.

Industria y Comercio
SUPERINTENDENCIA

Delegatura de propiedad Industrial

SOLICITUD %

PATENTE DE INVENCION

21. EXPEDIENTE No. @ E60 Li %5

54. TiTULO _(R_eﬂp:!&n c{e. chosmwcmn ¥ camomdiCion Tarpeiceurtice,

Divisién qe Nuevas Creaciones

A 0h gpnejcl,

51. CLASIFICACION INTERNACIONAL

71. SOLICITANTE [Arwchler Gadesn  Veqyesseti dyurBT

DOMICILIO _“Budapest, Hungrew
74. APODERADO Al Cortes Oidones

TP 20248/

22. BOGOTA, D. C., _ﬂmm 2S’ de 2004

(FORMA P-10)



[ PETITORIO ’

Radicacion ) 04060435 00DOODDD
Facha (AND): EODA-06-25 1D11bsdd
rmits o+ 011 PCI-SIEN 379 FASE MR 411 MESDNIAICEC
Dependencia: 20RO DIVISION DE JAEVS (Rppryoys

I ".
-~
?u.',

1 Folies: 5l S—
Industria -x Comercio
SUPERINTENDENCIA

] .o’

FORMULARIO UNICO DE SOLICITUD DE PATENTE

PCT
ENTRADA EN FASE NACIONAL

@ SOLICITUD DE :
Patente de Invencion | " Patente de Modelo de Utilidad
[:] Capltulo . ) [ x | Capituloll.
@ Nombre: RICHTER GEDEON VEGYESZETI GYAR RT.
SOLICITANTE IDENTIFICACION
) Direccion:  Gydmr®i it 19-21, H-1103 Budapest, Hungria .
“ cc. [ ] nwm []
Naclonalidad o Domicillo: HUNGARO
Luger de Constitucién: ~ BUDAPEST, HUNGRIA CE. |:| Otro I:I
Teléfono: Fax: Cual
E-Mall Nimero
@ Nombre: ALVARO CORREA ORDORNEZ IDENTIFICACION
REPRESENTANTE | Diraccidn: Avenida 82 No. 10-62 Piso 6 cc. [x] w~r[ ]
O APODERADO
ce [_] ow [ ]
Toléfona:  634-1500 Fax 3762211 Cual
_ 79.143.366 de
E-Mall: petents.bogota@bakermnet.com NOmero Usaquén TP 20281
@ Nombre: VER ANEXO
-bmvsnrron (ES) |Direcdldn: VER ANEXO
(72)
Naclonalided o Domiclilo: VER ANEXO
(5 PcT(ss)
Sollcitud Internacional No. PCT/HU02/00129 Fecha Noviembre 26, 2002
Publicacion Intsmacional No. WO 03/045397 Fecha Jmio $,2003

@ Titulo (54) REGIMEN DE DOSIFICACION Y COMPOSICION FARMACEUTICA PARA ANTICONCEPCION DE

EMERGENCIA.

(@ cissificacién intsmactonal (51) AGI K 2i /5%

(® Priorided (33) Pals de Origen (32) Fecha {31) Namero de Solicitud
HU Noviembre 27, 2001 PO1 05173

S| X NO

| j Comprobants de pago No.  04-27,078 Focha ABRIL 2 DE 2004
\

Instrucciones para al dlllglmhmlenln del Enuntn formulario, ver reverso de asta mlna




é (9 ANEXOS )
[X] comprobants de pago de la tasa de prasentacién de ia solickud

E Documento que acredita la existencia y representacidn legal cuando el solicitants sea parsona juridica

m Poderes, sl fusre ol caso

] pocumento de cesidn del inventor al solicitante o a su causante

[] pecisraciones

[[x] copta de ia soliitud intemacional. (Resumen, descripcion, retvindicaciones, dibujos)

m Traduccidn de la solictiud intemacional al castellano. {Resumen, descripcidn, relvindicaciones, dibujos)

[ ] Copla de! examen preliminer Intamacional efectuado por la Autoridad Intemacional de Examen prefiminar (IPEA)
D Traduccién del examen preliminar interacional efectuado por la IPEA

D De sar el caso, copia del contrato de acceso

D De ser el caso, documentin que acredits la licencla o autorizaclon de uso de conocimientos tradicionales de las comunidades
indigenas
Da ser el caso, certificado de depdslio del material blolégico

[] Atefinat 12x 12

D De ser el caso, Informacidn sobre ofras soliciiudes de patente o tiulos obtenidos en el exiranjero por el mismo titular o su
'. causants, relacionadas parclal o totalments con la invencidn de esta soliciud
De ser al caso, modificaciones efectuadas a la solicitud Intemacional.

1] otres

(1) FIGURA CARATERISTICA

4 | A

\_ /
(i solco ta concesidn de la patents, ; "
NOMBRE: _AL A ORDONEZ o
! - » ‘b—)
..... - FIR N e .
* T 79.143.366 & -
: . TP. 20281




T T RFTIERRTGE T Ve

Tramte

NIT 1 B00174089-2

: 4 - 71,078

RECIBD OFICIAL DE CAJA :
t ARRIL 2 DE 2004

Foltos: SI

Focha (d): PODI-DG-E5 £6:16145
+ 011 PCT-PRIENT 379 FRSE RACI 411 RESENTA
Dependencia: 2000 BIVISION BE WEWRS CREACIONES

FECHA
$H) CONSIGHACIDN 35438
2
DEPUSITANTE TIP0 PAGD BAKCO CUENTA No. PABD  FECHA PBD e ;‘rq;_mn
K
x =
ALVARD CORREA ORDONEZ ~ CONSIGNACION  BAMCD POPULAR  030-00110-b HHOT  O2ON20M  157,305,000.00
WIS C O NCEF T O 31t
CANT. RENTISTICO CONCEPTD TOTAL CONCEPTO
1 TRANITES DE S0L. DE PATENTE 3€ IN 422,000,00
TOTAL ' 422,000.00

1 50005-01-01 SOLICITUDES

CUATROCIENTOE VEINTIDOS MIL PEGOS

/\

RECIBD BE CAJA APLICADO AL EXPEDIENTE Mo.



WO 03/045397 PCT/HUO2/00129
ANEXO - INVENTORES
TITULO: REGIMEN DE DOSIFICACION Y COMPOSICION
FARMACEUTICA PARA ANTICONCEPCION DE

EMERGENCIA.

Nombre:

| Direccién:

Naclonalidad 6 Domicllio:

VAN LOOK, Paul, F.. A.

Avenue Appia 20./

CH-1211 Geneva 27

SUIZA

Direcclén:

Nacionalidad 6 Domilclllo:

BALOGH, lliésné

Gardonyi u, 11.

H-1222, Budapest

HUNGRIA

Direcclén:

Nacionalidad 6 Domicilio:

KOMAND)I, Katalin

Bertlan Lajos u. 24.,

H-1111, Budapest

HUNGRIA




WO 03/045387 PCTHU02/00129
Nombre: NEMES, L 48216 /
Direcclén: Bonyhadi u. 98.,

Naclonalidad 6 Domiclllo:

H-1141, Budapest

HUNGARO

Direcclén:

Naclonalidad é Domiclllo:

SZABO, Zsolt

Csalogény u. 33.,
H-2141, Csbtmdr

HUNGARO




TRADUCCION OFICIAL N° 200204 de un documento escrito en inglés, cfectuada el dia 20 de
febrero de 2004 por Jaime Armando Garavito Burgos, c.c. N° 19.130.702 de Bogota, Traductor

Oficial seglin Resolucion N° 034 de enero 11 de 1983 expedida por el Ministerio de Justicia

Poder otorgade por Richter Gedeon Gegyeszeti Gyar Rt.

Texto en inglés y en espafiol mediante el cual Richter Gedeon Gegyeszeti Gyar Rt., domiciliada
H-1103 Budapest. Gyomroi ut 19-21, Hungria, otorga poder a ALVARO CORREA
ORDONEZ v/o OLGA GEORGETTE OTERO y/o RICARDO METKE v/o JUAN PABLO

CONCHA DELGADO

Dado y suscrito en Budapest, el dia 05 de febrero de 2004 J

@ (tirmado) Dr. Polgar Istvdn. Director Propicdad Intelectual IME A' GARAVIT 0 B
TRADUCTOR E INTLRPRALTE DF17TIAL
(firmado) TALIGAS Beita, Gerente, International, Dosage Form Products Bee 034 to Enero 11 de 1903

MIMISTERIO DE JUSTICIA

CERTIFICACION NOT ARlAL
A los 05 dias del mes de febrero de 2004, el suscrito Notario
DA FE
1. Que Dr. POLGAR Istvan y TALIGAS Beata, mayores y domiciliado en H-1026 Budapest,

Torokvés, lejté 2., Hungria H-1173 Budapest, 517, u. 5, suscribié de su pufio y letra el

documento que antecede.

2]

Que conozco al otorgante y que éste tiene capacidad legal para el otorgamiento.

‘

3 Que ¢l otorgante ha suscrito ¢l referido documento en su caricter de Director, Propiedad

@

Intelectual, Gerente Internacional de la persona juridica Richter Gedeon Vegyészeti Gyir

o £94:
§§ ' l_l: Que la persona juridica Richter Gedeon Vegyészeti Gyar Rt. tienc sede en H-1103
' 38

()

7

Budapest, Gydmroi it 19-21., Hungria, estd legalmente constituida, que tiene existencia

) q o D
- - ~
Y [+ Ceo . .
2 a iod Fd legal actual y que el acto para el cual se otorga la cesion estd comprendido entre los que
no 553 3
25 A . . .
L Eozm constiiuyen su objeto social.
1 el 3
M- . . -, . for
a-- TR Que cl otorgante tiene efectivamente la representacion que ostenta y que ésta es legitima.
6.

Que he basado las ccrtlﬁcacmnes 3, 4, y 5 antcnorcs en los mguncntes documc,ntos.- -

.' CRTE L

' autentlcos que al efecto se me exlubleron y que mencmno espemﬁcamente con' xprcs.mn de-- :

.. - Sus fecha y de su ongen o procedenc1a




Extracto de Registro Comercial expedido por la Corte Metropolitana como Corte que

lleva registro de sus actuaciones el 02 de febrero de 2004

Licencia inglesa N°: IM/IGKOD/2003/K(Z1/937
Archivo N°: 6026-6027/2004.

_________________________________________

Por medio del presente certifico que el “PODER™ anexo ha sido firmado en mi presencia por

encima de sus nombres respectivamente por Dr. POLGAR

Istvan (segundo apellido: Weisz Rézsa, domiciliado en H-1026 Budapest. Torokvész lejtd 2

.

/Hungria/) quien establecio su identidad cxhibiendo su tarjeta de identidad - hingara N° AU.

VL696705 y por TALIGAS Beita (segundo apellido:

Végh Erzs¢bet, domiciliado en H-1173 Budapest, 517. utca 5. /Hungria/), quicn establecid su

identidad exhibiendo su tarjeta de identidad hingara N° AN317115.

: e Ambas personas son signatarios debidamente autorizados de la compatifa Richter Gedeon R
Vegyészeti Gyar Rt. (sede registrada: H-1103 Budapest, Gyomréi ut 19-21., nimero de registro: . ' I:-?-'E
Cg. 01-10-040944), una sociedad registrada y existente de acuerdo con las leyes y reglamentaciones

humgaras y la cual se encuentra involucrada en actividades compatibles con sus fines sociales.

Budapest, febrero 5 del afio 2004 (dos mil cuatro).

