INTERNATIONAL THE INTERNATIONAL SEARCH REPORT
Binger Strasse 173 Eingang CD Phtents OR THE DECLARATION
D-55216 Ingelheim am Rhfi n
GERMANY 18 Dez. 2402 (PCT Rule 44.1)
A _gesehen | |erledigt $dT ay,
(’) {1 Dats of mailigg 4
day/mont SR
___ (day/montrygar)  18/12/2002 LY
Applicant's or agent's file reference
1-1261-PCT FOR FURTHER ACTION See paragraphs 1 and 4 balow
International application No. Intarnational filing date
PCT/EP 02/11250 caaymenthear) 081102002 Jrz /TS
Applicant f% Pa
BOEHRINGER INGELHEIM INTERNATIONAL GMBH i"‘“’ e g
e_[!hlh noy -

1. [X] The applicant is hereby notified that the Interational Search Report has besn established and is Zra{'lsmmed herewith.

Fliing of amendments and statement under Article 19:
The applicant is entitlad, If he 50 wishes, to amend the claims of the International Application (see Rule 46):

When? The time IImit for filing such amendments is normally 2 months from the date of transmittat of the
International Search Report; however, for more datails, see the notes on the accompanying sheet.

Where? Directly to tha  Intemational Buraau of WIPQ
34, chemin des Colombettes
1211 Geneva 20, Switzerland
Fascimite No.: (41-22) 740.14.35

For more defailed instructions, see the notes on the accompanying sheet.

2. D The applicant is hereby notified that no International Search Report will be established and that the declaration under
Articia 17(2){a) to that effect is transmitted herewith.

3. [] with regard to the protest against payment of (an) addilionai fae(s) under Rule 4.2, the applicant is notited that:

D the protest togethar with the decision thereon has been transmitted to the Intemationai Bureau together with the
applicant's raquast to forward the texts of both the protast and the decision theraon to the designated Offices.

D no declsion has been made yet on the protest; the applicant will be notified as soon as a decision is made.

4. Further action(s): The applicant is reminded of the following:

Shortly after 18 months from the priorily date, the international application will be published by the Intemational Bureau.
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the
priority claim, must reach the Intemational Bureau as provided in Rules 90bis.1 and 90bis.3, respectively, bafore the
completion of the technical preparations for international publication.

Within 19 months from the priority date, a demand for international prefiminary examination must be filed it the applicant
wishes 1o postpone the entry into the national phase until 30 months from the priority date (in some Otfices aven later).

Within 20 months from the priority date, the applicant must parform the prascribed acts for entry into the national phase
befora all designated Offices which have not been elected in the demand or In a later election within 19 months from the
priority date or could not be electad becausa they are not bound by Chapter 1.

Name and malling address of the Intamational Searching Authority | Authorized officer

T ay European Patent Office, P.B. 5818 Patentlaan 2
NL-2280 HV Rijswilk
. _0)» Tel. (+31-70) 340-2040, Tx. 31 651 @po al,
&7 Fax: (+31-70) 340-3016




NOTES TO FORM PCT/AISA/220 57

These Notes are intended to give the basic inatruclions concaming the filing of amandments under article 19. The
Notas are basad on the requiremants of the Patent Cooparation Treaty, the Regulations and the Administrative Instrudtions
under that Trealy. In case of discrepancy belween these Noles and those requirements, the latter are applicable. For more
detailed informalion, see also the PCT Applicant’s Guide, a publication of WIPO,

in these Notes, “Article”, "Rula®, and "Saclion” rafer to the provinions of the PCT, the PCT Regulations and the PCT
Administrative instructions respectively.

INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19

The applicant has, after having receivad tha intermnational search repart, one opportunity to amend the claims of the
inemnational application, It should however be emphasized that, since all parts of the intemational application (claims,
description and drawings) may be amended during the intemational preliminary examination procedurs, there is vsually
no neod to file amendments of the claims under Afticle 19 oxcept where, 8.g. the applicant wants ths latter to be published
tor the purposes of provisional protaction or has ancther reason for amending the claims before intemational pbulieation.
Furthermors, it should be emphasized that provisional protection is svailable in some States only.

What parts of the intamationai application may be amended?
Under Article 19, only the claims may be amended.

During the international phasa, the claims may also be amended (or further amended) under Article 34 before
the Intemationa! Preliminary Examining Authority. The descriplion and drawinge may only be amended under
Article 34 bafore the International Examining Authority.

Upon entry inte the national phase, alf parta of the intematicnal application may bs amended under Asticle 28
of, whete applicable, Article 41.

When? Within 2 moaths frotn the date of transmittal of the intemational asarch report or 16 months from the priority
date, whichever time Gmit expires later. It should be noted, however, that the amendments will be considered
as having been received on lime if they are received by the intemational Bureau after the expiration of the
applicabla time limit but betare the completion of the technical preparations for itemational publication
(Rule 46.1).

Whevre nol to flie the amendments?

The amendments may only be filed with the Intemational Bureau and not with the receiving Office or the
Intemnational Searching Authority (Rule 46.2).

Where a damand for intemnational prefiminary examination has been fis filed, 800 below.

How? Either by cancaelling one or more entire claima, by adding one or more new claims or by amending the text of
one or more of the claims as filed.

A replacement shaet must be submitted for each sheat of the daima which, on account of an amendment or
amendments, diflers from the sheet originally filed.

All the claims appearing on a replacement shest must be numbered in Arabic numerals. Where a claim is
cancelled, no renumbeting of the other claims is required. In all cases where claims are renumbered, they must
be renumbared consecutively {Administrative Instructions, Section 205(b)).

The amendments must be made in the language in which theintemational application Is to be published.

What documents must/may sccompany the amendmenta?
Latter (Section 205(b)):
The amandments must be submitted with a letter.

The latter will not be published with the international application and the amended claims. It should not be
confusod with the “Statement under Article 15(1)" (ses below, under “Statement under Article $8{1)").

The letter must be In English or French, at the choice of the epplicant. Howaver, If the language of the
international application Is English, the letter must be in Engliah; if the tanguage ol the international application
is Franch, the letter must be in French.




NOTES TO FORM PCT/ISA/220 (continued) yo

The lettar must indicate the differences betwesn the claims as filed and the clgims as amended. it must, in
particular, incicata, in conneclion with each claim appearing in the international application (it being understood
that ikdentical indications conocaming several ciaims may be grouped) whether

(i theclaim is unchanged;

() the claim is cancelled;

() the claim is new;

{v) the ¢laim replaces one or maore claimes ag filed;

(v} theclaim is the reault of the division of a claim aa filed.

The following oxamples lilustrate the manner in which amendments mustbe explalned in the
accompanying lettor:

1. [Where originally there were 48 claims and after amendment of some claims thers are 51]:
*Claims 1 to 29, 31, 32, 34, 35, 37 to 48 replaced by amended claims bearing the aama numbers;
clainms 30, 33 and 36 unchanged; new claims 49 to 51 added.*

2. [Where originally there were 15 claims and after amendment of all claimms there are 11}:
*Claims 1 to 15 raplaced by amended claims 1 to 11.°

3. (Where criginally there were 14 claims and the amendments consiat in cancelling some claims and in adding
new claima]:
*Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added.” or
“Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claima unchanged.”

4. [Where various kinds of amendments are made):

*Claims 1-10 unchanged; claims 1§ to 13, 18 and 19 cancelled; ¢claims 14, 15 and 16 repiacad by emended
dlaim 14; claim 17 subdivided intc amended ¢iaims 15, 16 and 17; new claims 20 and 21 added.”

"Statement under article 19(1)" (Rule 48.4)

The amendments may be accompaniad by a statement explaining the amendments and indicating any impact
that such amendmaonts might have on the description and the drawings (which cannct be amended under
Adicle 19{1)).

The statemant will be publishad with the intemational application and the amended claims.
& musat be In the language In which the international appplication Is to be publizhed.
It must ba brief, not exceeding 500 words if in English or if translated into English.

It should not be confused with and does not raplase the letter indicating the differences between the claima
as filsd and as amended. } must be filed on a separate sheet and must be idontified as such by a heading,
preferably by using the words "Statement under Articia 19{1)."

it may not contain any disparaging comments on the intarnational search repert or the relavance of citations
contained in that repornt. Reference to sitations, relevant to a given claim, contained in the intemational search
report may be made only in connection with an amendment of that ¢laim.

