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SenoraJdoele.
DIVISION DE NUEVAS CREACIONES

Superintendencia de Industria v Comercio

K. s

Referencia : Expediente N” 04-060435

Asinito : Oposieion a fa solicitud de patenle de Invencion titulada

@ "REGIMEN DE DOSIFICACION Y COMPOSICION

FARMACEUTICA PARA ANTICONCEPCION DE
EFMERGENCIA™.

Solticitante RICHTER GEDEON VEGYLESZETI GYAR RT.

Opasitara :PROCAPS S.A.

Publicada en Ia Gaceta de la Propiedad Industrial

N* 545 del 29 d¢ Octubre de 2004

Yu. Luis Fernando Rineon Cucellar, abogado con Larjeta profesional N©
@ 13008 ded eonsejo superior de o judicatura, en mi condicion de apoderado
e Jasociedad PROCAPS S.AL conformada bajo tas leves de fa Repablica de
Colombia v domicitiada en la ciudad  de  Barranguilla,  Colombia,
alentamente mintfiesto que estando dentro del término de ley v por orden
expresa de mi epresentada, presento oposicion a la concesion del registro
de ke patente de Invencion titulada “REGIMEN DE DOSIFICACION Y
COMPOSICION FARMACEUTICA PARA ANTICONCEPCION DE
EMERGENCIA". solivitada por RICHTER GEDEON VEGYESZETI
GYAR RT. v pido a Usted declarar fundada esta oposicion v en

consectencia negar ol registio de la patente solicitada.

Catle 1o AN Sn-a0, Teb (70 0 18 -0 83~ — Fan (57 oy M-
Fonnih: negocioss? apdinnme-eoenns - wawwoplithumi-co.com
Bogata Colmebin
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1. INTERES PARA ACTUAR

Conforme ado dispuesto en el articulo 42 de la Decision 486 de 2000 de la
CAN, vstando dentro det término estiputado por la lev, manificsto el
fegitimo interds de nuestra representada debido a que la solicitud
pretendida no cumple con los requisitos dispuestos en la lev como se
cnalizard mids adelante v de ser concedida atentaria directamente a la
comercializacion que mi representada pretende con la presentacion
farmacentica eliborada con base en ol levonorgestrel. Por lo tanto. solicito
respetuosamente a ese Despacho se sirva tener en cuenta la presenle
oposicion  dentro del tramite administrativo que se surte en esta

Superintendencia,

2. FUNDAMENTOS DE HECHOS

. La selicitud objeto de a presente aposicion fue presentada en Colombia el

25 de Junio de 2004, reivindicando prioridad bajo HU-Po105173 del
27 /2001, cuva fecha de inicio en la fase nacional fue ¢l 27 de junio de
2004, con publicacion internacional N® WO 03/045397 del 5 de Junio de
20043 v fue publicada en Colombia, en la Gaceta de la Propiedad Industrial
NY £45, del 29 de Octubre de 2004, bajo ¢l NU de publicacion NP, 535

(pgina 392),

2. Lo solicitud eolombiana N* 04-0604135 objeto de la presente oposicion.

coinprende segin sns clausulas 1 a 5. una composicion farmaccutica para

anticoneepeion de emergencia que contiene levonorgestrel como principio

aclivo, caracterizada porque contiene Unicamente 1,5 +/-022 mg de

levonorgestrel como principio activo en cada dosis de administracion
Calie i AN s2-00. el s o330 18 6 =g — Fax (5716 24 47 N7
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mezckdos  con exeipientes  conocidos,  diluventes.  saborizantes o
aromatizantes,  estabilizadores,  asi como  aditives  promotores o
faciiiliddotes  de formulacion  utilizados normalmente en la practica
farmaccutica; v, un régimen de dosificacion para anticoncepeién de
emergenaia ulilizando levonorgestrel como principia activo, caracterizado
porgque se administra una dosis (nica que contiene 1,5 +/- 0,2 mg de
fevonorgestrel como principio activo en un plazo hasta 72 horas a partir
del eoito 1 v T utilizacion de levonorgestrel para la preparacion de una
composicion - rmacentica de dosis de  administracion inica  para
anticoncepeion de emergencia, caracterizada porque contiene tinicamente
L3+/- 0.2 mg de levonorgestrel como principio activo en cada dosis de
administracion  mezeladas con  excipientes  conocidos,  diluventes.
saborizantes o aromalizantes,  estabilizadores, asi como  aditivos
promoteres o facilitadores de formulacion utilizados normalmente en la