(firmado) dr. Kom4romi Jézsef, Notario Civil Sustituto

(Aparece sello en tinta azul) AIME A” GAR AV!TO B

TRADUCTNR F INTTR R, tr "' -5 -.- S
APOSTILLA Bes 034 de Encro 1! da 1933 T N
WINI3TERIO DI JUBTICIA ~ °

@ 1. Pais:

Este documento publico RS

Republica de Hungria

2. Ha sido firmado por dr. Koméromi Jézsef sl
3. Quien actia en calidad de (palabra en Hingaro) S o
4.

Lleva ¢l sello de (Texto en hiingaro: “dr.Fullér Kriztina budapesti Kézjegyzi™)

1 2% 2 : Certificado L
7 -f.’._. hto 32
23 52 % & 24 Budapest S
2 9 £ Budapes :

;?Eﬁg L1 3
< g > 6% G g %lﬂ(fecha cn hingaro) L
@s g, 08 B
Ln_y 2252 Dok el Ministro de Justicia de la Repiiblica de Hungria

8. N°IM/NEMZ/2004HIT /1095 = - ‘-

]

Y L) e A L T
e it D e e T T e T s i Dol




it

-
!

LESELTVA

(3/

9. Sello (Sello redondo en tinta azq-l del Ministerio de Justicia de la Repiblica de ITungria)

10. Firma (firma ilegible) Dr. Szécs Tibor (Debajo aparcce palabra en hiingaro)

La anterior es traduccion fiel y completa de la cual se deja copia en esta oficina para su

confrontacién.

Jaime Armando Garavito Burgos
c.c. N® 19.130.702 de Bogota

Traductor e Intérprete Oficial segun Resolucién N° 034 de cnero 11 de 1983 cxpedida por el
Ministerio de Justicia

: PTTTR
YHADIICTHR € LR R

gos 034 dw Enero i1 4
O D JUSTICIA

sira reRl

a

b VASIA YV 0OINT L S 3

3 HG

(5B

ATME Al GARAVITO B

Arac e
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Boaath, D.C. COLOMBIA
RAISBECK, LARA, RODRIGUEZ & RUEDA
MiEMBROA DE LA FIRMA

BAKER. & VGEHNZTE

T ATTORNEYS AT LAW

APARTADO AEREQ 37486
TeLfrono: 834-| 500

POWER OF ATTORNEY

The undersigned.

Richter Gedeon Vegyészen Gydar Rt.

Name of the Company

-

PODER
La abajo firmade. RI GEDEON

RT.
Nombrldoll lsornplﬂll )

Hd103 Budapest_ GytimrGi Gt 19-21., Hungary

domicited in Addreas, city, country

declares that it hereby grants fo

ALVARO CORREA-ORDONEZ snd/or OLGA
GEORGETTE OTERO and/or RICARDO METKE
end/or JUAN PABLO CONCHA

with domicile at Av. 82 No. 10-62, e"ﬂoor.ofaogou
D.C., Colambla, aﬂ:!landtu!ﬂdontpowofsﬂnmuy
Inobmnthewutecnunof

my (our) Indusirial property and ageinst the unfalr
competition, for which purpose | (we) authortze the sald
ays ip represent me (us) before any authorities or
R ‘persone; with or without jurlsdiction, speciailly those
. administrative, administrative contentious and judiclal,
L es well as before Aritration Court, in ail matiers
-k conceming the foliowing: a) Obtainment of patents,
utlity models, Industial daesigns, integrated circults
| layout-designs and vegetal varieties; the rdgistration of

)

frademarks, denominations of or‘blh , commercial
names, trade emblems, slogans and domalih names; its
mnml assignment, change of name or domidlle,
volunlary cancsllation; and the registration of licenses
g ul'uleofmoahovubhh b) Processes of protection o
Wthe consumer, unfalr competiton, oppositions,
cancellations, nullity, precautionary injunctions,
YHinfringement, granting of licenses, writ mandamus, the
‘ protection of trade secrets, and In general the civil,
&:penal, and administrative processes relating to those

rights. And that in all the above matiers they may
| substiute this Power of Attomey, compromiss,
conclliete, admit the facts of the cass, deslst, cancel,
‘receive, resign, and retify acts done by rapmantaﬂvu
without a power of attornay.

i hereby ratily all actions previously taken on behalf of
this company by the sforementioned attomeys with
respact to the mentionad matters. -

Done and suscribed I~ Budapest

p Fﬁbruar&m 4

Ontha 5th

domiclilada en Direccién, cludad, pals

H-1103 Budapest, Gyimr$i it 19-21,,
Hungria

declara por el presents otorgar e

ALVARO CORREA-ORDORNEZ yio OLGA
GEORGETTE OTERO yo RICARDO METKE yio
JUAN PABLO CONCHA’

con domicllio en la Av. 82 No. 10-62 Piso 8 en Bogota
D.C., Colombla, poder eapecial ampllo y suficlents,
para obtener la protncddn de:

ml (ruestra) propleded Industdal y contra la
competencia desleal, a cuyo efectn autorizo (amos) a
los dichos apoderados para quea me (nos) representen
anie cualssquiera autoridades o personas, alerzan o no
Jurisdlccién, especiaimgnits ante las del orden
administrativo, contencloso_adminiatrativo y judicial,
a3l como los tribuneles de arbitramento, en todo o
concernlents a los sigulentas asuntos: a) Obtencidn de
patantes de Invencién, modeios da utilidad, dissfios
Industriales, esquamas de trazado de circultos
Integradog y varledades vegetales; el reglsto de
marcas, denominaciones de origen, nombres
comerclales, ensefias, lemas comerciales y nombres
de dominlo; su renovecidn, traspaso, cambio de
nombra o domicilio, cancelacién voluntaria; y el reglatro
de licancias da uso de esos derechos; b) Los procesos
para la proteccidn dal consumidor, competancia
desleal, oposicionss, cancelaciones, nulidades,
medidas cautelares, Infracciohes, conceeldn de
lcenclas, ia tutelm, @ proteccidn de secretos
industriales, y en ganeral procasos civiles, penales,
administrativos relacionados con estos derechos. Y
pam que en todos los gsuntos amrba determinados,
pusden suatituir este mandato, traneiglr, concillar,
gdmitir los hechos del caso, deslstir, cancelar, recibir,
ranundar ymﬂﬂurbaadnudoaganbooﬂdom

iguaiments, ratifico todo lo actuado hasta el momanto
en los mismos asunios, por cualquiera de los
mencionados apoderados en repressntacién de ésta
socledad.

Dado y firnado en Budapest

Alos 5 dlas da! mea deFebrerode 2004

(Qﬂsxr&wb\

Firma de la persona qul firma el Poder

GEGYESZETI



BAKER & M‘-’KENZIE
ATTORMNEYS AT LAW
APARTADO AERED 3748
TeLérono: 634-1 500

NOTARIAL CERTIFICATION
1 this S5th dayof Fehruary
04  the undarsigned Notary ) 1
CERTIFIES

mat 1) Dr. POLGAR Istvan
, 2) TALIGAS Bedta
Sf logal age and domiciied In
.1;_H—1026 Budapest, Tirtkvész 19315 2., Hungary

H-l-lJJ—Budqnsl'.,——S

wt his hand on tha foregoing document.

iThat the grantor Is to me personally know and that he/she has
}gﬂmdlybmwhhhumgnt .

That the grantor has axscuted the
i 1) Director, Intellectual Property
—ii“bhwger—lrrlzmttani—msam-Fum Products

dlholudldalpmnn
[lummr Bedeon Vegyészati Gyér Rt.

document as

{.Tmuluuunlpum
GRicl'rl:ar Gedeon Vegyészeti Gydr Rt.

. having [tz homa office in

@-1103 Budapest, Gyamol Gt 19-2.1., Hungary

‘Isdulyomanl:nd has present legal existence and that the purposes for
i which the power of attomey Is grantad are within the acope of its corporata
, pwposes.

1
L

5. That the grantor haa In fact the refarmed to authority and that hisher
represantation Is lagel. .

8. That | have based cartifications 3, 4md5ahnwmhﬂnwlngnﬂnnﬂe
documents for such mmmmdmldﬂmmllmqndﬂully.
glvhaﬁndrdalunnd“uhlnamu: )

Trade Regmtm: Extract issued -by
e MetTronn AN LOUrt as Lour :

=
Renistsa 0N OR e I I T LI

WO

"“_l-‘.'. .

CERTIEICACION NOTARIAL |
Al 3 dias del mes de Fe!;_gm. 2
dazoolﬁ. ol suscrtto Notarlo
DAFE )
1
s o D POLGRR Istvin
mcns-nafa
H-1025 Budapest, r—'r.g'om Tejt5 2., Hungrie

B-1173 Bmlupam:L 517, u, S5
. uuulbbdeuptﬂnymdduunmanmanhade.

2. Que conozco &l otorgants y que date tiene capacidad legal
para 8l ctorgamlanto.

3. Que o ohwl'lb ha susaito ol referido documento en au
m%.or! Propliedad Intelectual
dela pluml]uldlu
Richter Gedeon VegySszeti Gylr Rt.

4. Qus ia perscna juridics
Richter Gedeon Vegyészet:l Gy&r Rt.

con sade en

esth legaimants constilvida, que tiane axistencla legal actualy que
ol acto para ol cusl 8e ha otorgado el pader esth comprendido entre
os que constifuyean su abjsto sodlal.

5.Que o otorganis tiana efectivamants la represantacidn que
oatenta, y que esta es legitima.

8. Que ho basudc las coriificacionss 3, 4 y 5 anbwiorsa an “los
sigulentss documentos eutdniicos que al efecio s me exhibleron y
que manciong especificaments con expresidn de sue fechas y de su
oripan o procedencia:

{ BT Cle
10 por a Orte Meatrong

sus actuactom el 2 da



O W ——

R EEhaE ST . Y
-
——

dr. Fullér Kristtina kigjegyz8 ;

Budapest XIV., Szobrénc u. 1. - 1581 Budapest, Pf, 44.- Telefon: 467-0320, 467-0323 - Fax: 467-0325

English Licence No.: IM/IGKOD/2003/KOZJ/937. ;
File No.: 6026-6027/2004. r

-1 hereby certify that the “POWER OF ATTORNEY" amchedhasbee.nslgnedmmy
presence above their name regpectively by
- Dr. POLGAR Istviin (mother's maiden name: Weisz Rézsa. domiciled at H-1026
Budapest,. Trtkvész lejtd 2. /Hungary/) who estabhshed his ldmtu:y by his Rungarian
identity card-N® AU-VL696705, end by
- TALIGAS Befita (mother's maiden name: Végh Erzsébet, domiciled at H-1 173 Budapest,
517. utca S. ﬂ{ungnryn.whoesubhshedherndmhtybyharﬁungamn identity card N®
AN317115.
Both persons are duly authorised sxgnntory of the compeny Richter Gedeon Vegyészeti
Gyér Rt. (registered seat: H-1103 Budapest, Gybmsdi (it 19-21., registration number; Cg, 01-
10-040944), a company registered and existing according to the Hungaridn laws and
regulat:ons,andwh:chu engaged in activities compatible with its corporate purposes, -—---- -
---Budapest this 5 (fifth) day of February in the year of 2004 (two thousand and four) ——-

Civil Law Notary Substitute

1€
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NAISBECK, LARA, RODRIGUEZ & RUEDA

APOSTILLE
{Conveniion de 1n Haye du 3 octobre 1961)
Orexig: MAGYAR KOZTARSASAG
Pays: REFURLIQUE DE HONGRIE
Country: REPUBRLIC OF HUNGARY
Ext a kiixokiratot 1
Le présent acte public :
This public document
frta ald; dr. Koméromi Jézsef
a étf signé part
s been signed by:
mindeigben eljdrva: kizjegyzbhelyettes <
agimant en qualité de: .
acting in the capacity of
Ax okirat peesitjéval
(byegalienyomatival) van eliftva  dr.Fullér Krisztina budapesti kizjegyz
est revetn du (thmbre de) ’
bears the seal/stamp of . .
Tandsdt]a
Attesté
Certified
helység
2 Budapest-.
at
2004. februdr 11.
Wdpost: dv .. hdaap map
le:  (am) . (mods ) (our)
date  (year) (month) - (day)
AIIS: A MAGYAR KOZTARERASAG IGAZSAGUGYI MINISZTERIUMA
pars LE MINISTERE DE LA JUSTICE DE LA REPUBLIQUE DE HONG.
by: MINISTRY OF JUSTICE OF THE REPUBLIC OF HUNGARY
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(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (FCT)

(19) World Intellectual Property Organization
Intemational Bureau

{43) International Publication Date
S June 2003 (05.06.2003)

PCT

(10) International Publication Number
WO 03/045397 Al

(51) International Patent ClassHication”;

A61K 31/565

{21) lInternations] Application Number: PCT/HUD2/00129

(22) Inermational Filing Date:
26 November 2002 (26.11.2002)

(25) Filing Language: English
(26) Publication Langunge: English
(30) Priority Data:

P01 05173 27 November 2001 (27.11.2001) HU

(71) Applicant (for all designated States Us):
RICHTER GEDEON VEGYESZETI GYAR RT.
[HUMU]; GyBoréi 01 19-21, H-1103 Budapest (HU).