Consaquence if a demand for intemationa preliminary examination has atraady been filed

i1, at the time of filing any amendmeants under Aticie 19, a demand for intemational preliminary examination
has already been submitled, the applicant must preferably, at the sams time of filng the amendments with the
intesnational Bureau, &lac file a copy of such amendmerts with the Intemational Preliminary Examining
Authorily (see Rule 62.2(a), first sentence).

Consequence with regard to transiation of the internationat application for entry into the national phase

The applicant’a aitention is drawn to the fact that, where upon entry into the national phase, a transiation of the
claims as amendad under Article 19 may have to be fumished to the designated/elected Offioea, inatead of, or
in addition to, tha trenalation of the claims aa filed.

For turther details on the requirements of each designatedielscied Office, see Volume 1! of the PCT Applicant's
Guide.




PATENT COOPERATION TREATY

PCT 7/

INTERNATIONAL SEARCH REPORT

(PCT Article 18 and Rules 43 and 44)

Applicant's or agent's file reference FOR FURTHER see Notification of Transmittal of intemational Search Reparl
(Form PCTASA/220) as wall as, where applicable, ltem 5 below.

1-1261-PCT ACTION

international application No. International filing date (day/month/yaar) (Earliast) Priority Date (day/month/year)

PCT/EP 02/11250 08/10/2002 26/10/2001

Applicant

BOEHRINGER INGELHEIM INTERNATIONAL GMBH

This Intemational Search Report has been prepared by this Intemational Searching Authority and is transmitted to tha applicant
according to Artcle 18. A copy is being transmitted to the Intemational Bureau.

This Intemational Search Report consists of a total of o) shests.
Itis also accompanied by a copy of each prior art document cited in this report.

1. Basis of the report
a. With regard 10 the language, the intemnational search was carried out on the basis of the international application in the
language in which it was filed, unless otherwisa indicated under this item.
the internationat search was carried cut on the basis of a translation of the international application furnished to this
Authority (Rule 23.1(b)).

b. With regard to any nucleotide and/or amino acld sequence disclosed in the intemational application, the international search
was carried out on the basis of the sequence lisiing :

contained in the Intarnational application in written form.
filad together with the international application in computer readable form.

[

furmshed subsequeantly 10 this Authority in written form.
furnished subseguently t¢ this Authority in computer readble form.

the statement that the subsequently fumished written sequence listing does not go beyond the disclosure in the
international apphication as filed has been fumished.

the statement that the information recorded in computer readable form is identical to the writtan sequence listing has been
furnishad

Certain claims were found unsearchable (See Box [).
Unity of invention Is lacking (see Box |1}

O O 00000

4. With regard to the title,
the text is approved as submitted by the applicant.
the text has been established by this Authority to read as follows:

HE

w

With regard to the abstract,

the text is approved as submitted by the applicant.

D the loxt has boen established, according to Rule 38.2(b), by this Authority as it appears in Box HI. The applicant may,
within one month from the date of mailing of this international search report, submit comments 1o this Authority.

8. The figure of the drawings to be published with the abstract is Figure No. -
D as suggestad by the applicant. m None of the figures.
[T] because the applicant failed to suggest a figure.
[ ] because this figure better characterizes the inventon.

Enren DOTHCA NN (freb ohasil { luhs 1000



INTERNATIONAL SEARCH REPORT

Intemational Application No

PCT/EP 02/11250

A. CLASSIFICATION OF S{UBJECT MATT

PG 7 CAGIK31/58  A61K9/00
A61P11/02  A61P11/06

AB1K9/14
A61P27/02

A61K9/20
A61P29/00

A61K47/26

According to international Patent Classiication (IPC) or to both national classification and IPC

i/ 2

B. FIELDS SEARCHED

Minimum docurnentation searched (classificalion system fokowad by classification symbols)

IPC 7 A6IK

Decumentation searched other than minimum documaentation to the extent that such decuments ars included in the fields soarched

Electronic data base consulled duting the international search {name of dala base and, where practical, search lerms used)

EPO-Internal, PAJ, WPI Data, MEDLINE, EMBASE, BIOSIS, PASCAL, SCISEARCH, CHEM ABS

Data

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category ¢ | Cilahen of document, with indication, whero appropriata, of the relevant passages

Relevani to clalm No.

X EP 1 020 193 A (DAIICHI SEIYAKU CO) 1-26
19 July 2000 (2000-07-19)
page 2, line 33-36

page 3, line 51,52

claims 3,7,17,18

X EP O 658 340 A (UNILEVER PLC ;UNILEVER NV 1
(NL)) 21 June 1995 (1995-06-21)
page 2, line 55 -page 3, line 8

A PATENT ABSTRACTS OF JAPAN 1-26
vol. 1997, no. @6,

30 June 1997 (1997-06-30)

& JP 09 052849 A (TAISHO PHARMACEUT €O
LTD), 25 February 1997 (1997-02-25)
abstract

-f—

m Further documents are lisled in the continuation of box C. Iz] Patent tamly members are listad tn annex.

= Special categories of dled documents :

*A' document defining the general stale of the ar which is not
considerad to be of panicular relevance

*E* earller document but published on or after the inlernational
filing date

"L* document which may throw doubts on priority claimis) or
which s clled to eslablish the publicalion date of another
citation or other spacial reason (as specitied)

*(* document referring to an oral disclogure, use, exhibition or
other means

*P* document published prior fo the intemational flling date but
later than the priority dale clalimed

"T* later document published after the intemalional filing date
or priotity date and not in conflict with the application but
m‘ted tlo understand the principle or theory undetlying the

vention

X' document of panicular relevance; the claimed invention
cannot be considered nove) or cannot be considarad lo
involve an Inventive step when the documant s taken alone

*y* documeni of particular relevance; the claimed nvention
cannot be considerad to involve an inventiva siap when the
document s combined with cne or more othar such docu-
ments, such combinaticn being obvious to a parson skilled
n the art.

*&° document member of the same patent family

Dale of 1he actuat complelion of the international search Date of malling of the internalioral search repon
10 December 2002 18/12/2002
Name and mailing address of the ISA Authorized officer
European Palent Office, P.B. 5618 Patentiaan 2
NL — 2280 HV Rswijk
Tal. (#31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31-70) 340-3016 Zimmer, B




INTERNATIONAL SEARCH REPORT

International Application No
PCT/EP 02/11250 \/ }

C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT

Category ®

Cilation of documani, with ndication,whera appropnate, of the relevant passages

Relevant to ¢laim Neo,

US 5 942 503 A (JUNG BIRGIT ET AL)
24 August 1999 (1999-08-24)
column 6; claims 1-3

1-26




International application No.

U
INTERNATIONAL SEARCH REPORT PCT/EP 02/11250 .y

Box!| Observations where certain ¢laims were found unsearchable (Continuation of item 1 of first sheet)

This Intemational Search Report has not been established in raspect of certain claims undar Article 17(2)(a) for the following reasons:

1. [i:l Claims Nos.: -

because they relate to subject matter not required 1o be searched by this Authority, namely:

Rule 39.1(iv) PCT - Method for treatment of the human or animal body by
therapy Although claims 22,23 are directed to a method of treatment of the
human/animal body, the search has been carried out and based on the alleged
effects of the compound/composition.

2. D Cilaims Nos.:
bacause they relate to parts of the Intemational Application that do not comply with the prescribed requirements 10 such

an extent that no meaningful Intemational Search can be carrled out, specifically:

3. D Ciaims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box Il Observations where unity of invention is lacking (Continuation of item 2 of first sheet)

This Intemnationat Searching Authority found multiple inventions in this international applicaticn, as follows:

1. As all required additional search fees were imely paid by the applicant, this International Search Report covers all
searchable claims.

2 D As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invits payment
of any additional fee.

3. D As only some of the required addltional search fees were timely paid by the applicant, this interational Search Report
covers only those claims for which fees were pald, specifically claims Nos.:

4, I:l No required additional search fees were timely paid by the applicant. Consequently, this Intemational Search Report Is
restricted to the invention first mentioned in the claims; it is covered by clalms Nos.:

Remark on Protest D The addtional search fees were accompaniad by the applicant’s protest.

D No protest accompanied the payment of additional search fees.