prictica farmaceutica

23 Enoprimera instancia, esta solicitud de patente esta incursa en los
tmpedimentos que consagra el articulo 21 de la Decision 486 de la CAN, la
cual indiea: los productos o procedimientos  ya  patentados,
comprendidos en ef estado de la téenica de conformidad con ol articulo
16 e fa presente decision, no seran obhjeto de nueva patente, por ol
simple hecho de atribuirse un uso distinto al originalmente comprendido
por fu patenie inicial”. Eslo significa que on Colombia a la fecha no se
conceden patente para los segundos usos. El levonorgestrel, tal y como lo
reafirma el mismo  solicitunte en su descripeion, ha sido  utilizado
amplinmentce para preparaciones farmacéuticas como contraceptivo desde
hace mas de 230 afos atras. Existen varios v variados estudios sobre el
tema., que inchive presentaciones aisladas v combinadas  que  usan
levonorgestrel. Por lo tanto. el uso de levonorgestrel para la preparacion
Calle llo AN 5-on el 3T 0 1 18 gt~ = Fax (571 eg v 87
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de una composicién farmacdutica de dosis de administracion tnica para
anticoncepeion doe cmergeneia, mezelada con excipicntes conocidos, no es
objcto de patentabilidad.

2oq. Poroolran partes se oestid también tratando de reivindicar un método o
regimen de dosificacion que comprende administrar a un humano una
dosis anica de Tevonorgestrel como prineipio activo en un plazo hasta 72
heries o partie del coito. La decision 486 de la CAN establece elaramente
enosuoarticulo nimero 200 "No serdn patentables: ..d)Los mdétodos
ferdpenticos o quiridrgieos para el tratamiento humano o animal, asi
como los métodos de diagnostico aplicados a los seres humanos o
animales™, De aqui se deduee claramente que el objeto de la presente

solicitid no puede ser objelo de patente en Colombia.

2.5 Isual v econjuntamente, ol articuto 14 de la Decision 486 de la CAN
consagra en su articulo 14 lo siguicnte: "Los paises miembros otorgardan
patentes para las invenciones, sean de producto o procedimiento, en
todos {os campos de la teenologia, siempre que sean nucvas, tengan nivel
mventivo y sean susceptibles de o aplicacion industrial. La presente
solteitud carcee de aplicacion Industrial va que como se demostro en el
apartado interior lo que se esta reclamando es un régimen de dosificacion.
Uit sunee matenutica sobre lo cual la presentacion farmacéutica es
susceplible de administrarse. Estos no son aplicables industrialmente
porgue primero no se obtiche un producto o proceso: v segundo no es
reproducible o repetible o escala industrial. Por lo tanto el objeto de Ja

presenle invencion no cample con el requisito de Ly aplicacion industrial.

2.6, Exe mismo articulo 14 de Ia Decision 486 de la CAN. se refiere a que fas
invenciones objeto de patente deben ser nuevas v tener nivel inventivo.
Calie 10 AN 599 Tel (a7 0 1918 63 7d Fax (Rr1 604 47 87
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Bien. pues antes de la fecha de prioridad de esta solicitud se encuentran el
siguiente documento gue alectan la novedad v el nivel inventivo de Ia

presente solicitud:

e Di: RESUMEN (ABSTRACT) “Randomised controlled trial of
levonorgestrel versus the Yuzpe regimen  of  combined  oral
contraceptives lor emergeney contraception” LANCET, XX, Vol. 352

@ NT g6, g 428-349 (1998-08-08).

o Do2r "EMERGENCY CONTRACEPTIVE PILL: MUEDICAL AND
SERVICE DELIVERY GUIDELINES™ Consortium for Emergency
Contraception. October 2000.

o D FICHA TECNICA DEL MEDICAMENTO POSTINOR®. Marzo

de 2001,

4

27 Como o indicia en el documento D1, s¢ revela un estudio donde se
propone  una  composicion  farmacéutica  para anticoncepeion  de
cmergenciit gue conticne  levonorgestrel  como  prineipio  activo,
ciaracterizada porgue contiene dos dosis separadas de 0,75 mg de

@ levonorgestrel cada una, En pocas palabras que la administracion a la

pacienie para anticoneepeton de comergencia contiene un total de dosis

de 1.5 mg. de levonorgestrel, similar a lo propuesto en la presente
solicitud, sobre o cuad se descubrid, para aquella época de 1998, que

e tolalmenle eficaz, Bo la presente solicitud se reivindica el misimo

hecho pero en una dosis Onica, sobre lo cual. para cualquier persona

versada en Ta materia, a partir del conocimiento v travectoria de la
fevonorgesirel tal v como se define al comienzo de la deseripeion de la
misma salicitud abjeto de oposicion, en combinacion con este articulo