3

Inventors; and
S) Invemtors/Applicants (Jor US only): VAN LOOK, Paul,
' A. [CH/CH]; Avenue Appia 20, CH-1211 Geneva 27
(CH). BALOGH, [lésné [HUHU]; Gérdonyl o 11,
H-1222 Budapest (HU). KOMANDI, Katalln [HU/HU];
Bertlan Lajos v. 24., H-1111 Budapest (HU). NEMES,
Liésxdé [HU/HU]; Bonyhidi u. 98, H-1141 Budapest
(HU). SZABO, Zaolt [HU/HU]; Cmalogény u. 33., H-2141
Csdmor (HU).

3

(74) Comnmon Represeatative: RICHTER GEDEON VEG-
YESZETI GYAR RT; Gybmréi tt 19-21, H-1103 Bu-

dapest (HU).

(81) Designated States (mational): AE, AG, AT, AU,
AZ, BA, BB, BG, BR, BY, BZ, CA, CH, CN, Ccu,
CZ, DE. DK, DM, DZ, EC, EE, ES, FI, GB, GD, GE, GH,

GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KP. KR, KZ, LC,
LK, LR, LS, LT, LU, LV, MA, MD, MG, MK, MN, MW,
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Dosage regimen and pharmaceutical composition for emergency contraception

This invention relates to a dosage regimen for emergency oontraception, to
pharmaceutical compositions of the same purpose, the use of levonorgestrel for the
manufacture of pharmaceutical compositions for the same purpose, as well as the process of

It is known that coitus takes place in numerous cases, when conception must be
prevented by all means. Several devices snd pharmaceutical compositions are available for the
prevention of undesirable conception in the case of regular and plauned coitus. For exsmple,
condom, pessery, intrauterine devices as well as the different mono-or multi-phasic oral
contraceptives. )

But i the case of non-planned coitus or coitus with imperfoct contraception these
devices are not available or only in inadequate way, therefore precautions for preventing
conception must be taken after the coitus. Such is the situation for example in the case of
women, who have non-regular sexual life or the victims of rapes, or if the device for preventing
conception, for example the condom, gets damaged or torn. Since in these cases the
contraception must be achieved before the implentation of the fertilized egg— in relatively short
time — these methods are called emergency contracepfion.

Norgestrel and levonorgestrel, namely the D isomer of norgestrel [+-17a-13-ethyl-17-
hydroxy-18,19-dinorpregn-4-en-20-in-3-on] have been used in combined preparations as
contraceptives for a long time. For example a pharmaceutical composition called OVRAL,
which appeared in 1968 and contained 0.05 mg of ethynyl-estradiol and 0.5 mg of norgestrel.
The British patent No 1,041,280 describes the preparation of tablets, capsules and suspension
of anabolic activity containing 5 mg of norgestrel as active ingredient, although in the
description of the biological activity of the active ingredient the estrogen entagonist activity is
said to be 53.7-fold compared to that of the progesterone and the progestogen activity is the
same as that of the progesterone.

In the 1970’s comprehensive studies were carried out [The Journal of Reproductive
Medicine, 13(2), (1974); Contraception, 7(S), 367-379, (1973); Reproduction, 2(1), 61-62,
(1975); International Journal of Fertility, 20, 156-160, (1975)] to test the use of several
progesting, among others levonorgestrel, as routine postcoital contraceptives. Routine postcoital
ounmnepﬁmmmsﬂmtwomm.whohﬂem-ngdn:mmlﬁﬁ,mﬂmmcdiciminn
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planned way, but after the coitus. The single daily doses used were between 150 pg and 1000
pg. The results of the studies showed that the posicoital contraceptive efficacy of levonorgestrel
—if it is used alone — was low even in 1 mg dose.

A. A Yuzpe and his coworkers reported in The Joumal of Reproductive Medicine
[13(2), (1974)] the results of those studies where a pharmaceutical composition containing 100
jag of ethinyl-estradiol and 1.0 mg of norgestrel was used as postcoital contraceptive in a single
dose. The composition was administered within five days of the unprotected coitus, Later the
method was modified. On the one hand the period of the poasible use of the composition was
reduced from 5 days to 72 hours, on the other hand the dose was doubled that way that the
administration was repeated 12 hours after the first one. [Fertility and Stexility, 28, 932-936,
(1977), ibid. 37, 508-513 (1982); Internstional Journal of Gynaecology and Obstetrics, 15, 133-
136, (1977)]. This modification increased the success of the method.

After the studies of A. A. Yuzpe and his co-workers several other trials were carried out
to prove the efficacy of this combination. In these studies the total dose of ethinyl-estradiol was
02 mg combined with 2.0 mg of norgestrel or 1.0 mg of levonorgestrel. The results of the
studies showed that although the above administration (Yuzpe regimen) caused leas side-effects
then the estrogens used earlier in high doses (mainly in the sixties), the relstive incidence of
nausea and vomiting was still very high (50 and 20 %, respectively). These side-effects are due
to the estrogen effect and they cause the decrease in compliance, moreover, if vomiting occurs,
it decreases the efficacy of the treatment.

' The use of levonorgestrel in emergency contraception was discovered in the 1990°s.
The results of the sindies were reported in two well-documented publications [Lancet, 352,
428-433, (1998) and Human Reproduction, B(3), 389-392, (1993)]). The efficacy of tablets
containing only 0.75 mg of levonorgestrel and the combined teblets of Yuzpe method
conteining 0.1 mg of ethinyl-estradiol + 1.0 mg levonorgeatrel were studied by administering
the doses 12 hours apart within 48 as well as within 72 hours of unprotected coitus. The results
showed that protection with two tablets containing 0.75 mg of levonorgestrel was better than
with the Yuzpe regimen, but the women, who received only levonorgestrel, observed less side-
effiects, which could be due to the lack of ethinyl-estradio).

The mechanism of wtionoflevmorgumaluiedupomoimlwnmup&vams
probably depends partly on the time elapsed between taking the last tablet and the time of
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ovulation, partly on the quantity of the applied hormone [Contraception, 10, (1974)]. According
to other authors besides the inhibition of ovulation other factors can also influence the
contraceptive effect [Contraception, §3, 123-129, (2001)]. Lovonorgestrel administered in the
follicular phase decreased the proliferation activity of the endometrium, while in the luteal
phase there was no effect [Contraception, 39(3), 275-289, (1989)].

Several trials were conducted to show the effect of levonorgestrel on the cervical
mucus, which could be observed a few hours after the administration. Levonorgestrel inhibits
the sperms getting into the upper genital tract in such a way that it canses the thickening of the
cervical mucus almost immediately after the absorption of the hormone. It was also shown that
after the administration of 400 pg of levonorgestrel the alkulization of the intrauterine fluid
starts already after 4 hours of administration and it lasts for approximately 48 hours. This
effect can play a role in the inhibition of the movement of sperms, consequently in the
contraceptive effect as well [Contmaception, 11(1), (1975))-

The studies showed that two pharmaceutical compositions containing 0.75-0.75 mg of
levonorgestrel used at 12 hours’ imterval within 72 hours after the unprotected coitus
successfully inhibited the conceptions which otherwise might have ocourred. The efficacy was
significantly better than the efficacy of the Yuzpe regimen used worldwide earlier. Because of
the lack of the estrogen component, side effects (nausea, feeling of sickness, vomiting) leading
to the decrease in compliance and the efficacy of the trestment were observed far less
frequently. The results of the clinical studies showed that the efficacy was the better the earlier
the treatment started after the coitus. However, according to experience, if women wanted to
follow the instructions correctly, they often delayed taking the first tablet so as taking the
second dose after 12 hours would not fall on an extremely inconvenient time (for example 3
o’clock in the morning). The resulte of the studies showed that the prescription of 12 hours’
interval between the two doses decreased the compliance. According to statistical data the
majority of women took the second dose within 12 to 16 hours after the first one [Lancet, 352,
428-433, (1998)].

The results of the study of the mechanism of action of levonorgestrel used as postcoital
contraceptive showed that the anti-ovulatory effsct had great impaortance. According to the
literature [Contraception, 63, 123-129, (2001)] the enti-ovulatory effect is appr. 42 % of the
total effect, while the rest is distributed among the effiects on the cervical mucus, the migration
of sperms, zygote transport through the fallopisn tube, the endometrium end the implantation.
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The anti-ovulatory effect depends partly on the quantity of the applied hormone, partly on the
time elapsed between the administration and the expected time of ovulation. This seems to
support the importance of the 12-hour interval,

According to the above mentioned facts, taking 0.75 mg of levonorgestrel for
emergency contraception twice at 12-hour interval within 72 hours of the coitns seemed to be
reasonable. Despite of this we studied the possibility of applying the two doses at the same time
within 72 hours of the unprotected coitus so as to eliminate the disadvantages of the 12-hour
interval. Surprisingly it was found that the administration of two doses of 0.75 mg of
levonorgestrel as an active ingredient at the same time did not cause a decrease in efficacy.

Tharefore the object of this invention is a dosage regimen for emergency contraception
and a pharmaceutical composition for the application of this regimen. The regimen according to
this invention is that a gingle dose containing only 1.5 + 0.2 mg of levonorgestrel as active
ingredient is administered to women to be treated with a pharmaceutical composition within 72
hours of aoprotected coitus. Further objects of this invention are the dosage units required to
carry out the above regimen.

The dosage units required to camry out the above regimen can be in solid or liquid state,
end they can be for example tablets, film-coated tablets, coated tablets, capsules, pills or
powder preparations. The lyophilized powder ampoule preperations - making the in situ
preparation of liquid compositions possible - also belong to them. Liquid compositions can be
for example solutions for injection or infusion.

The efficacy of the regimen according to this invention was compared with the known
regimen administering 0.75-0.75 mg of levonorgestrel 12 hours apart in the following trials.