INTERNATIONAL SEARUH REFPURI
Information on patent family members

International Application No

PCT/EP 02/11250

a1

Patent document

Publlcatlon

Patent tamily

Publication

cited in search report date membar(s) date

EP 1020193 A 19-07-2000 AU 9187598 A 23-04-1999
CA 2305179 Al 08-04-1999
EP 1020193 Al 18-07-2000
NO 20001612 A 30-05-2000
CN 1280506 T 17-01-2001
Wo 9916470 Al 08-04-1999
RU 2184570 C2 10-07-2002

EP 0658340 A 21-06-1995 EP 0658340 Al 21-06-1995

JP 09052849 A 25-02-1997  NONE

Us 5942503 A 24-08-1999 DE 19542281 Al 156-05-1997
AT 213160 T 15-02-2002
AU 706112 B2 10-06-1999
AU 7623096 A 05-06-1997
BG 62511 Bl 31-01-2000
BG 102408 A 30-12-1998
BR 9611502 A 02-03-1999
CA 2232008 Al 22-05-1997
CN 1202111 A 16-12-1998
CZ 9801498 A3 14-10-1998
DE 59608738 D1 21-03-2002
DK 861081 T3 27-05-2002
EE 9800158 A 15-12-1998
WO 9717971 Al 22-05-1997
EP 0861081 Al 02-09-1998
ES 2171746 T3 16-09-2002
HU 9903489 A2 28-03-2000
JP 2000500446 T 18-01-2000
NO 982172 A 13-05-1998
NZ 322467 A 28-01-2000
PL 326653 Al 12-10-1998
PT 861081 T 28-06-2002
SI 861081 Tl 30-06-2002
K 61398 A3 09-09-1998
TR 9800853 T2 21-09-1998
ZA 9609520 A 14-05-1997




PATENT COOPERATION TREATY

=From the y é

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY

i PCT

BOEHRINGER INGELHEIM INTERNATIONALI

GMBH Fingang CD Patents

Binger Strasse 173 gang NOTIFICATION OF TRANSMITTAL OF
D-55216 ingelheim am Rhein , , | THE INTERNATIONAL PRELIMINARY
ALLEMAGNE 8 4 Nov. 2003 EXAMINATION REPORT

{PCT Rule 71.1)

SE | gesehen | erledigt
C.\f}- X | Date of mailing
[/~ ' (daytnonthirear) 03.11.2003
7

Applicant's or agent's file reference
1-1261-PCT IMPORTANT NOTIFICATION
Internationat application No. International filing date (dayfmonthysar) Prictity date (daydmonthyear)
PCT/EP02A11250 08.10.2002 ) 26.10.2001

Appiicant
BOEHRINGER INGELHEIM INTERNATIONAL GMBH

1. The applicant is hereby notified that this Intemational Preliminary Examining Authority transmits herewith the
international preliminary examination report and its annexes, if any, established on the international
I application.

| 2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for
i  communication to all the elected Offices.

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of
the report (but not of any annexes) and will transmit such translation to those Offices.

4. REMINDER

The applicant must enter the national phase before each elected Office by performing certain acts (filing
translations and paying national fees} within 30 months from the priority date (or later in some Offices)
{(Article 39(1)) (see also the reminder sent by the International Bureau with Form PCTAB/301).

Whare a translation of the international application must be furnished to an elected Offics, that translation
must contain a translation of any annexes to the international preliminary examination report. It is the
applicant's responsibility to prepare and furnish such translation directly to each elected Office concerned.

' For further details on the applicable time limits and requirements of the elected Offices, see Volume [] of the
PCT Applicant's Guide.

The applicant's attention is drawn to Article 33(5), which provides that the criteria of novelty, inventive step
and industrial applicability described in Article 33(2) to (4) merely serve the purposes of international
praliminary examination and that "any Contracting State may apply additional or different criteria for the
purposes of deciding whether, in that State, the claimed inventions is patentable or not* (see also Article
27(5)). Such additional criteria may relate, for example, to exemptions from patentability, requirements for
enabling disclosure, clarity and support for the claims.

| Name and malling address of the intemational Authorized Officer

prefiminary examining authority:

Fax: +49 89 2399 - 4465

| European Patent Office  Senkel, H
f g D-80298 Munich
I

Tal. +49 B9 2399 - 0 Tx: 523656 epmu d l Tel. +49 B9 2359-8071




PATENT COOPERATION TREATY

PCT

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 1/~
(PCT Article 36 and Rule 70)

| Applicants or agent's file refarence FOR FURTHER ACTION See Notification of Transmiltal of intemational

I

| 1-1261-PCT | Preliminary Examination Report {Form PCTAPEA416)

: |
Infernaticnal application No. ! International filing date {daysmonthiear) Priority date (daytnonthiyear) !
PCTEPO2A1250 l 08.10.2002 26.10.2001 :
International Patent Classification (IPC) or bc;th national classlfication and IPC
AB1K31565
Applicant

BOEHRINGER INGELHEIM INTERNATIONAL GMBH

1. This international preliminary examination report has been prepared by this International Preliminary Examining
Authority and is transmitted to the applicant according to Article 36.

2.  This REPORT consists of a fotal of 6 sheets, including this cover shest. |

L This report is also accompanied by ANNEXES, i.e. sheets of the description, claims andbr drawings which have
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority
{see Rule 70.16 and Section 807 of the Administrative Instructions under the PCT).

These annexes consist of a total of sheets.

3.  This report contains indications relating to the following itemns:

| ! B Basis of the opinion
it 0O Priority
I B Non-establishment of opinion with regard to novelty, inventive step and industrial applicability
IV 0O  Lackof unity of invention
V B Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability;
citations and explanations supporting such statement |
VI O Cenain documents cited
VIl O Cenain defacts in the international appiication !
! VIl O Certain observations on the international application
. Date of submisslon of the demand Date of completion of this report 1
06.05.2003 j 03.11.2003 i
Name and mailing address of the international Authorized Officer

| preflminary examining authorlty:

European Patent Office
D-80298 Munich Zimmer, B
Tel. +49 89 2309 - 0 Tx: 523656 epmu d
Fax: +42 89 2399 - 4465 Telephone No. +49 89 2399-8600
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INTERNATIONAL PRELIMINARY
EXAMINATION REPORT International application No. PCT/EP02/11250

I. Basis of the report

1. With regard to the elements of the intemational application (Replacement sheets which have been furnished to
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed”
and are not annexed lo this report since they do not contain amendments (Rules 70.16 and 70.17)).

Description, Pages
1-9 as originally filed

Claims, Numbers

1-26 as originally filed

2. With regard to the language, all the elemenis marked above were available or furnished to this Authority in the
language in which the internationaf application was filed, unless otherwise indicated under this item.

These elements were available or furnished to this Authority in the following language:  , which is:

0O the language of a translation furnished for the purposes of the international search {(under Rule 23.1(b)).
O the language of publication of the international application {under Rule 48.3(b})).

O the language of a translation furnished for the purposes of international preliminary examination (under
Rule 55.2 andhr 55.3),

3. With regard to any nucleotide andfor amino acid sequence disclosed in the international application, the
international preliminary examination was carried out on the basis of the sequence listing:

O contained in the intemational application in written form.

filed together with the international application in computer readable form.
furnished subsequently to this Authority in written form.

furnished subsequently to this Authority in computer readable form.

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure
in the international application as filed has been furished.

The statement that the information recorded in computer readable form is identical to the written sequence
listing has been furnished.

O0Oon

O

4. The amendments have resuited in the cancellation of:

O the description, pages:
00 the claims, Nos.:
the drawings, sheets;

a
5. U This report has been established as if (some of) the amendments had not been made, since they have
been considered to go beyond the disclosure as filed (Rule 70.2{(c)).

(Any replacement sheet conltaining such amendments must be referred to under item 1 and annexed fo this
report.)

6. Additional observations, if necessary:
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- INTERNATIONAL PRELIMINARY
EXAMINATION REPORT International application No. PCT/EP02A1250

lil. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-
obvious), or to be industrially applicable have not been examined in respect of:

O the entire international application,
K claims Nos. 22 and 23 regarding industrial applicability
because:

& the said international application, or the said claims Nos. 22 and 23 regarding industrial applicability relate
to the following subject matter which does not require an international preliminary examination (specify):

see separate sheet

0 the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear
that no meaningful opinion could be formed (specify):

O the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion
could be formed,

O no international search report has been established for the said claims Nos.
2. A meaningful intemational preliminary examination cannot be carried out due to the failure of the nucleotide and/or
amino acid sequence listing to comply with the standard provided for in Annex C of the Administrative
Instructions:
O the written form has not been furnished or does not comply with the Standard.
0 the computer readable form has not been furnished or does not comply with the Standard.
V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability;

citations and explanations supporting such statement

1. Statement

Novelty (N) Yes: Claims 1-26
No: Claims
Inventive step (IS) Yes: Claims
No: Claims 1-26
Industrial applicability (1A) Yes: Claims 1-21,24-26
No: Claims

2. Citations and explanations

see separate sheet



INTERNATIONAL PRELIMINARY International application No. PCT/EP02/11250 _SO
EXAMINATION REPORT - SEPARATE SHEET

Re ltem 1l

Non-establishment of opinion with regard to novelty, inventive step and industrial
applicability

Claims 22 and 23 relate to subject-matter considered by this Authority to be covered by
the provisions of Rule 67.1(iv} PCT. Consequently, no opinion will be formulated with
respect to the industrial applicability of the subject-matter of these claims (Art.
34(4)(a)(i) PCT).

ReltemV
Reasoned statement under Article 35(2) with regard to novelty, inventive step or

industrial applicability; citations and explanations supporting such statement
1.  Reference is made to the following documents:

D1: EP-A-1020 193 (DAIICHI SEIYAKU CO) 19 July 2000 (2000-07-19)
D2: EP-A-0 658 340 (UNILEVER PLC ;UNILEVER NV (NL)) 21 June 1995
(1995-06-21)

2.  Novelty

None of the cited prior art documents discloses a pharmaceutical formulation
comprising epinastine and/or an acid addition salt and two kinds of sweeteners
and/ or flavourings according to ciaim 1 of the present application.

Therefore, the subject-matter of independent claims 1, 11, 12, 19 and 21-26 as
well as the claims depending thereupon seems to be new (Art. 33(2) PCT).

3. Inventive Step

D1, which is regarded as closest prior art discloses oral administration prepara-
tions in which the unpleasant tastes, particularly the bitterness of drugs are im-
proved by adding a sugar alcohol selected from the group consisting of erythritol,
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INTERNATIONAL PRELIMINARY International application No. PCT/EPQ2/11250
EXAMINATION REPORT - SEPARATE SHEET

4.1

4.2

4.3

xylitol, mannitol and sorbitol and a sweetener such as aspartam. According to D1
exemplary drugs are acid addition saits of compounds having a basic group p.2, l.
33-36; p. 3, I. 51-52 and claims 3,7,17, 18). D1 differs from the subject-matter of
the present application in that epinastine is not explicitly mentioned as a com-
pound having a basic group.

The objective technical problem of the present application thus is the provision of
liquid formulations of epinastine with a good tasting.

The solution of the problem by adding two kinds of sweeteners seems to be obvi-
ous for a person skilled in the art especially in view of D1.

Therefore, the subject-maiter of independent claims 1, 11, 12, 19, 21-26 of the
present application does not seem to be inventive.

The combination of saccharin or saccharin alteratives with sweetening agents
such as glycyrrhizin or ammonium glycyrrhizinate for bitter taste masking is further
known from D2 (p. 2, |. 55-p. 3, 1. 8).

Dependent claims 2, 3, 5, 6, 10, 13-18 and 20 do not appear to contain any addi-
tional features which involve an inventive step when combined with the subject-
matter of any claim to which they refer. Dependent claims are only allowable when
related to a patentable independent claim (Rule 6.4 PCT).

Further remarks

Claims 16 and 17 are not supported by the description as required by Art. 6 PCT.
The expressions such as “preferably, most preferably" employed in ¢laims 1, 5, 8,
16, 17 and 22 relate to preferred modes which should be claimed in dependent

claims.

As the expression "incorporated by reference” is not deleted in the description (p.
7, I. 2-3) the requirements of Rules 5 and 9.1 PCT are not met.

For the assessment of the present claims 22 and 23 on the question whether they
are industrially applicable, no unified criteria exist in the PCT Contracting States,
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EXAMINATION REPORT - SEPARATE SHEET

The patentability can also be dependent upon the formulation of the claims. The
EPO, for example, does not recognize as industrially applicable the subject-matter
of claims to the use of a compound in medical treatment, but may allow, however,
claims to a known compound for first use in medical treatment and the use of such
a compound for the manufacture of a medicament for a new medical treatment.
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h% PCT 3
Qi\%n INFORME DE EXAMEN PRELIMINAR INTERNACIONAL
(Articulo 36 y Regia 70 del PCT)
5;:25::?;3 del expediente del agente o PARA ACTUACIONES Ver notificacion de Transmisién del Reporte de Examen
1-1261-PCT ADICIONALES Preliminar (Formato PCT/IPEA416)
Solicitud internacional No. Fecha de presentacidn internacional (dla/mes/afno) Fecha de prioridad {d/a/mes/afio)
PCT/EPQ2 08.10 2002 26.10.2001

Clasificacién Internacional de Patentes {{PC) o clasificacién nacional e IPC

AB1K 31/55

Solicitante

BOEHRINGE INGELHEIM INTERNATIONAL GMBH

1. Este informe de examen preliminar internacional ha sido preparado por esta Administracion encargada del
Examen Preliminar Internacional y se envia al solicitante en concordancia con el articulo 36.

2. Este INFORME consta de una total de 6 hojas, incluyendo la portada
y/o dibujos que han sido corregidos y que son la base de este informe y/o documentos que contienen
rectificaciones realizadas ante esta Administracion (Ver Regla 70.16 y Seccién 607 de las Instrucciones

Administrativas segin el PCT)

Estos anexos constan de un total de hojas.

O Este informe también se acompaiia de ANEXOS, esto es documentos de la descripcién, reivindicaciones

3. Este informe contiene indicaciones relativas a los siguientes aspectos:

I d  Fundamentos del Informe
[t [0 Prioridad
] B  No se establece concepto relativo a la novedad, nivel inventivo y aplicacién industrial
v O Carencia de unidad de la invencién
vV = Declaracion razonada segun el articulo 35(2), en relacion con la novedad, nivel inventivo o
aplicacion industrial; citaciones y explicaciones que soportan dicha declaracién
VI 0 Ciertos documentos citados
Vil [0 Ciertos defectos de la solicitud internacional
vill J Ciertas observaciones respecto a la solicitud internacional
Fecha de presentaci6n de la demanda Fecha de terminacion de este reporte
06.05.2003 03.11.2003
Nombre y direccién de correo de la autoridad . ] :
encargada del examen preliminar Funcionario Autorizado
Oficina Europea de Patentes
D-80298 Munich Zimmer, B
)] Te +49 89 2399 - 0 Tx: 523656 epmu d
Fax +49 89 2399 - 4485 Teléfono No. +49 89 2399-8500

Formato PCT/IPEA/409 (portada) (julic 1998)



INFORME DE EXAMEN
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I Base del informe

1. Respecto a los elementos de la solicitud internacional (Las hojas de reemplazo que han sido
entregadas a la Oficina receptora en respuesta a la invitacion bajo el Articulo 14 se refieren en este
informe como “originalmente presentadas” y no se anexan a este informe ya que ellas no contienen
modificaciones (Regla 70.16 y 70.17)):

La descripcién, paginas
1-9 como se presentaron originalmente
Las reivindicaciones, nimeros
1-26 como se presentaron originalmente
2. Respecto al lenguaje, todos los elementos marcados anteriormente estuvieron disponibles o fueron
enviados a la Administracién en el lenguaje en que se presentd la solicitud internacional, a menos que

se indique otra cosa en este punto.

Estos elementos estuvieron disponibles o fueron enviados a esta Administracion en el siguiente
lenguaje el cual es:

(O el lenguaje de la traduccién enviada para propésitos de la busqueda internacional (bajo Regla

23.1 (b)).

[0 ellenguaje de la publicacién de la solicitud internacional (bajo Regla 48.3(b)).

[0 el lenguaje de la traduccién entregada con propésitos del examen preliminar internacional (bajo
Regla 55.2 y/o §5.3).

3. Respecto a cualquier secuencia de nucleétido y/o amino é&cidos divulgada en la solicitud
internacional, el examen preliminar internacional se llevé a cabo con base en el listado de secuencias:

[0 contenido en la solicitud internacional en forma escrita
[ presentado junto con la solicitud internacional en forma legible por computador
[[] entregado posteriormente a esta Administracion en forma legible por computador
[0 La declaracién de que el listado de secuencias posteriormente entregado no va méas alla de lo
divulgado en la solicitud internacional originaimente presentada, ha sido entregada.
[0 La declaracién de que la informacién grabada en la forma legible por computador es idéntica al
listado de secuencias escrito que s& ha entregado.
4, [0 Las modificaciones han dado como resultado la cancelacién de:
[0  la descripcién, paginas ,
[0 las reivindicaciones, Nos. .
[0 los dibujos, pagina
5 {1 Este reporte ha sido establecido como si (parte de) las modificaciones no se hubieran realizado,

ya que éstas han sido consideradas como una ampliacién de lo inicialmente divulgado como se indica
en la Casilla Suplementaria (Regla 70.2(c).