In a double-blind, randomized, multicentre, multinational trial 1,356 women received
0.75-0.75 mg of levonorgestrel at 12-hour interval in the traditional way, while 1,356 received
in a single dose 1.5 + 0.2 mg of levonargestrel within 72 hours of the umprotected coitus. In the
group treated in the traditional way the conception rate was 1.77 %, while in the other group
treated with a single dose it was 1.47 %. The so-called “Prevented fraction” (this number shows
how many percent of the conception which otherwise might happen is prevented by the
troatment) was 77.3 % in the group treated in the traditional way, while in the other it was 81.9
%. These datn support the advaniage of the single dose treatment, although statistical
significance can not be proven. The results of the trial proved that the conceptions which

9
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otherwise might have happened could be prevented by a single tablet containing twice 0.75 mg
of levonorgestrel at least as effectively as by the kmown therapy.
During the evaluation of undesired effects it was found that the incidence of nansea was
14.5 % in the traditional group, while in the group treated with a single dose it was 13.7 %. The
incidence of vomiting was 1.4 % in both groups. As the new regimen also has the advantageous
properties resulting from the lack of the estrogen component, the incidence of navsea, foeling
of sickness, vomiting wes apperently low. The incidence of other side-effects (diamhoea,
The incidence of menstrual disorders was not increased either by the single
administration of 1.5 mg dose of levonargestrel compared to the administration of two 0.75 mg
doses. The incidence of menstrual disorders was 30.9 % in both groups. .
The results of the comparative study show that a single dose of 1.5 + 02 mg of
levonorgestrel surprisingly prevented the conception which otherwise might have occurred with
the same success as if this amount of active ingredient were administered twice at 12-hour
interval within 72 hours of the unprotocted coitus, However, the single administrstion increases
the compliance and decreases the possibility of incorrect use by women . Regarding side-
effects it has the same advaniageous properties as the known double dosed composition
The invention is illustrated by the following not limiting Examples:

70
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Example 1 .

Teblets of 100 mg total weight are prepared from the following ingredients for
tablet:

levonorgestrei 1.5mg
hydrophilic colloidal silicium dioxide 0.5 mg
maize-gtarch 235 mg
potato-starch 0.5mg
talcum 2.5mg
roagnesium stoarate 1.0mg
lactose monohydrate 70.5 mg

The tablets of the above composition are prepared by homogenization of the calculated

quantity of the active ingredient into the powder mixture of lactose monohydrate and maize-: -

starch, or spraying the solution of it in alcohol and/or in a mixture of alcohol : chloroform onto
the above powder mixture of lactose and maize-starch (forming the inner phase) in a
fluidization grenulation equipment.

Then the granulating liquid prepared from a pert of the maize-starch is sprayed into the
mixture and the fluid bed is solidified with streaming air. The granulation takes place parallel
with the drying. The obtained grains arc regrenulated if necessary, hydrophilic colloidal
silicium dioxide, the talcum snd the megnesium stearate (forming the outer phase) are admixed,
then tablets are pressed from the homogenous mixture.

Example 2

Tablets of 100 mg total weight are prepared from the following ingredients for each

tablet:

levonorgestrel 1.5mg
hydrophilic colloidal silicium dioxide 0.5mg
taloum 0.5 mg
magnesium stearate 1.0mg
polivinyl-pirrolidon (Polivinodum K-30) 25mg
croscarmellose sodium 4.0 mg
lactose monohydrate 40.0 mg

microcrystalline cellulose 50.0 mg

U
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The tablets of the above given composition are prepared by homogenization of the
calculated quantity of the active ingredient into the powder mixture of lactose monohydrate and
microcrystalline cellulose, or spraying the solution of it in alcohol and/or in a mixture of
alcohol : chloroform onto the above powder mixture of lactose and microcrystalline cellulose
(forming the inner phase) in & kneading gramilation equipment.

Then the granulating liquid prepared from PVP-K30 is added and the product is
granulated by kneading. The wet granulates are regranulated, and dried in a microwave vacuum
dryer or in e fluidization equipment. Croscarmellose sodium, hydrophilic colloidal silicium
dioxide, talcum and magnesium stesrate (forming in the outer phase) are mixed to the above
granulates, then 100 mg tablets are pressed from the homogenous mixture.

Example 3

Tablets of 100 mg total weight are prepered from the following ingredients for each

tablet:

lovonorgestrel 1.5mg
microcrystalline cellulose 50.0 mg
hydrophilic colloidal silicium dioxide 0.5 mg
pregelatinized starch 40 mg
ultra amolipectine 3.0mg
magnesium stearate 1.0mg
lactose monohydrate 40.0 mg

The above composition of powder mixture is homogenized with the exception of
magnesium stearate in & tank or in & comtainer homogenizer, then magnesium stesrste is added
end the powder mixture is end-homogenized. Then 100 mg tablets are pressed from the

1L
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¢ claim is;

1. Pharmaceutical composition for emergency contraception containing levonorgestrel
as active ingredient, characterised by containing oaly 1.5 + 02 mg of levonorgestrel as active
ingredient in each application dose in admixture with known excipients, diluents, flavoring or
aromatizing, stabilizers, as well as formulation-promoting or formulation-providing additives,
commonly used in the pharmaceutical practice.

2, Dosage regimen for emergency contraception using levonorgestrel as active
ingredient, characterised by administering a single application dose containing 1.5 + 02 mg of
levonorgestrel as active ingredient up to 72 hours of the coitus.

3. Pharmaceutical composition for emergency contraception used according to the
dosage regimen described in claim 2 contsining levonorgestrel es active ingredient,
characterised by containing only 1.5 + 0.2 mg of levonorgesirel as active ingredient in each
application dose in admixture with known excipients, diluents, flavoring or sromatizing,
stabilizers, as well as formulation-promoting or formulation-providing additives, commonly
used in the pharmaceutical practice.

4, Use of levonorgestrel for the preparation of single application dose pharmaceutical
composition for emergency contraception, characterised by containing only 1.5 + 0.2 mg of
levonorgestrel as active ingredient in each application dose in admixture with  known
excipients, diluents, flavoring or aromatizing, stabilizers, as well as formulation-promoting or
formulation-providing additives, commmonly used in the pharmaceutical practice.

5. Process for the preparation of single application dose pharmaceutical composition for
emergency contraception, characterised by contsining only 1.5 + 0.2 mg of levonorgestrel as
active ingredient in each application dose in admixture with known excipients, diluents,
flavoring or aromatizing, stabilizers, as well as formulation-promoting or formulation-
providing additives, commonly used in the pharmaceutical practice,
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REGIMEN DE DOSIFICACION Y COMPOSICION FARMACEUTICA
PARA ANTICONCEPCION DE EMERGENCIA

Esta invencién se refiere a un régimen de dosificacién para anticoncepcion de
emergencia, a composiciones farmacéuticas para el mismo objetivo, al uso de
levonorgestrel para la produccién de composiciones farmacéuticas para el
mismo objetivo, y al proceso de produccion de dichas composiciones
farmacéuticas.

Es sabido que el coito tiene lugar en muchos casos en los que la concepcién
sae ha de evitar por todos los medios. Existen diversos dispositivos y
composicionas farmacéuticas disponibles para la prevencién de una
concepcion no deseada en caso de un coito regular y planificado, por ejemplo
ol condén, el pesario y dispositivos Intrauterinos, asi como los diferentes
anticonceptivos orales monofésicos o multifasicos.

Pero en el caso de un coito no planificado o un coito con una anticoncepcién
imperfecta, estos dispositivos no estén disponibles o sélo lo estdn de un modo
Inadecuado, por lo que después del coito se han de tomar precauclones para
evitar la concepcién. Esto ocurre por ejemplo en caso de mujeres que no
tienen una vida sexual regular o son victimas de violaciones, o si el dispositivo
para evitar la concepcidn, por ejemplo el conddn, se rompe o rasga. Dado que
en estos casos la anticoncepcion se ha da lograr antes de la Implantacidn del
owulo fecundado - un tiempo relativamente corto -, estos métodos se
denominan anticoncepcién de emergencia.

E! norgestrel y el levonorgestrel, es decir, el isomero D de norgestrel [+17a-13-
etil-17-hidroxi-18,19-dinorpregn-4-en-20-in-3-ona], se han utilizado durante
mucho tiempo como anticonceptivos en preparados combinados, por ejemplo
una composicién farmacdutica denominada OVRAL, que apareciy en 1968 y
contenia 0,05 mg de etinil-estradiol y 0,5 mg de norgestrel. La patente britédnica
n® 1,041,280 describe la preparacién de tabletas, capsulas y suspensiones de
actividad anabdlica que contenlan 5 mg de norgestrel como principio activo,
aunque en la descripcién de la actividad biolégica del principio activo se dice
que la actividad antagonista de estrdgeno as 53,7 veces mayor que la de la
progesterona y la actividad de progestégeno es Igual a la de la progesterona.
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En la década de 19870 se llevaron a cabo amplios estudios [The Horunal of
Reproductive Medicine, 13{2), (1974); Contraception, 7(5), 367-379, (1973),
Reproduction, 2{1), 81-62, (1975); Intematlonal Journal of Fertility, 20, 156-160,
(1975)] para analizar el uso de diversas progestinas, entre otras el
levonorgestrel, como anticonceptivos poscoltales rutinarios. La anticoncepclén
poscoital rutinaria significa que mujeres que no tienen una vida sexual regular
utilizan la medicina de forma planificada, pero después del coito. Las dosis
diarias Unicas oscllaban entre 150 pg y 1.000 pg. Los resultados de los
estudios mostraron que la eficacia anticonceptiva poscoital del levonorgestrel -
sl se utiliza solo - era baja Incluso con dosis de 1 mg.

A. A. Yuzpe y sus colaboradores presentaron en The Joumal of Reproductive
Medicine [13(2), (1974)] los resultados de dichos estudios en los que se utilizd
una composicién que contenfa 100 pg de etinil-estradiol y 1,0 mg de norgestrel
como anticonceptivo poscoital en una dosis Gnica. La composicion se
administraba en un plazo de cinco dias a partir del coito sin proteccion. Este
método se modificd posteriorments. Por una parte, el periodo de uso posible
de la composicién se redujo de 5 dias a 72 horas y, por otra, la dosis se dobld
de modo que la administracién se repltié 12 horas después de la primera
[Fertlity and Sterllity, 28, 932-938, (1977), Ibid. 37, 508-513 (1982);
International Journal of Gynaecology and Obstetrics, 15, 133-138, (1977)]. Esta
modificacién aumentd el éxito del método.

Después de los estudios de A. A. Yuzpe y sus colaboradores se llevaron a
cabo otras pruebas diversas para demostrar la eficacla de esta combinacién.
En estos estudios, la dosis total de stinil-estradiol era de 0,2 mg combinados
con 2,0 mg de norgestrel o 1,0 mg de levonorgestrel. Los resultados de estos
estudios mostraron que aunque la administracién arriba Indicada (régimen de
Yuzpe) provocaba menos efectos secundarios que los estrégenos
anteriormente utilizados en dosls altas (principaiments en los afos sesenta), la
incldencia relativa de nauseas y vdmitos segula slendo muy alta (50 y 20 %,
respectivamente). Estos efectos secundarios se deben al efecto de los
esirdgenos y provocan una reduccién del cumplimiento del tratamiento.
Ademds, sl se producen vomitos, reducen la eficacla del tratamiento.

El uso de levonorgestrel en la anticoncepcién de emergencia se descubrié en
la década de 1990. Los resultados de los estudios se presentaron en dos

2
2
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publicaclones bien documentadas [Lancet, 352, 428-433, (1988) y Human
Reproduction, 8(3), 389-392, (1993)]. La eficacla de tabletas que contenfan
unicamente 0,75 mg de levonorgestrel y las tabletas combinadas del método
de Yuzpe que contenian 0,1 mg de etinil-estradiol + 1,0 mg de levonorgestrel
so estudié mediante la administracion de las dosis con un intervalo de 12 horas
entre ellas tanto en un plazo de 48 horas como en un plazo de 72 horas a partir
del coito sin proteccién. Los resultados mostraron que la proteccién lograda
con dos tabletas que contenlan 0,75 mg de levonorgestrel era mejor que con el
régimen de Yuzpe, pero las mujeres que sélo reclbieron levonorgestrel
presentaban menos efectos secundarios, lo que podria deberse a la falta de
etinil-estradiol.

El mecanismo de accién del levonorgestrel utilizado como anticonceptivo
poscoltal se investigé en varios estudios. Keresii y Garmendica demostraron
que el efecto anﬁovulatt:rio probablemente depende en parte del tiempo
transcurrido entre la toma de la dltima tableta y el momento de la ovulacién y
en parte de la cantidad de la hormona administrada [Contraception, 10, (1974)).
De acuerdo con otros autores, en el efecto anticonceptivo también pueden
influir otros factores ademés de la inhibiclén de la ovulacién [Contraception, 83,
123-129, (2001)). El levonorgestrel administrado en la fase folicular redujo la
actividad de proliferacién del endometrio, mientras que en la fase lutelnica no
produjo ningun efecto [Contraception, 38(3), 275-280, (1988))].

Se llevaron a cabo varias pruebas para demostrar el efecto del levonorgestrel

en el moco cervical, que se pudo observar unas horas después de la’

administracién. El levonorgestrel impide que el esperma llegue al tracto genital
superior provocando el engrosamiento del moco cervical casi Inmediatamente
después de la absorcidn de la hormona. Tamblén se demostrd que después de
la administracién de 400 pg de levonorgestrel, la alcalinizacién del flujo
Intrauterino comienza tan solo 4 horas después de la administracién y dura
aproximadamente 48 horas. Este efecto puede contribuir a la Inhibicién del
movimiento del esperma y, por consigulente, también al efecto anticonceptivo
[Contraception, 11(1). (1875)].

Los estudios demostraron que dos composiciones famacéuticas que
contenlan 0,75-0,75 mg de levonorgestrel utilizadas con un Intervalo de 12

horas en un plazo de 72 horas después del colto sin proteccién Inhibleron con -
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éxito las concepciones que se podrian haber producido en otro caso. La
eficacla era considerablemente mejor que la eficacia del régimen de Yuzpe
anteriormente utillzado en todo el mundo. Debido a la falta del components de
estrgeno, los efectos secundarios (nausea, sensacién de malestar, vOmitos)
que conducen a una reduccién del cumplimiento del tratamiento y de la eficacla
del mismo se observaron con mucha menos frecuencia. Los resultados de los
estudios clinicos mostraron que la eficacla era mejor cuanto antes comenzara
el tratamiento después del colto. Sin embargo, de acuerdo con la experiencla
adquirida, sl las mujeres deseaban seguir las Instrucciones comectamente, con
frecuencia retrasaban la toma de la primera tableta para que la toma de la
segunda tableta 12 horas después no cayera a una hora extremadamente
inoportuna (por ejemplo las 3 en punto de la maiiana). Los resultados de los
estudlios demostraron que la prescripcién de las 12 horas de intervalo entre las
dos dosis reducia el cumplimiento del tratamiento. De acuerdo con los datos
estadisticos, la mayoria de las mujeres tomé la segunda dosis en un plazo
entre 12 y 16 horas después de la primera [Lancet, 352, 428-433, (1968)].

Los resultados del estudio del mecanismo de accién del levonorgestrel utilizado
con anticonceptivo poscoital mostraron que el efecto antiovulatorio tenla una
gran Importancia. De acuerdo con la literatura [Contraception, 63, 123-128,
(2001)], ol efecto antiovulatorio representa aproximadamente un 42 % del
efecto total, mientras que el resto se distribuye entre los efectos en el moco
cervical, la migracién de esperma, el trasporte del cigoto a fravés de la trompa
de Faloplo, el endometrio y la implantacién. El efecto antiovulatorio depende en
parie de la cantidad de la hormona administrada y en parte del tiempo
transcurmido entre la administracién y el tiempo de ovulacidn previsto. Esto
parece apoyar la importancia del Intervalo de 12 horas.

De acuerdo con los hechos amba mencionados, la toma de 0,75 mg de
levonorgestrel para anticoncepcién de emergencia dos veces con un intervalo
de 12 horas en un plazo de 72 horas a partir del coito parecia razonable. A
pesar de ello, estudiamos la posibllidad de administrar las dos dosis al mismo
tiempo en un plazo de 72 horas a partir del colto sin proteccidn, para eliminar
asl las desventajas del intervalo de 12 horas. Sorprendentemente se comprobd
que la administracién simultdnea de dos dosis de 0,75 mg de levonorgestrel
como principio activo no provocaba una reduccidn de la eficacla.

4
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Por consigulente, el objeto de esta invencidon consiste en un régimen de
dosificacion para anticoncepciébn de emergencia y una composicién
farmacéutica para la administracion de este régimen. El régimen de acuerdo
con esta invencién consiste en administrar una dosis Unica que contiene sélo
1,5 £ 0,2 mg de levonorgastrel como principio activo a mujeres que deban ser
tratadas con una composicién farmacéutica en un plazo de 72 horas después
de un colto sin proteccién. Otros objetos de esta invencién consisten en las
unidades de dosificacidn necesarias para llevar a cabo el régimen amiba
indicado.

Las unidades de dosificacién necesarias para llevar a cabo el régimen armiba
indicado se pueden encontrar en estado sélido o liquido, y pueden consistir por
ejemplo en tabletas, tabletas revestidas con una pelicula, tabletas revestidas,
cépsulas, pfidoras o preparados en polvo. También eniran en consideracién los
preparados en ampolla de polvo liofilizado, que posibilitan la preparacién in situ
de composiciones liquidas. Las composiciones liquikias pueden ser por ejemplo
soluciones para inyeccion o Infusién. La éficacla del régimen de acuerdo con
esta invencién se companrd con el régimen conocido consistente en la
administracién de 0,75-0,75 mg de levonorgestrel con un intervalo de 12 horas
en los ensayos descritos a continuacién.

En un ensayo doble clego, aleatorio, multicentro y multinacional, 1.356 mujeres
recibieron 0,75-0,75 mg de levonorgestrel con un intervalo de 12 horas del
modo tradicional, mientras que otras 1.356 mujeres recibleron una dosis (nica
de 1.5 £ 0,2 mg de levonorgestrel en un plazo de 72 horas a partir del coito sin
proteccién. En el grupo tratado del modo tradicional, la proporcion de
concepciones fue de un 1,77 %, mientras que en el otro grupo, tratado con una
dosis Unica, la proporcién fue de un 1,47 %. La, asl llamada, “fraccién
prevenida” (esta clfra muestra qué porcentaje de las concepciones que se
podrian haber producido en ofro casc es prevenido por el tratamiento) era de
un 77.3 % en el grupo tratado del modo tradicional, mientras que en el otro
grupo era de un 81,9 %. Estos datos apoyan las ventajas del tratamiento de
dosis Gnica, aunque no se puede demostrar una importancia estadistica. Los
resuttados del ensayo demostraron que las concepciones que se podrian haber
producido en otro caso se pudieron prevenir mediante una sola tableta que
contenla dos veces 0,75 mg de levonorgestrel como minimo con la misma
eficacia que mediante la terapia conocida.
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Durante la evaluacién de los efectos no deseados se comprobd que la
Incldencla de nauseas era de un 14,5 % en el grupo tradiclonal, mientras que
en el grupo tratado con una dosis Gnica era de un 13,7 %. La incklencia de
vomitos era de un 1,4 % en los dos grupos. Dado que el nuevo régimen
también tiene las propledades ventajosas resultantes de la falta de
componente de estrégeno, la Incldencla de nauseas, sensacién de malestar y
vimitos era aparentemente baja. La incidencia de otros efectos secundarios
(diarmea, cansancio, mareo, dolor de cabeza, sensibllidad de pecho, dolor
hipogastrico) tampoco diferla de forma significativa. La incidencla de trastornos
menstruales tampoco aumentd por la administracién Gnica de la dosis de 1,5
mg de levonorgestrel en comparacidn con la administracién de dos dosis de
0,75 mg. La incidencia de trastornos menstruales era de un 30,9 % en los dos

grupos.

Los resultados del estudio comparativo muestran que una dosis Gnicade 1,5 £
0.2 mg de levonorgestrel sorprendentemente previno la concepcién que podria
haberse producido en otro caso con el mismo éxito que sl dicha cantidad de
principio activo se hubiera administrado en dos veces con un intervalo de 12
horas en un plazo de 72 horas a partir del coito sin protaccién. Sin embargo, la
administracién Unica aumenta el cumplimiento del tratamiento y reduce la
posibllidad de un uso incorrecto por parte de las mujeres. En lo que respecta a
los efectos secundarios, tlene las mismas propledades ventajosas que la
composicién de dos dosis conocida que contiene (nicamente levonorgestrel
para anticoncepcién de emergencia.

La invencién se ilustra mediante los sigulentes ejemplos no limitativos:

Ejlemplo 1

Se preparan tabletas con un peso total de 100 mg a partir de los siguientes
ingredientes para cada tableta:

Levonorgestrel 1.5mg
Ditixido de silicio coloidal hidréflio 0,5mg
Almidén de maiz 235mg

Fécula de patata 0.5mg

(Vo
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Talco 25mg
Estearato de magnesio 1,0mg
Monohidrato de lactosa 70,5 mg

Las tabletas con la composicién amiba Indicada se preparan mediante
homogeneizacién de la cantidad calcilada del principlo activo en la mezcla en
polvo de monohidrato de lactosa y almidén de malz, o mediante pulverizacién
de la solucién de la misma en alcohol y/o en una mezcla de alcohol /
cloroformo sobre la mezcla en polvo de lactosa y almkién de malz amiba
indicada (que forma la fase Intema) en un equipo de granulacidn por
fluidizacion.

Después, el liquido de granulacién preparado con una parte del aimidén de
maiz se pulveriza en la mezcla y el lecho fluldizado se solidifica con una
comriente de alre. La granulacion tene lugar paralelamente con el secado, Los
granos obtenidos se regranulan en calso necesario, se incorporan el diéxido de
silicio coloidal hidréfilo, el talco y el estearato de magnesio (que forman la fase
extemna), y después se prensan las tabletas a partir de la mezcia homogénea.

Efemplo 2

Se preparan tabletas con un peso total de 100 mg a partir de los siguientes
ingredientes para cada tableta:

Levonorgestrel 1.5mg
Didxido de silicio coloidal hidréfilo 0.5mg

Talco 0,5mg
Estearato de magnesio 1.0mg
Polivinil-pirmolidona (Polivinodum K-30) 2,5 mg

Croscammelosa de sodio 4,0 mg
Monohidrato de lactosa 40,0 mg
Celulosa microcristalina 50,0 mg

Las tabletas con la composicién amiba Indicada se preparan mediante
homogenelzaeidln de la cantidad calculada del principio activo en la mezcla en
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polvo de monohidrato de lactosa y celulosa microcristalina, ¢ mediante
pulverizacién de la solucién de la risma en alcohol y/o en una mezcla de
alcohol / cloroformo sobre la mozcla en polvo de lactosa y celulosa
microcristalina arriba Indicada (que 'forma la fase Intema) en un equipo de
granulacién por amasamiento.

Después se afiade el liquido de granulacién preparado de PVP-K30 y el
producto se granula por amasamientp. Los granulados himedos se regranulan
y se secan en un secador de vacio por microondas 0 en un equipo de
fluidizacién. La croscarmelosa de aodio. el didxido de sllicio coloidal hidréfllo, el
talco y el estearato de magnesio (qub forman la fase externa) se mezclan con
los granulados arriba Indicados y después se prensan tabletas de 100 mg a
partir de la mezcla homogénea.