(Cualquier hoja de reemplazo que contenga dichas modificaciones debera ser referida bajo el
punto 1y anexada a este informe)

6. Observaciones adicionales, si es necesario:
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2.

No establecimiento de opinién con respscto a la novedad, nivel Inventivo y aplicabliidad
industrial.

La pregunta de si la invencién relvindicada parece tener novedad, nivel inventivo (que no sea obvia), o
que ssa aplicable industriaimente no ha sido examinada con respecto a:

[ Ia solicitud interacional completa
B4 Ias relvindicaciones Nos. 22 y 23, con respecto a la aplicacion Industrial

Porque

B la solicitud intemacional, o las mencionadas reivindicaciones Nos. so relacionan con los
sigulentes objetos, los cuales no requisren examen preliminar Intemacional (especifique):X

Ver Hoja Separada
[0 1a descripcitn, las relvindicaciones o los dibujos (Indique los elementos particulares abajo) o las

mencionadas reivindicaciones Nos. son demaslado confusas que no se puede formar
ninguna opinién significativa (especifique):

[0 la descripcion, o las menclonadas reivindicaclones Nos. no estdn adecuadamente
soportadas por la descripcidn que no se pueade formar ninguna opinién significativa.

[0 no se ha establecido un reporte de blisqueda para las menclonadas relvindicaciones Nos,

No se pudo realizar un examen preliminar Internacional significativo debido a fallas en el listado de
nucledtidos y/o aminoécidos para dar cumplimiento con los esténdares del Anexo C de las
Instrucciones Administrativas:

[0 Elformato escrito no ha sido suminlstrado o no cumple con los esténdares.

[0 Elformato de lectura por computador no ha sido suministrado o no cumple con los estdndades.

Declaracién motivada segin el Articulo 35(2) en cuanto a la novedad, el nivel Inventivo y Ia
aplicacién Industrial; citas y explicaclones que apoyan esta declaracién.

Declaracién
Novedad (N) Reivindicaciones Sl 1-26
Relvindicaclones NO
Nivel inventivo (NI) Relvindicaclones Sl
Reivindicaciones NO 1-26
Aplicaci6n industrial (Al) Reivindicaclones SI 1-21,24-28

Relvindicaclones NO

Citas y explicaciones

Ver Hoja Ssparada

-
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ftem I

No-establecimiento de opinlén con respecto a la novedad, nivel Inventivo y aplicabllidad
Industrial.

Esta autoridad considera que la materia de relvindicaciones 22 y 23 se encuentra cubierta por lo
provisto en la Regla 87.1 (iv) del PCT. Consecuentements, no se formulard una opinién con
respecto a la aplicabilidad industrial del objeto de estas reivindicaciones (Art. 34(4)(a)(I)PCT).

itemV

Declaracién motivada segGn el Articulo 35(2) en cuanto a la novedad, el nivel Inventivo y la

aplicaclén Industrial; cltas y explicaclones que apoyan esta declaraclon.

1.

Se hace referencia a los sigulentss documentos

D1: EP-A-1 020 193 (DAIICHI SEIYAKU CO) Jullo 19, 2000 (2000-07-19)
D2: EP-A-0 658 340 (UNILEVER PLC; UNILEVER NV (NL)) Junio 21, 1985 (1995-06-21)

Novedad

Ninguno de los documentos citados divulga una formulacién farmacéutica que comprenda
epinastina y/o una sal de adicién y dos clases de endulzantes y/o saborizantes de acuerdo
con la reivindicacién 1 de la presente solicitud.

De esta forma, el objeto de las reivindicaclones independientes 1, 11, 12, 18 y 21-26 asl
como las que dependen de ellas parecen ser novedosas (Art. 33(2) PCT).

Nive!l Inventivo

D1, que se considera como el arte previo mas cercano, divuilga preparaciones para
administracién oral en las que los sabores desagradables, particularmente el amargo de los
farmacos, se mejoran por la adicion de un alcohol azlcar selacclonado del grupo que
consiste del eritriol, xiitol, manitol y sorbitol y un endulzante como el aspartame. De acuerdo

Al
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con D1, los fArmacos ejemplo son sales de adicibn de compuestos que tienen un grupo
bésico (p. 2, | 33-36; p.3, I. 51-52 y reivindicacicnes 3, 7, 17, 18). D1 difiere del objeto de la
presente solicitud en que la epinastina no esta explicitamente mencionada como un
compuasto que contiene el grupo bésico.

El problema técnico de la presente solicitud es el de proporcionar formulaciones liquidas de
epinastina con buen sabor.

Solucionar este problema adicionando dos clases de endulzantes parece ser obvia para una
persona versada en la materia, especlalmente al observar a D1.

De esta forma, el objeto de el objeto de las relvindicaciones independientes 1, 11, 12, 19, 21-
26 de la presente solicitud no parece ser inventiva.

La combinacién de la sacarina o de alternativas de la sacarina con agentes endulzantes
como la glicimicina o el glicirricinato de amonio para enmascarar el sabor amargo es
conocido a partirde D2 (p. 2, 1. 55 —p. 3, |. 8)

Las reivindicaciones Independientes 2, 3, 5, 6, 10, 13-18 y 20 no parecen contener
caracteristicas adicionales que representen un nivel inventivo cuando se combinan con el
objeto de cualquiera de las reivindicaciones a las que se refieren. Las reivindicaciones
dependientes solo son permitidas cuando se relacionan con una reivindicacion
independiente patentable (Regla 6.4 PCT).

4, (Observaciones adicionales

4.1. Las reivindicaciones 16 y 17 no estan soportadas por la descripcién como lo requiere el Art.
6 del PCT.

4.2, Las expresiones tales como “preferiblemente, mas preferiblemente®” empleadas en las
reivindicaciones 1, 5, 8, 16 17 y 22 se relaclonan con modalidades preferidas las cuales
deben ser relvindicadas como reivindicaciones dependientes.

4.3. La expresion "Incorporado por referencia® no ha sido borrada de la descripcién (p. 7, I. 2-3)
no se cumplen los requerimientos de las Reglas 5 y 9.1 del PCT.
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5. No existe un criterio unificado de los Estados Contratantes del PCT para determinar la
aplicabilidad industrial de las relvindicaciones 22 y 23.

La patentabilidad también puede ser dependiente de la formulacién de las reivindicaciones.
La EPO, por ejemplo, no reconoce la aplicabllidad industrial del objeto de las
reivindicaciones de uso de un compuestc en un medicamento, pero permite, sin embargo,
las reivindicaclones de un compuesto conocido para un primer uso en un tratamiento médico
y ol uso de dicho compuesio para la manufactura de un medicamento para un nuevo
tratamiento médico.

PRP/WPCL8255/ID-000235
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Nueva formulacidn de jarabe de epinastina seco y acuoso.

La presente invencién se refiere a una nueva formu-
lacién de epinastina en forma de polvo (jarabe Beco)} para
ser mezclada con agua antes de usarse. Entre otras cosas,
la epinastina se emplea en el tratamioento de alergias,
dolor, en particular el dolor crénico y el dolor produci-
do por una inflamacién, la migrafia, el asma, la rinitis,
la conjuntivitis y/o la bronquitis (por ejemplo, véanse
los documentos EP-B-0 035 749, EP 1000623). En particu-
lar, la formulacién es para el tratamiento de alergias,
dermatitis, rinitis, conjuntivitis, bronquitis y asma.

Estado de la técnica.

La epinastina, conocida quimicamente como 3-amino-
9,13b-dihidro-1H-dibenzo- [c¢,f]l imidazol [1,5-a]l azepina, Y
sus sales de adicién de &cido, se describe por primera
vez en la solicitud de patente alemana P 30 08 944.2, que
forma la base para el documento EP 0035749.

Quimicamente, la epinastina se representa por la
férmula siguiente, gue no refleja las propiedades este-
reoquimicas:

N?,NHz
S e

La epinastina puede usarse como base libre o como
sal de la misma aceptable farmacéuticamente. Preferente-
mente, la epinastina se usa como hidrocloruro.

Si no se especifica con mis detalle en el contexto
de la presente invencién, el término epinastina se usa
para la base libre, asf como para las sales aceptables
farmacéuticamente.