Eflgmplo 3

Se preparan tabletas con un peso tbtal de 100 mg a partir de los siguientes
ingredientes para cada tableta:

Levonorgestrel 1.5mg
Celulosa microcristalina 50,0 mg
Diéxido de slliclo cololdal hidréfilo 0,5mg

Almidén pregelatinizado 4,0 mg

Ultra amilo-pectina 3.0mg
Estearato de magnesio 10mg
Monohidrato de lactosa 40,0 mg

La composlcién amiba indicada de la mezcia en poivo se homogenelza excepio
el estearato de magnesio en un depdsito o en un homogeneizador de
reciplents, después se afiade el estea!prato de magnesio y la mezcia en poivo se
homogeneiza por completo. A contiriuacién se prensan tabletas de 100 mg a
partir de la mezcla en polvo homogériea.

5o
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REIVINDICACIONES

Composicién farmacéutica pdra anticoncepcidn de emergencia que
contiene levonorgestrel como principio activo, caracterizada porque
contiene unicamente 1,5 + 0,2 mg de levonorgestirel como principio
activo en cada dosis de administracién mezclados con excipientes
conocidos, diluyentes, saborizantes o aromatizantes, estabilizadores,
asl como aditivos promotores o facilitadores de formulacién utilizados
normalmente en la practica fanacéutica.

Régimen de doslficacién para 'anticoncepcién de emergencia utiiizando
levonorgestrel como princlpio activo, caracterizado porque se administra
una dosis Gnica que contiene 1,5 £ 0,2 mg de levonorgestrel como
principlo activo en un plazo hasta 72 horas a partir del coito.

Composicidn farmacéutica para anticoncepcién de emergencia utliizada
de acuerdo con el régimen de dosificacion descrito en la reivindicacién
2, que contiene levonorgestral como principio activo, caracterizada
porque contlene unicamente 1,5 + 0,2 mg de levonorgestrel como
principio activo en cada dosis de administracion mezclados con
excipierntes conocidos, diluyentes, saborizantes o aromatizantes,
estabilizadores, asl como aditivos promotores o facllitadores de
formulacion utilizados normalments en la practica farmacéutica.

Utilizaciébn de levonorgestrel para la preparacién de una composicion
farmacéutica de dosis de admiinistracidn Unica para anticoncepcién de
emergencia, caracterizada porque contiene Gnicamente 1,5 + 0,2 mg de
levonorgestrel como principio activo en cada dosis de administracién
mezclados con exciplentes .conocidos, dlluyentes, saborizantes o
aromatizantes, estabillzadores, asl como aditivos promotores o
faclitadores de formulacién utilizados nommalmente en la préctica
farmacéutica.

Proceso para la preparacién de una composicién farmacéutica de dosis
de administracién UGnica para anticoncepcidn de emergencia,
caracterizada porque contiene Unicamente 1,5 * 0,2 mg de

levonorgestrel como principlo .activo en cada dosis de administracion’

B
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mezclados con exclplentes conocldos, diluyentes, saborizantes o
aromatizantes, establiizadores, asl como adiiivos promotores o
faclitadores de formulacién utliizados normalmente en la préctica

farmacéutica.
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REGIMEN DE DOSIFICACION Y COMPOSICION FARMACEUTICA PARA
ANTICONCEPCION DE EMERGENOIA

Resumen: La Invencién se refiere a un régimen de doslificacibn para
anticoncepcién de emergencia, a composiciones farmacéuticas para el mismo
objetivo, al uso de levonorgestrel para la produccién de composiciones
farmacéuticas para el mismo objetive, v al proceso de produccién de dichas
composiciones farmacéuticas. De acuerdo con la invencion, la anticoncepcion
de emergencia llevada a cabo mediante el uso de levonorgestrel como
principio activo se caracteriza por laj administracién de una dosis Gnica que
contiene 1,5 £ 0,2 mg de levonorgestrel como principlo activo hasta 72 horas
después del colto. Las composiciones farmacéuticas para anticoncepcién de
emergencia de acuerdo con la Invencién contienen Unicamente 1,5 £ 0,2 mg de
levonorgestrel como principlo activo en cada dosis de administracidn
mezclados con excipientes conocldos, diluyentes, saborizantes o
aromatizantes, establiizadores, asi como adlitivos promotores o facliitadores de
formulacién utilizados normaimente eri la practica farmacéutica.
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B. FIELDS SEARCHED

IPC 7 A61K

Mmimum documeniation searched (classilicalion system followed by classification symbaols)

Documentation searched other than minimurm documentation to the extenl that such documents are Included in the helds sgarched

Eleclronic data base consulied dunng the international search (name of data base and, where practical, search lerms used)

EPO-Internal, WPI Data, PAJ, BIOSIS, EMBASE

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category * | Citalion of document, with indication, where appropriate, of the relevant passages

Relevant to claim No,

contraception”
LANCET, XX, XX,
vol. 352, no. 9126,

XP004265510
ISSN: 0140-6736
See "Protocol”

8 August 1998 (1998-08-08), pages 428-433,

A OF FERTILITY REGULATION T F O P M: 1-5
"Randomised controlled trial of

levonorgestrel versus the Yuzpe regimen of
combined oral contraceptives for emergency

m Further documents are lisied in the continuation ol box C.

D Palant family members are listed in annex.

* Special categones of cited documents :

*A® document defining the general state of the art which is nol
considered 10 be of particular relavance

"E* earlier docurment but published on or afterthe intemailional
filing date

*L* document which may throw doubts on priorily claim(s) or
which is cited to establish the publication dale of another
citation or olher special reason {as specified)

*0" document reterring to an oral disclosure, use, exhibition or
other means

‘P* document published pnor [0 the intemational filing date but
later than the pnonly date clamed

*T* later documeni published after the inlemational liling dale
or priority dale and not in conflict with the application bul
cited to understand the principie or theory undertying the
invention

*X* document of particwiar refevance: the claimed invention
cannol be considerad novel or cannot be considered 10
involve an inveniive siep when the document is taken alone

"¥* document of panticular relevance; Ihe claimed invention
cannol be considered to involve an invenlive slep when the
document is combined with one or more other such docu-
ments, such combination being obvicus lo a person skilled
in the an.

*&" document member of the same patent family

Date of the actual completion of the international search

19 February 2003

Date of mailing ot the intemational search report

26/02/2003

Name and mailing address of the ISA
European Patent Office, P.B. 5818 Patentlaan 2
NL - 2280 HV Rijswiik
Tel (+31-70) 340-2040, Tx. 31 651 epo nl,
Fax: (+31-70) 340-3016

Authorized officer

Cattell, James

Form PCT/ASA210 (second sheeat] (July 1992}

page 1 of 2
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INTERNATIONAL SEARCH REPORT —
Internatlonal Application No -
PCT/HU 02/00129 45
C.(Continuation) DOCUMENTS CONSIDERED TO BE RELEVANT
Category ° | Citalion of document, with indication,where appropriale, of lhe retlevani passages Relevant to ¢laim No.
X,P VON HERTZEN H ET AL: "Low dose 1-5

mifepristone and two regimens of
tevonorgestrel for emergency
contraception: a WHO muiticentre
randomised trial”

LANCET, XX, XX,

vol. 360, no. 9348,

7 December 2002 (2002-12-07), pages
1803-1810, XP004397554

ISSN: 0140-6736

See"Methods" and "Discussion™

Form PCTASAR210 [continuation of sacond sheet) {July 1992)

page 2 of 2
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PCT For receiving Office usc only

L\\t
International Application No.

REQUEST

Intemational Filing Date

The undersigned requests that the present
international application be processed
according to the Patent Cooperation Treaty. Name of recciving Office and “PCT International Application”

Applicant’s or agent's file ref:
(i desired) (12 characters mximuny 0105 173WOKB

BoxNe.1  TITLE OF INVENTION
DOSAGE REGIMEN AND PHARMACEUTICAL [:UMPUSITIUN FOR EMERGENCY CONTRACEPTICN

Box No.II APPLICANT l:] This person is also inventor

Name and address: (Family name followed by given name; for a legal entity, full official designation. | Telephone No.
The address must include postal code and name of country. The country of the address indicatedinthis | 36_1-4314487
Box is the applicant’s State fthat is, country) of residence ifno State of residenceis indicated below.)

Facsimile No,
RICHTER GEDEON VEGYESZETI GYAR RT, 36-1-4326005
H-1103 Budapest Teleprinter No.

Gyomrdoi 4t 19-21.

HUNGARY _
Applicant’s registration No. with the Office
State (that is, country) of nationality: State (that is, country) of residence:
' HU HU
This person i licant all designated 1l designated States the United States the States indicated i
for the pm;;(;::spgf:l D Smu| m t'he Umwd States of xxlr?:nmca ol'Amn;n'ca only th: Supplclrl:lmtal B:::

Box No.ITI FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S)

Name and address: (Family name followed by given name; for a legal eniity, full official designation. . .
The address must mchdme po.le t':oa'¢)r and nmn?of country. The ﬁvr e%; of !}g aﬁ‘ddrus mdicate%":l this This person is:
Bax is the applicant s State (that is, country) of residence ifno State of residence is indicated below.) D .
applicant only
VAN LOOK,Paul F.A. . [X] applicant and inventor
avenue Appia 20 D inventor only (If this check-box
1211 Geneva 27 is marked, do not fill in below.)
Switzerland Applicant’s registration No. with the Office
State (that is, country) of nationality: State (that is, country) of residence:
CH CH
This person is applicant 11 designated || designated States t the United Stat the States indicated in
for thIIJ: purpos&spgf D gmsﬂgm ° ?hc Unl{gt:: States of m:npca of Arr‘ulelma :ml;rs the Supple::cmal Box

Fﬁ-‘ Further applicants and/or {further) inventors are indicated on a continuation sheet.

Box No.TV AGENT OR COMMON REPRESENTATIVE; OR ADDRESS FOR CORRESPONDENCE

Th identified bel hy /has been ted to act on behalf
of fhge:méan:t;) bcforeoﬂvrel:org;egm Imematalgg:]“kuthgnatfcso :s D agent ‘r:g;:'lenslgt'lltative
N d add Fi ollowed legal ! official desi Telephone N
ame an ress: _.(mz a:mbmam;fm‘ﬁ quosv::lnc?d: {:rdam?;:e :j"”c:)m offici ignation. | Te }c% orie :314487
RICHTER GEDEON VEGYESZETI GYAR RT. Facsimile No.
H-1103 Budapest 36-1-4326005
Gyomrsi dt 19-21. r—
HUNGARY
Agent’s registration No. with the Office

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

Form PCT/RO/101 (first sheet) (March 2001; reprint January 2002) See Notes to the reguest form
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If none of the following sub-boxes is used, this sheet should not be included in the request.

Continuation of Box No. Il  FURTHER APPLICANT(S) AND/OR (FURTHER) INVENTOR(S) v { 'd

Name and address: (Family name followed by given name; for a legal entity, full official designation. i is:
The address must include postal code and name of country. The couniry of the addmsﬂ. indicale%"s: this This person is:
Boz is the applicant’s State (that is, country} of residence ifno State of residence is indicated below.} D applicant only

BALOGH, Illésne
H-1222 Budapest
Gérdonyi u. 11.

E applicant and inventor

I:I inventor only (If this check-box
is marked, do not fill in below,)

HUNGARY
Applicant’s registration No. with the Office
State (that is, country) of nationality: HU State (that is, country} of residence: HU
This person is applicant 1l designated all designated States exce the United States the States indicated i
for thlz: purposcspgf: D gtat:ss e the Unia‘g States of A.mcr'l?::a of America only the Sup;?elr‘:lne:tal B(;z
Name and address: (Family name followed by givenname: for alegal entity. full official designation. | This person is:
The address must include postal code and name of couniry. The country i:ghe address indicated in this
Box is the applicant s State (that is, country) of residence ifno State of residence is indicated below. ) D applicant only
KOMANDI, Katalin [4] sppticant and inventor
H-1111 Budapest 1 inventor only (If this check-box
HUNGARY Applicant’s registration No. with the Office
State {that is, country) of nationality: State (that is, country) of residence:
HU HU
This person is applicant all designated all designated States ex the United States the States indicated in
for ﬂ;‘; pmpompgf; D States gt the Unig‘éI States of Amoeenp!ca E of America only the Supplemental Box

Name and address: (Family name foilowed by given name. for a legal entity. full official designation. | This person is:
The address must include postal code and name of country. country m nd:brss' mdcatedmbe ted in this pe
is indi

Boxis the applicant’s State (that is, country) of residence ifno State of res fow.) D applicant only
NEMES, Lészlé applicant and inventor
H-1141 Budapest D inventor only (If this check-box
Bonyhadi u. 98. is marked, do not fill in below.)

HUNGARY Applicant's registration No. with the Office
State (that is, country} of nationality: HU State (that is, country) of residence: HU
This person is applicant all designated alt designated States ex the United States the States indicated in
for mgcpm'poswpgf: D States & the Unlii':; States of Ammceptca E of America only the Supplemental Box

Name and address: (Famify name followed by given name; for a legal entity, full official designation. | This person is:
The address must include postal code and name of country. The country of the address indicared in this pers

Bax isthe applicant's State {thatis, country) of residence ifno State of residenceis indicated below.) D applicant only

SZABO, Zsolt applicant and inventor

H-2141 . Csomor D inventor only (If this check-box

Csalogdny u. 33. is marked, do not fill in below,)

HUNGARY

Applicant’s registration No. with the Office
State (that is, country) of nationality: State (that is, country) of residence:
HU Hu

i i i all desi It designated States t the United States the States indicated in

This person i applicant [ sl desipated ] 2l despmel St onertt, [ Aty [ e SnicnimalBor

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

Form PCT/RO/101 (continuation sheet) (March 2001; reprint January 2002) See Notes to the request form
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Sheet Ne.

Supplemental Box

If the Supplemental Box is not used, this sheet should not be included in the request.

)

{ii}

(i)

)

v

i)

If. in any of the Boxes, except Boxes Nos. VIII(i) to (v) | for which
aspecial contimiation box is provided, the space is insufficient
tofurnishallthe information: insuchcase, write “Continuarion
of Box No...” (indicate the mumber of the Box) and furnish the
information in the same marner as required according to the
captions of the Box in which the space was insufficient, in
particular:

if more than two persons are to be indicated as applicanis
and/or inventors and no “continuation sheet” is available: in
such case, write “Continuation of Box No. Il and indicate for
each additional person the same type of information as required
in Box No. IIl. The country of the address indicated in this Box
is the applicant’s State (that is, country) of residence if no State
of residence is indicated below;

ift in Box No. {f or in any of the sub-boxes of Box No. lil, the
indication “the States indicated in the Supplemental Box” is
checked: in such case, write “Continuation of Box No. {1~ or
"Continuation of Box No. Ilf " or "ContinuationofBoxes No, I
and No. IIl” (as the case may be), indicate the name of the
applicani(s} involved and, next to (each) such name, the State(s)
{and/or, where applicable, ARIPO, Eurasian, European or
OAPI patent} for the purposes of which the named person is
applicant;

it in Box No. If or in any of the sub-boxes of Box No. IIl, the
inventor or the inventor/applicant is not inventor for the
purposes of all designated States or for the purposes of the
United States of America. in such case, write “Continuation of

- Box No. Il or "Continuation of Box No. I[l " or "Continuation

of Boxes No. Il and No. Iil” (as the case may be), indicate the
name of the inventor(s) and, next to (each) such name,
the State(s) (andfor, where applicable, ARIPO, Eurasian,
Eurgpean or OAPI patent) for the purposes of which the
named person is inventor;

if, in addition to the agent(s) indicated in Box No. [V, there are

Jurther agents: in such case, write "Continuation of
Box No. IV and indicate for each further agent the same type
of information as required in Box No. IV;

if. in Box No. ¥, the name of any State (or OAFI) is accompanied
by the indication “patent of addition,” or “certificate of
addition, " or if, in Box No. V. the name of the United States of
America is accompanied by an indication “'confinuation” or
“continuation-in-part”: insuch case, write “Continuation of
Box No. V" and the name of each State imvolved (or OAPI),

and afier the name of each such State (or OAPI), the number of
the parent title or parent application and the date of grant of
the parent title or filing of the parent application;

if. in Box No. VI, there are more than five earlier applications
whose priprity is claimed: in such case, write “Continuation
of Box No. VI" and indicate for each additional earlier
application the same type of information as required
in Box No. ¥1.

If. with regard to the precautionary designation statement

contained in Box No, V, the applicant wishes to exclude any
Slate(s} from the scope of that statement: in such case, write
“Designation(s) excluded from precautionary designation
statement” and indicate the name or two-letter code of each
State so excluded

Cont. of Box X.

dr. SZABO Zsolt

Form PCT/RO/101 (supplemental sheet) (March 2001; reprint July 2002)

See Notes to the request Jorm



SheetNo. .......

Supplemental Box if the Supplemental Box is not used, this sheet should not be included in the request.

1. If inanyof the Boxes, except Boxes Nos. VILI(i) to fv) for which
aspecial continuation box is provided, the space is insufficient
to furnishall the information: insuchcase, write “Continuarion
of Box No...."”" (indicate the number of the Box) and furnish the Cont. of Box X.
information in the same manner as required according to the
captions of the Box in whick the space was insufficient, in

particular: s
(i) if more than two persons are to be indicated as applicants .- ks
and/or inventors and no “continuation sheet” is available; in dr. VAN LOOK Palil F.A.

eachadditional person the same type of information as required
in Box No. Ifl. The country oftkeomindicamﬁn s Box Health and Research %
is the applicant’s State (that is, country) of residence ifno State: World Health Organization (WHO)
of residence is indicated below;
(if) if in Box No. If or in any of the sub-boxes of Box No. IIl, the dr. BALOGH lllésné

indication “the States indicated in the Supplemental Box” is

checked: in such case, write “Continuation of Box No. il or

“"Continuation of Box No. [l " or “Continuation of Boxes No. [

and No. [Il”" {as the case may be), indicate the name of the

applicant(s) involved and, next to {each) such name, (RESIGIE(S)  weveeeeeeeieuerieeanteireetereircresesssmsr st rasannarranasenres

{andlor, where applicable, ARIPO, Eurasian, Eurcpean or dr. KOMANDI Katalin

OAPI patent) for the purposes of which the named person is

applicant;

(iii} if; in Box No. Il or in any of the sub-boxes of Box No. II1, the
inventor 0} !?f ;nvemar/amﬁmnl is not imventor for the
purposes of all designated States or for the purpases of the L RIS
United States of A mtfrica: insuch casé{ wrile "Conrinuari'gn of NEMES Lasz16
Box No. 11" or “Continuation of Box No. {f{ " or "Continuation
of Boxes No. Il and No. Ill” (as the case muy be), indicate the
name of the invenfor(s} and, next io (each) such name,
the Siate(s) (and/or, where applicable, ARIPO, Eurasian,

Eumpean or OAPI patent) jbr the purposes of WhICh The = serrereetmsrasiscsesccenermerinssesneeransrirn s sesasasn e nes
named person is invenior; dr. SZABO Zsolt

(iv} if. in addition to the agent(s) indicated in Box No. IV, there are
further agenis: in such case, write “Continuation of
Box No. IV and indicate for each further agent the same type
of information as required in Box No. IV;

(v} if inBax No. V, the name of any State (or OAPI) is accompanied
by the indication "patent of addition,” or “certificate of
addition, " or if, in Box No. V, the name of the United States of
America is accompanied by an indication ‘'continnation” or
“continuation-in-part”: insuch case, wrile “Continuation of
Box No. V" and the name of each State involved (or OAPI),
and afier the name of each such State (or OAPI), the number of
the parent title or parent application and the date of grant of
the parent title or filing of the parent application;

(vi) if, in Box No. VI, there are more than five earlier applications
whose priority is claimed: in such case, write “Continuation
of Box No. ¥i" and indicate for each additional earlier
application the same type of information as required
in Box No. VI

2. If, with regard (o the precautionary designation statement
contained in Box No. V, the applicant wishes 1o exclude any
Staiefs) from the scope of that statement: in such case, write
“Designation(s) excluded from precautionary designation
statement” and indicate the name or two-letter code of each
State so excluded

Lf‘REI«'IARK: WHO has arranged and funded the clinical trial which lead to the
confirmation of the viability of the invention. The exploitation
of the invention is by (and subject to the terms of) an agreement

with WHO.

suchcase, write “Continuation of Box No. Il " and indicate for Director, Department of REpI‘OdUCtiVB
]

Form PCT/RO/101 (supplemental sheet) (March 2001; reprint July 2002)

See Notes to the request form
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Mark the applicable check-boxes below; at least one must be marked.

Sheet No.

Box No. V. DESIGNATION OF STATES

Ut

The following designations are hereby made under Rule 4.9(a):

Regional Patent

Kl AP ARIPO Patent: GH Ghana, GM Gambia, KE Kenya, LS Lesotho, MW Malawi, MZ Mozambique, SD Sudan,
SL Sierra Leone, SZ Swaziland, TZ United Repubtic of Tanzania, UG Uganda, ZM Zzmbia, ZW Zimbabwe, and any other
State which is a Contracting State of the Harare Protocol and of the PCT (if other kind of protection or treatment desired,
specify on doited line)
Eurasian Patent: AM Armenia, AZ Azerbaijan, BY Belarus, KG Kyrgyzstan, KZ Kazakhstan, MD Republic of Moldova,
RU Russian Federation, TJ Tajikistan, TM Turkmenistan, and any other State which is a Contracting State of the Eurasian
Patent Convention and of the PCT

European Patent: AT Austria, BE Belgium, CH & LI Switzerland and Liechtenstein, CY Cyprus, DE Germany,
DK Denmark, ES Spain, FI Finland, FR France, GB United Kingdom, GR Greece, IE Freland, IT ltaly, LU Luxcmhourg,
MC Monaco, NL Netherlands, PT Portugal, SE Sweden, TR Turkey, and any other State which is a Contracting State of
the European Patent Convention and of the PCT

OAPI Patent: BF Burkina Faso, BJ Benin, CF Central African Republic, CG Congo, CI Céte d’Ivoire, CM Cameroon,
GA Gabon, GN Guinea, GQ Equatorial Guinca, GW Guinea-Bissau, ML Mali, MR Mauritania, NE Niger, SN Sencgal,
TD Chad, TG Togo, and any other State which is 2 member State of OAPI and a Contracting State of the PCT (if other kind