Los métodos para su preparacién pueden tomarse de
los documentos EP 0496306 o WO 01/40229.

La epinastina se comercializa en Japén bajo el nom-
bre de marca Alesion® y lo mis frecuente es que se use
por sus efectos antihistaminicos.

El estado de la técnica prefiere los comprimidos co-
mo forma de aplicacién para la epinastina.

Sin embargo, especialmente para nifios o ancianos,
los comprimidos no son f&ciles de tomar y por tanto exis-
te la necesidad de nuevas formulaciones facilmente apli-
cables para nifios y ancianos.
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Bumario de la presente invencién.

Se encontrd que una formulacién adecuada para un
grupo de usuarios tal como los nifios y los ancianos, po-
drian ser formulaciones liquidas. Sin embargo, resulté
que la epinastina tiene un intenso sabor amargo.

En consecuencia, existia la necesidad (y resolver
esto era un objetivo de la presente invencién) de des-
arrollar una formulacién liquida de epinastina y/o una de
sus sales de adicifén de &4cido aceptable farmacéuticamen-
te, de sabor neutro o agradable.

Otro cobjetivo de la presente invencibén es proporcio-
nar una formulacién lfiquida de epinastina que pueda ser
almacenada durante algfin tiempo sin riesgo de que dismi-
nuya répidamente su calidad farmacéutica.

Otro objetivo mis de la presente invencibn es crear
una formulaciém de epinastina ficil de manejar para pro-
porcionar un liquido. Tal formulaci6n de liquido debe ser
ademis una solucién mejor que una dispersién, para mejo-
rar su aceptacién por el paciente.

Dascripcién de la presents invencién.

La presente invencién se refiere a una formulacién
de tipo polvo (jarabe seco) de epinastina, bien sea en
forma enantifmera, racémica, © una sal de las mismas, que
se mezcla con agua antes de usarla. Para ello se requiere
que el polvo se disuelva en agua muy rapidamente.

En el contexto de la presente invenci6n, el término
“polvo®” se usa al mismo tiempo que la expresidén “jarabe
seco”, que a su vez quiere decir una mezcla esencialmente
libre de agua de la forma activa de epinastina, preferen-
temente hidrocloruro de epinastina, y aditivos y coadyu-
vantes aceptables farmacéuticamente, necesarios para for-
mar una formulacién acuosa de la sustancia activa de sa-
bor dulce cuando se mezcla con agua.

Sorprendentemente, se encontré que las formulaciones
acuosas de hidrocloruro de epinastina producen dos tipos
con mal sabor en forma de un intenso amargor. Por una
parte, hay un tipo de amargor de accién rdpida y por otra
parte hay un amargor duradero que se aprecia durante un
tiempo bastante prolongado.

Desgraciadamente, el sabor amargo de la epinastina
no pudo enmascararse mediante el uso de un agente de en-
mascaramiento de sabores convencional, como la sacarosa,
por ejemplo.

En cambio, se encontré qgue el intenso sabor amargo
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puede superarse mediante la combinacién de agentes edul-
corantes y saborizantes de accién rédpida y lenta.

Como consecuencia, una realizacién preferida de 1la
formulacién de la presente invencién debia comprender al
menos uno de cada tipo de estos agentes de enmascaramien-
to.

Para enmascarar el amargor de accién répida, la sa-
carina s6dica, el eritritol y/o el aspartamo resultaron
ser efectivos. Otro grupoc de compuestoes adecuados com-
prende az(cares y polioles derivados del az(Gcar tales co-
mo sacarosa, D-sorbitol, glicerina y D-manitol. Preferen-
temente, la formulacifn comprende sacarina sédica, eri-
tritol y/o aspartamo. Lo méds preferido es la combinacién
de sacarina sédica, eritritol y aspartamo.

La cantidad del al menos un agente de enmascaramien-
to para enmascarar el amargor de accién répida depende
del agente usado. En el caso de la sacarina sédica, estd
entre 0,1 % p/p v 2,0% p/p de la formulacién en polvo.
Preferentemente la cantidad es de 0,8%.

En el caso del eritritol, esti entre 50% y 95% p/p
de la formulacién en polvo. Preferentemente la cantidad
es de 75 a 80% p/p, y lo mds preferentemente es 80% p/p.

Y en el caso del aspartamo, estd entre 1% p/p y 30%
p/p de la formulacién en polvo. Preferentemente la canti-
dad es de 5 a 15% p/p, ¥y lo mis preferentemente es 10%.

Para enmascarar el amargor duradero, se encontrd que
los glicirricinatos eran altamente eficaces. Entre ellos,
los preferidos son el &cido glicirricinico y/o el glici-
rricinato monoaménico. El més preferido es el glicirrici-
nato monoambnico.

La cantidad de glicirricinato monoaménico en la for-
mulacién de polvo es de 0,1% p/p a 3,0% p/p de la formu-
lacién en polvo. M&4s preferida es de 0,1 a 1% p/p, y la
mis preferida ea 0,6%.

La formulacién puede comprender ademds coadyuvantes,
entre los cuales estdn, por ejemplo, agentes de ajuste
del pH. Se prefiere afiadir tales agentes de ajuste del pH
para ajustar el pH del liquido resultante en un valor en-
tre 5 y 8, preferentemente entre 6 y 7. Entre esos agen-
tes se encuentran el &cido citrico, &cido succinico, &ci-
do tartérico, &cido acético, citratos, acetatos, vitamina
C, &cido clorhidrico, carbonatos, fosfatos, fosfato dis6-
dico, fosfato monos6dico, hidréxido s6dico, cllcico, po-
tdsico y/o magnésico. Se prefieren sustancias tampén como
el fosfato disédico.

También pueden afiadirse opcionalmente otroe aditivos
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usados habitualmente. Entre ellos se encuentran:

- agentes aglutinantes tales como hidroxipropilcelulo-
Ba, metilcelulosa, hidroxipropilmetilcelulosa,
hidroxietilcelulosa, almidén, dextrina, gelatina y
polivinilpirrolidona, preferentemente hidroxipropil-
celulosa,

- agentes antiapelmazantes tales como diéxido de sili-
cio hidratado, &cido silicico anhidro ligero,

- sustancias odorizantes tales como naranja “sunfix”
n® 22734 (nombre comercial, el naranja sunfix que se
prefiere contiene sabor de naranja (30% p/p), acacia
(30% p/p) y dextrina (40% p/p)), aceite de naranja,
aceite de menta, sabor de fresa de eucalipto, sabor
de vainilla, sabor de yogurt y otros sabores conoci-
dos en la técnica,

- pigmentos colorantes tales como amarillo alimentario
n® 5, también conocido como amarillo ocaso FCF (sal
dis6dica del &cido 6-hidroxi-5-(4-sulfofenilazo)-2-
naftalenosulfénico), prefiriéndose este (ltimo, 6xi-
do férrico y otros pigmentos colorantes alimenta-
rios, p. ej. los conocidogs en Japén como rojo ali-
mentario n® 3, 102, 105 y 106, amarillo alimentario
n°® 4 y otros colorantes alimentarios conocidos en la
técnica, y/o

- conservantes tales como &cido benzoico, sus sales,
preferentemente benzoato sédico, &cidos paraoxiben-
zoicos, sus pales, y otros conservantes conocidos,
de los que se prefiere el benzoato sédico, y

- agentes efervescentes tales como bicarbonato.

La cantidad de epinaetina o su sal est& entre 0,5%
p/p ¥ 5% p/p de la formulaci6n en polvo. Es mis preferida
una cantidad entre 0,5% p/p Y 2% p/p; la cantidad més
preferida es 1%.

Preferentemente la formulacién en polvo no contiene
una sustancia activa que no sea epinastina ¢ una sal de
la misma aceptable farmacéuticamente.

La sustancia activa, preferentemente hidrocloruro de
epinastina, y todos los aditivos se mezclan formando un
polvo y después el polvo se mezcla con agua para obtener
preferentemente una formulacién liquida. Aunque la formu-
lacién liquida puede ser una solucién, una suspensién o
un coleoide, la formulacién liquida preferida es una solu-
cién acuosa clara y transparente.

Se prefiere mezclar la formulacién de polvo con agua
para obtener un liquido que tiene una concentracién entre
250 mg po 5-50 ml y 2000 mg por 10-100 ml, preferentemen-
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te la cantidad esti entre 50 mg por 10 ml y 2000 mg por
10 ml. Si se usa hidrocloruro de epinastina, la cantidad
en el contexto de la presente invencién es (aproximada-
mente) la misma que para la base libre.