El Ea

& Epr

B oa

of protection or treatment desired, specify ondotted line) .. ... ........... ..o il i
National Patent (if other kind of protection or treatment desired, specify on dotted line):
[ AE United Arab Emirates & GM Gambia B NZ New Zealand.............. ..
AG Antigua and Barbuda RAHRCroatia ..................... 2 oM Oman
Bl AL Atbania...................... ElHU Hungary .................. .. [@ PH Pphilippines..................
AMAmenia...................... A D Indonesia KIPL Poland ...,
B AT Austria.......oooevvnnnne. ... 521 N Y D PT Portugal....................
LI AU Austratia ...l IN India......o.coovnennnnn... fzl RO Romania
AZ Azerbaijan................... A1S Iceland B3 RU Russian Federation . ... . .......
BA Bosnia and Herzegovina......... e JaPan . e i e e e
& BB Barbados M KE Kenya.......ooovvnnnnnn.. @ sp Sudan
BBGBulgaria...................... B KG Kyrgyzstan.................. B SE Sweden
KBRBrazil .................... ... KP Democratic People’s Republic &l SG Singapore
BY Belarus....................... of Korea.............co.... SI Slovenia...............ouu..
KBZBelize........................ [al KR Republic of Korea............. I8 SK Slovakia....................
B cA Canada [ KZ Kazakhstan.................. SL SierraLeone.................
CH & LI Switzerland and Liechtenstein & LC Saint Lucia TJ Tajikistan...................
KRlcNcChina...................... LK Sri Lanka TM Turkmenistan..........c.oovv--
@ co Colombia [d LR Liberia [ TN Tunisia
& CR CostaRica................... LS Lesotho . .......o.ooeoin.... Dd TR Turkey ...t
CUCWA.....ceaeeeinnnn,. (@ LT Lithuania TT Trinidad and Tobago ..........
B C€Z Czech Republic............... Al LU Luxembourg i
2l DE Germany .................... bd LV Latvia &) TZ United Republic of Tanzania
DKDenmark.................... [ MAMorocco..ueeieniiinnn B UA Uknaine ..........cccuunnee
& DM Dominica 2 MD Republic of Moldova . . ....... UGUganda ...........ccccuue--
[Apz N [8 US United States of America . .. . . .
A EC EBevador..................... A MGMaagaSCar . .o vveiitrceiis et
EE Estonia...................... [£] MK The former Yugoslav Republic of &) UZ Uzbekistan................-
[ ES Spain ........ ... il Macedonia ................... VN VieNam..................
A Fr Finland...................... MN Mongolia 4 YU Yugoslavia .................
& GB United Kingdom MWMalawi . ................. [d zA South Africa................
[ GD Grenada (2] MXMexico........oonvennnnn.. [ zM Zambia
GE Georgia . .................... MZ Mozambique ZWZimbabwe . ... .. ......c.0-t
GHGhana...............co.vu.. [ NO Norway
Check-boxes below reserved for designating States which have become party to the PCT after issuance of this sheet:
I I P B
O O 0 PP

Precautionary Designation Statement: In addition to the designations made above, the applicant also makes under Rule 4.9(")_3“
other designations which would be permitted under the PCT except any designation(s) indicated in the Supplemental Box as being
excluded from the scope of this statement. The applicant declares that those additional designations are subject to confirmation and that
any designation which is not confirmed before the expiration of 15 monthg from the priority date is to be regarded as withdrawn b}' :'he
applicant at the expiration of that time limit. (Confirmation (including fees) must reach the receiving Office within the 15-month time limit)

Form PCT/RO/101 (second sheet) (Janunary 2002) See Notes 1o the request form
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Sheet No. 6
e —
Box No. VI PRIORITY CLAIM Y C{
The priority of the following earlier application(s) is hereby claimed: T
Filing date Number Where earlier application is:
of carlier application of earlier application - — e
{day/month/vear) national application: | regional application:* | intemational application;
country regional Office receiving Office
item (1)
27 November 200
(27.11.01) POl 05173 HU
item (2)
item (3)
item (4)
\
item (5)

[) Further priority claims are indicated in the Supplemental Box.

The receiving Office is requested to prepare and transmit to the Internationa! Bureau a certified copy of the earlier application(s) (fonly
if the earlier application was filed with the Office which Jor the purposes of this international application is the receiving Office) identified
above as:

(] attitems Al temy [ tem(2) O iem@ O iem@® [ iemes) N (S)::lpc;ics:‘lccntal Box

* Where the earlier application is an ARIPO application, indicate at least one country party to the Paris Convention for the Protection of
Industrial Property or one Member of the World Trade Organization for which that earlier application was filed (Rule 4. 10®)GE)): . ...

..........................................................................................................

Box No. VL INTERNATIONAL SEARCHING AUTHORITY

Choice of International Searching Authority (ISA) (if two or more Internationa! Searching Authorities are competent to carry out the
international search, indicare the Authority chosen; the two-letter code may be used):

Request to use results of earlier search; reference to that search (if an earlier search has been carvied out by or reguested from the
International Searching Authority):
Date (day/month/vear) * Number Country (or regional Office)

Box No. VIII DECLARATIONS

The following declarations arc contained in Boxes Nos. VIII (i) to (v} (mark the applicable Numbe.r of
check-boxes below and indicate in the right column the number of each type of declaration): det_:lmuons
[C] BoxNo. v (i) Declaration as to the identity of the inventor
E Box No. VIII (i) Declaration as to the applicant’s entitlement, as at the international filing
date, to apply for and be granted a patent : 1
D Box No. VI (iii) Declaration as to the applicant’s entitlement, as at the international filing
date, to claim the priority of the earlier application
D Box No. VI (iv) Declaration of inventorship {(only for the purposes of the designation of the
United States of America)
E] Box No. VI {v) Declaration as to non-prejudicial disclosures or exceptions to lack of novelty

Form PCT/RO/101 (third sheet) (March 2001; reprint January 2002) See Notes to the request form
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Box No.IX CHECK LIST; LANGUAGE OF FILING

This intemational application contains: This intemational application is accompanied by the following Nurmnber
(a) the following number of 1t_er}|:(s) l(mark the applicable cheqk—baa_ces below and indicate in of items
sheets in paper form: right column the nurrfber of each item). 1
request (including 1. B fee calculation sheet :

declaration sheets) : 8 2. [] original separate power of attorney

description {excluding -

sequence listing part) . 7 3. O original general power of attorney

claims 1 4.0 copy of general power of attorney; reference numbet,
any: . ...

abstract : 1 .

drawings , 3. [ statement explaining lack of signature

Sub-total number of sheets : 17 T D ey (oumen() denified nBon No. Vias

sequence listing part of

description (actuel number 7.[J translation of international application into

of sheets if filed in paper (language): . . ......... ..o i,
Jorm, whether or not also 8.0 separate indications concerning deposited microorganism
Jiled in computer readable . or other biological material

Jorm; see (b} befow)

19 | 9.[0 sequencelisting in computer readable form (indicate also type
Total number of sheets : 17 and number of carriers (diskette, CD-ROM, CD-R or other ))
(b) sequence listing part of description filed in (i) [J copy submitted for the purposes of international search
computer readable form under Rule 13er only (and not as part of the
(|) D only (under Section 801(8)6)) international appl:cauon)

(ii) L (only where check-box (b)(i) or (b)(ii} is marked in left -

(ii) CJ in addition to being filed in paper column) additional copies including, where applicable,

form (under Section 801(a)(ii}) the copy for the purposes of international search under
Type and number of carriers (diskette, Rule 13zer :
CD-ROM, CD-R or other) on which the (ii?) [J together with relevant statement as to the identity
sequence listing part is contained (additional of the copy or copies with the sequence listing part
capies to be indicated under item 9(ii), in mentioned in left column
right column):
...................... 10. [7] otherfspecifiy): .......o..ooouiiiiiiininn .
Figure of the drawings which Language of filing of the English
should accompany the abstract: international application: g

BoxNo.X  SIGNATURE OF APPLICANT, AGENT OR COMMON REPRESENTATIVE
Next to each signanare, indicate the name of the person signing and the capacity in which the person signs (if such capacity is not obvious from reading the request).

: QupITIR CTTIR VOIATTTICVAZ R
X g F ) -
Dr. SZOMBATHELYI Zsolt Dr.POLGAR Istvdan
Research Director Director

Intellectual Property

For receiving Office use only

L. Date of actual receipt of the purported 2. Drawings:
international application:
D received.

3. Corrected date of actual receipt due to later but
timely received papers or drawings completing
the purported intemnational application:

4. Date of timely receipt of the tred D not received:
corrections under PCT Article 11(2):

5. International Searching Authority 6. D Transmittal of search copy delayed
(if two or more are competent): = [SA / until search fee is paid

For International Bureau use only

Date of receipt of the record copy
by the International Burcau:

Form PCT/RO/101 (last sheet) (March 2001; reprint January 2002) See Notes 1o the request form
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Box No. VIII (ii) DECLARATION: ENTITLEMENT TO APPLY FOR AND BE GRANTED A PATENT

The declaration must conform to the standardized wording provided for in Section 212; see Notes to Boxes Nos. VI, VIl (i} to (v) (in general)
and the specific Notes to Box No.VIII (ii). If this Box is not used, this sheet should not be included in the request.

Declaration as to the applicant’s entitlement, as at the international filing date, to apply for and be granted a patent (Rules 4.17(ii)
and 31bis. [ (a)(ii)}, in 2 case where the declaration under Rule 4.17(iv) is not appropriate:

in relation to this international application ]
RICHTER GEDEON VEGYESZETI GYAR RT. is entitled to
apply for and be granted a patent by virtue of the following:

“® 1)  RICHTER GEDEON VEGYESZETI GYAR RT. is entitled as
employer of the inventors

BALOGH Illésné
KOMANDI Katalin
NEMES Laszlé
SZABO Zsolt

2)  anassignment from WHO to ) )
RICHTER GEDEON VEGYESZETI GYAR RT. dated

21 November 2002.

This declaration is made for the purposes of all designations (except the
designation of the United States of America)

E] This declaration is continued on the following sheet, “Continuation of Box No. VIII (ii)".

. f form
Form PCT/RO/101 (declaration sheet (ii)) (March 2001; reprint January 2002) See Notes to the request J¢
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PATENTE DE INVENCIODMODELO DE UTILIDAD

lndacarmn de que se soliclia ta concesion de una patente. / i
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- Descripcién de {a invencid :
Dibujos de ser estos periinentes. Vi
Comprobanie de Pago de las tasas estabiecidas.

COMPLETA () INCOMPLETA™{ )"
DISERIO INDUSTRIAL () o

- Indicacidén da t,ue se solici{a el registro de Disefio Industrial RESSNT I L ()

- Datos de identificacion del solicitante o de la persona que praserta™ () 7 ()" -

- la solicitud. S |

- Repreazntacion grafica o fotografica del Diseho Industriai o musastra del oo T
Material que Incorpora el disefo. )
Comprobaitte de pago ¢e Jas tasas establacidas N SR B

COMPLETA () INCOMPLETA -~ ()

ESQUEMA DE TRAZADO | )

- Indicacion de que solicita el registro de un Ssquema de trazado. - { )
‘@ _ - Dezios de identificacton del solcitante o de la persona gue presenta
- ' Lasclicitud.
Representacion grafica d3l esquema de trazado
Comptobante de pago de las tasas establecidas.

COMPLETA
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Fecha;
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' Industria y Comercio

SUPERINTENDENCIA

Folio 53
2020
Bogota DC

Doctor(a)

ALVARO CORREA ORDONEZ

Apoderado(a)

RICHTER GEDEON VEGYESZETI GYAN RT.

REFERENCIA: Radicacién No. . 04-60435
Solicitud Internacional PCT/HU2002/00128
Fecha inicio fase naqlonal 27108/2004

Trémite 011
Evento 379
Actuacion 416
Oficio No. ' 1351
Folios 001

Teniendo en cuenta que la solicitud de brivilegio de patente que se tramita bajo
el expediente indicado en la referencia, retne los requisitos de forma
establecidos en la Decisidon 486 de la] Comision de la Comunidad Andina, el
Tratado de Cooperacién en Materia de Patentes (PCT), el Reglamento y la
Circular Unica de la Supenntendencna'de Industria y Comercio, se envia el
extracto de la solicitud a la Oficina de Comunicaciones para efecto de su
publicacién en la Gaceta de Propiedad Industrial.

iy
Dado n Bogotd DC, 93 As0. 2004

ALIX CARMENZA CESPEDES DE VER@EEL
Jefe de la DivVisidn de Nuevas Creaciones

202057
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Industria y Comercio k\

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No. 04-060435

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION
PCT FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 545,
DE FECHA 29 DE OCTUBRE DE 2004, EL TERMINO HABIL SENALADO POR

LA LEY EXPIRA EL 27 DE ENERO DE 2005.

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

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.

Sl X NO

Bogota D.C., Enero de 2005