Para asegurarse de que el paciente puede preparar
facilmente la formulacién liquida, la formulacién en pol-
vo de la invencién (jarabe seco) puede ser suministrada
en determinados envases. En estos envases, el agua y la
formulacién en polvo de la invencién se almacenan por se-
parado. El envase permite ademds mezclar los dos compo-
nentes de una manera féacil.

Como consecuencioa de ello, la presente invencifn se
refiere también a un estuche que comprende dos componen-
tes: a) la formulacién de polvo de la invencién y b)
agua, estando separados ambos componentes.

En el estado de la técnica, s8se conocen diversos
frascos que tienen tapones especiales para resolver esta
cuestién. Lo mis frecuentemente, en tales envases el di-
solvente liquido puede ser guardado en un frasco de vi-
drio, material plastico, metal, etc., mientras que el ta-
pSn para cerrar el frasco comprende una cimara para tomar
la formulacién en polvo seco. Antes de usarlo, el pacien-
te puede tomar el polvo del tapén y mezclarlo con el agua
en el frasco. Este proceso de mezcla puede hacerse cons-
cientemente, lo que significa que el paciente toma el
polvo activamente y lo pone en el agua. En otras realiza-
ciones, el paciente puede iniclar el proceso de mezcla de
una forma mis automdtica, por ejemplc enroscando, apre-
tando, agitando el tapém o el frasco con el fin de elimi-
nar una barrera en la cimara que contiene el polvo, y, al
hacerlo, dejar que caiga desde el tapén a los frascos.

Tales envases se describen porejemplo en los docu-
mentos EP 0599189, EP 0344849, EP 0217425, EP 0053050, US
3802604 y otros. Todos estos dispositivos se incorporan
al presente texto como referencia. También podrian usarse
otros dispositivos similares.

Ademis de tales formas de envase, la formulacién de
jarabe seco pueden guardarse en una bolsa de aluminio o
material plastico o en un frasco de aluminio o material
plastico. Tal polvo almacenado puede entonces usarse con
una cantidad de agua previamente medida, almacenarse en
otro envase, © se usa el agua potable recién introducida.

También pueden usarse otros sistemas de envase.

En el contexto de la presente invencién, la formula-
cién de polvo puede también prensarse en comprimidos para
disolver en agua, por ejemplo un comprimido efervescente.
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En tal realizacién, el comprimido {(como la formulacién en
polvo) puede comprender adicionalmente un agente eferves-
cente tal como bicarbonato.

5 Parte experimental

Nueva formulacién de jarabe de epinastina seco y acuoso

al o0,5%.
Polvo-Formulacién No. 1
hidrocloruro de epinas- 5 5 5 5 5 5 5
tina [mg]
| glicerina [mg] 0 0 0 0 0 0 350
sacarosa [mg] 0 0 0 0 0 540 | 620
icido citrico anhidro 0 0 0 0 0 25 0
| [mg]
glicirricinato  mono- 7 0 6 6 6 0 0
aménico [mg]
sacarina sédica [mg] 0 6 4 0 3 5 0
fumarato sédico [mg] 10 10 0 10 5 0 10
fosfato disédico [mg] 0 0 0 3 15 10 0
eritritol [mg] 923 919 925 916 904 395 0
aspartamo [mg] 60 60 60 60 60 25 0
benzoato sédico [mg] 0 0 0 0 0 0 15
ultados
Aspecto cuando se | blanco | claro® | blanco | claro” | claro” | claro® | claro®
mezcla con agua®*
Enmascaramiento del | bueno bueno | bueno | bueno | muy | bueno | bueno
amargor bueno

10 * La cantidad de agua no es significativa. Sin embargo,
preferentemente 1 g de polvo debe ser f&cilmente soluble
en 5-50 ml de agua.

# Claro en el sentido de transparente.

15
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Nueva formulacién de jarabe de epinastina seco y acuoso
al 1,0%.

Polvo-Formulacién No 8 9 10 11 12 13 14
hidrocloruro de epinas-| 10 10 10 10 10 10 10
tina [mg]

’_gllcenna [mg] 0 0 0 0 0 0 350
sacarosa [mg] 0 0 0 0 0 542 425
dcido citrico anhidro| 0 0 0 0 0 25 0

[mg]
glicirricinato mono-| 10 0 10 6 6 0 0
aménico [mg]
sacarina sédica [mg] 0 10 5 0 8 0 0
fumarato sddico [mg] 20 10 0 15 5 0 10
fosfato disédico [mg] 0 0 0 10 15 0 0
eritritol [mg] 859 859 854 838 835 397 200
aspartamo [mg] 100 100 100 100 100 25 0
hidroxipropilcelulosa 0 20 20 20 20 0 0
[mg]
diéxido de silicio hidra- 1 1 1 1 1 1 0
tado (mg)

Odorizante (mg) 0 (1) (1) (1) (1) (1) 0
amarillo  alimentario| 0 (0.05) | (0,05) | (0,05) | (0,05) | (0,05) 0
No. 5" (mg)
benzoato sdico (mg) 0 0 0 0 0 0 5
Resultados
Aspecto cuando se mez- | blanco | claro ¥ blanco | claro” | claro” | claro” | claro” |
cla con agua*

Enmascaramiento  del | bueno | bueno | bueno | bueno | muy | bueno | bueno
amargor bueno

*naranja sunfix No. 22734 (nombre comercial) que contiene
sabor de naranja (30% p/p), acacia (30%p/p) y dextrina
(40% p/p) .

** Otro nombre del amarillo alimentario no.5 es amarillo
ocaso FCF (salt disédica del é&dcido 6-hidroxi-5-(4-
sulfofenilazo)-2-nafthalenosulfénico.

=% Ia cantidad de agua no es significativa. Sin embargo,
preferentemente 1 g de polvo debe ser facilmente soluble
en 5-50 ml de agua.

# Claro en el sentido de transparente.
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REIVINDICACIONES

1*. Formulacién farmacéutica en polvo, que compren-
de un agente activo basado en epinastina y/o una sal de
adicién de &4cido, preferentemente el hidrocloruro, al me-
nog dos tipos de edulcorantes y/o saborizantes, y opcio-
nalmente otros coadyuvantes aceptables farmacéuticamente,
en la que uno de los al mencs dos tipos de edulcorantes
y/o saborizantes es para enmascarar el amargor de accifn
rédpida del agente activo y el otro es para enmascarar el
amargor de accién prolongada del agente activo.

2". Formulacién farmacéutica en polvo seglin la rei-
vindicacién 1*, caracterizada porque el al menos un edul-
corante y/o saborizante para enmascarar el amargor de ac-
cién répida se elige entre sacarina sédica, eritritol,
aspartamo y/o azficares u otros polioles tales como saca-
rosa, glicerina, D-sorbitol y D-manitol.

3*. PFormulacién farmacéutica en polvo segiin las
reivindicaciones 1* o 2*, caracterizada porque el al me-
nos un edulcorante y/o saborizante para enmascarar el
amargor de accién rdpida se elige entre sacarina sédica,
eritritol y aspartamo.

4", Formulacién farmacéutica en polvo seqiin las
reivindicaciones 1* a 3*, caracterizada porque el al me-
nos un edulcorante y/o saborizante para enmascarar el
amargor de accién rdpida es una combinacién de sacarina
sbdica, eritritol y aspartamo.

5*. Pormulacién farmacéutica en polvo segiin cual-
quiera de lae reivindicaciones 1* a 4*, caracterizada
porgque el al menos un edulcorante y/o saborizante para
enmagcarar el amargor de accién prolongada es un glici-
rricinato o &cido glicirricinico, preferentemente elegido
entre glicirricinato mono- o di-aménico, glicirricinato
di- o tri-sf8dico y/o glicirricinato potésico, lo mis pre-
ferentemente glicirricinato monocamdnico.

6". Formulacién farmacéutica en polvo segiin
cualquiera de lae reivindicaciones 1* a 5*, caracterizada
porque la formulacién comprende ademids un agente de ajus-
te del pH elegido entre el grupo de &cido citrico, citra-
tos, &cido succiniceo, &cideo tartérico, A&cido acético,
acetatos, vitamina C, @&cido clorhidrico, carbonatos,
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hidréxido s6dico, cllcico, potésico y/o magnésico, fosfa-
tos, preferentemente fosfato monosédico y/o fosfato disé-
dico, lo més preferentemente fosfato monosédico.

7*. Formulaci6n farmacéutica en polvo segin cual-
quiera de las reivindicaciones 1* a 6", caracterizada
porque la formulacién comprende ademfis al menos un coad-
yuvante elegido entre el grupo de sustancias odorizantes,
colorantes, conservantes, agentes antiapelmazantes y/o
otros agentes aglutinantes.

8*. Formulacién farmacéutica en polvo segin cual-
quiera de las rxeivindicaciones 1* a 7", caracterizada
porque la formulacién comprende hidrocloruro de epinasti-
na en una cantidad entre 0,5% p/p Yy 5% p/p, sacarina s6-
dica en una cantidad entre 0,1% p/p y 2,0% p/p, eritritol
en una cantidad entre 50% p/p y 95% p/p, aspartamo en una
cantidad entre 1% p/p y 30% p/p, glicirricinato momoam&-
nico en una cantidad entre 0,1% p/p y 3,0% p/p y opcio-
nalmente fosfato dis6édico, fumarato sbéddico, hidroxipro-
pilcelulosa, diéxido de silicio hidratado, sabor de na-
ranja, acacia, dextrina y/o sal dis6dica del &cido 6-
hidroxi-5- (4-sulfofenilazo) -2-naftalenosulfénico.

9*. Pormulacién farmacéutica en polvo segin cual-
quiera de las reivindicaciones 1* a 8", caracterizada
porque la formulacién comprende hidrocloruro de epinasti-
na, glicirricinato momoaménico, sacarina sbdica, fumarato
s6dico, eritritol, aspartamo, hidroxipropilcelulosa, di-
6xido de silicio hidratado, sabor de naranja, acacia,
dextrina y 8al disfdica del &cido 6-hidroxi-5-(4-
sulfofenilazo) -2-naftalenosulfénico.

10*. Formulacién farmacéutica en polvo segfin cual-
quiera de las reivindicaciones 1* a 9", caracterizada
porque la formulacién comprende un agente efervescente.

11*. Comprimido farmacéutico que comprende loas in-
gredientes de la formulacién en polve segilin cualquiera de
las reivindicaciones 1* a 10*".

12*, Formulacién 1liquida disponible mezclando con
agua cualquiera de las formulaciones en polvo segiin las
reivindicaciones 1* a 10*®* o el comprimido seg(in la rei-
vindicacifn 11*.
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13*. Formulacién 1liquida seglin 1la reivindicacién
12*, caracterizada porque la formulacién es una solucién.

14*. Formulacién liquida segin la reivindicacién
13*, caracterizada porque la formulacién es una disper-
8ibn.

15*. Formulacién liquida segiin la reivindicacién 12*
o 13*, caracterizada porque la formulacién comprende un
agente de ajuste del pH segfin la reivindicacién 6" en una
cantidad adecuada para ajustar el pH entre 5 y 8, prefe-
rentemente entre 6 y 7.

16*. Formulacién 1liquida segiin cualquiera de las
reivindicaciones 12® a 15*, caracterizada por una canti-
dad de epinastina entre 0,09 mg y 35 mg por 10 ml, prefe-
rentemente entre 0,4 mg y 18 mg por 10 ml.

17*. Formulacién liquida seglin cualquiera de las
reivindicaciones 12* a 15*°, caracterizada por una canti-
dad de hidrocloruro de epinastina entre 0,1 mg y 40 mg
por 10 ml, preferentemente entre 0,5 mg y 20 mg por 10
ml.

18*, Formulacién 1liquida seglin cualquiera de las
reivindicaciones 12* a 17*, caracterizada porque se mez-
clan de 250 mg a 2000 mg de una formulacién en polvo se-
gin cualquiera de las reivindicaciones 1* a 9" o el com-
primido segiin la reivindicaci6n 11", con 10 a 100 ml de
agua.

19*. Un envase que comprende un estuche de una for-
mulacién en polvo seglin cualquiera de las reivindicacio-
nes 1" a 10" o el comprimido segln la reivindicacién 11°,
y. sBeparada de la misma, agua, para obtener una formula-
cién liquida seqln cualquiera de las reivindicaciones 12*
a 18" pi se mezclan el polvo y el agua.

20*. Un envase seg(in la reivindicacién 15*, caracte-
rizado porque el envase es un frasco con un tapén que
comprende una cimara, que puede ser abierta fdcilmente de
una forma manual o enroscando o apretando el tapén sobre
el frasco, conteniendo la cdmara una formulacién en polvo
segliin cualquiera de las reivindicaciones 1* a 10* o el
comprimido segGn la reivindicacién 11", y comprendiendo
el frasco agua.
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21*. El uso de una formulacién en polvo seg(n cual-
quiera de las reivindicaciones 1* a 10* o el uso del com-
primido seglin la reivindicacién 11*, para mezclar con
agua y obtener una formulacién seglin cualquiera de las
reivindicaciones 12" a 18*.

22*. Bl uso de una formulacién segiin cualquiexa de
las reivindicaciones 1* a 18" para la elaboracién de un
preparado médico para tratar alergias, dolor, en particu-
lar dolor crénico y dolor preoducido por una inflamacién,
migrafia, asma, rinitis, conjuntivitis y/o bronquitis,
preferentemente para tratar alergias.

23", Método para tratar alergias, dolor, en particu-
lar dolor crénico y el dolor producido por una inflama-
cién, migrafia, asma, rinitis, conjuntivitis y/o bronqui-
tis, preferentemente para tratar alergias, caracterizado
por mezclar con agua una formulacién en polvo segin cual-
quiera de las reivindicaciones 1* a 10* o el comprimido
segn la reivindicacién 11*, para obtener una formulacién
liquida segin cualquiera de las reivindicaciones 12* a
18*, y aplicar esta formulacifén a un paciente.

24*., Un procedimiento para preparar una formulacidn
en polvo eBseglin cualquiera de las reivindicaciones 1* a
10* mezclando entre sf los distintos componentes.

25*. Un procedimiento para preparar un comprimido
segin la reivindicacién 11i*, mezclando los distintos com-
ponentes, y subsiguientemente prens&ndolos.

26*. Un procedimiento para preparar una formulacién
liquida segfin cualquiera de las reivindicaciones 12* a
18* mezclando la formulacién en polvo segiin cualquiera de
las reivindicaciones 1* a 10* o el comprimido segiGn la
reivindicacién 11* con agua.

COLO 09255-841-006-1
PRP/WPCL9255/ID-000230
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Resumen

La presente invencién se refiere a una nueva formu-
lacién de epinastina en forma de polvo (jarabe seco) para
ser mezclada con agua antes de usarse. La epinastina pue-
de usarse como base libre o bien como sal de la misma
aceptable farmacéuticamente. La epinastina, entre otras
cosas, sSe aplica al tratamiento de alergias, dolor, en
particular el dolor crénico y el dolor preducido por una
inflamacién, la migrafia, el asma, la rinitis, la conjun-
tivitis y/o la bronquitis. En particular, la formulacién
es para el tratamiento de alergias, dermatitis, rinitis,
conjuntivitis, bronquitis y asma.

COLO 095255-841-006-1
PRP/WPCL9255/ID-000230
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Como resultado del examen de forma, realizado con fundamento en el articulo 38
de la Declslén 486 de la Comisiéon de la Comunidad Andina, articulo 27 del
Tratado de Cooperacibn en Materia de Patentes (PCT), regla 51 bis del
Reglamento y Circular Unica de la Superintendencia de Industria y Comercio, se le
comunica que:

» La solicitud no contiene copia del documento en que consta la cesién del
derecho de patente del inventor al solicitante o0 a su causante (Art. 26-k)
Decision 486).

En cumplimiento de lo dispuesto por el articulo 39 de la Decision 486, se le
requiere para que dentro del término de dos meses siguientes a la fecha de
notificacion del presente oficio, complete los requisitos anteriormente enunclados.
En caso de no dar cumplimiento al presente requerimiento, la solicitud se
considerara abandonada y perdera su prelacién.

Notifiquese el presente oficio conforme a lo dispuesto en el numeral 5.2, literal e),
del capltulo quinto dgl titulo ero de la Circular Unica N° 10 de 2001.

Jefe de la Divisién de Nuevas Creaciones.
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IT;L LT
&1 v i Sede Centro: Carers 13 No. 27-00 Piscs 2, 5, 7y 10
’ Conrmstador: 3 820840 Fax: 3 505220
Sede CAN: Tr. 40A No. 38-50 3153265 al 69
202044 Fax; 3 505220. Linea 9800-910 163
Web: www.aic.gov.eo e-mail: infh@eic gov e
Bogotd D.C. - Colombia