L, puede derivar de manera evidente una formulacion o preparacion

Colle o AN so-00. Tel (57100 12 5 1R -- b1 aa 7 - Faxo(nmid g g7 87
Fetnail: negneios oplinnimn-co,com - wwsw,oplimunm-co.eom
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farmaccutica que contiene 1.5 mg de levonorgestrel como principio
activo. Asi las cosas, lo expuesto en la solicitud colombiana 04-060435
e Jas reivindieaciones, se deriva evidentemente del arte anterior en
combinacion con el articulo D1, de manera que se demuestra que es
abvio para cualquier persona versada en fa materia. Por lo tanto. la
combmacion del conoctmiento revelado, afecta de manera dirvecta ol

pretenden proteger.

™
e
S

Por su parte, ¢l documento D2 revela un estudio de pildoras
contraceplivas de emergencia (ICPs) en administracion dentro de las
72 horas después del coito (paginag). Dentro de los regimenes
cstiblecidos dentro de este documento D2, pagina 5. se define el
compuesta active de levonorgestrel en dosis de 0,75 mg dentro de las
72 horas siguicntes al coito v repetible en las 12 horas siguientes.
Biectivamente afirma en la pagina 6, columna 2, ¢en “Aconsejando”
(Counseling) se afirma que la primera dosis se debe administrar lo mas
pronfo posible v una segunda dosis 12 horas después de la primera. De
gual forma, en la tabla 1, pagina 14 se referencia un régimen de
abletis de o, 75 mg  cada una v se recomiendan dos dosis,
Obviamente, v cualguicor persona del nivel puede deducir que dos dosis,
cada una de 0,75 mg de levonorgestrel equivale a un régimen de 1,5 mg,
del mismo. Por lo tanto, a partir del conocimiento revelado, cualquier
persona versada en la miateria Hegaria de manera obvia alo espresado
en el capitulo reivindicatorio. Asi las cosas, este documento D2, afecta
di manera directa of requisito de ALTURA INVENTIVA de la solicitud

colombiana que se pretenden proteger.,

1

a0 De gual forma, el documento D3 orevela un medicamento

comercializado, cuva ficha téenica de marzo de 2001, comprende

Calle st AN S a0 Fel G b b sg 8 - O vg Faxd(g70 0y 47 87
X . .
Femianl: newoeios s apbilnm-eo.eeit - www aplimiHn-coeont
Bowgaly Colomibia
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tabletas de 0,75 mg de levonorgestrel v excipientes. Dentro de las
mdicaciones se afirma un vso indicado dentro de las 72 horas. La
poselogia comprende un tratamiento de dos comprimidos o sea, un
total de 1.5 mg. Asi las cosas, este documento D23, afectaria la altura
inventiva del documento objeto de oposicion, dado que cualquier
persona versada en o materia puede deduceir ¢l hecho de tomar una

unica dosis de 1,5 mg de levonorgestrel.

@ 200 ER conseeaeneia v de acuerdo a lo deserito anteriormente, se deriva
que i solicitud colombiana 04-0604:435 no puede pretender un
monopolio por patente loda vez que lo que pretende no cumple con dos

de los tres requisitos necesarios para su proteceion.

b Que por consiguiente, respecto a la solicitud pretendida se tiene ques:

2001 CARENCIA DU ALTURA INVENTIVA. Segiin la Decisidn 486 de la

Comunidad Andina de Naciones, Articulo 18.- “Se considerard que una
meencion fene nivel inventivo, st para una persona del oficio
normalmenice versada en la materia (éenica correspondiente, esu
@ invencion no hubicse resultado obvia ni se hubiese derivado de manera
ceidente del estado de la téenica.”. A la fecha de prioridad, 27 de
noviembre de 2001 los documentos D1, D2 v D3 en combinacion, es
posibie derivar de mancera evidente una formulaciéon o preparacion

Earmuicdutica quie contiene 1.5 mg de levonorgestrel.

212, CARENCIA DE APLICACION INDUSTRIAL La Decision 486 de

Fr CAN consagra en su articulo t4 lo siguiente: “Los paises nmriembros

olorygaran patenles para  las  invenciones,  sean de producto o

proceditiento. en lodos los campos de la teenologia, siempre gue sean

nuevas. tengan nivel mventivo y sean susceptibles  deo aplicacion
Calte nag AN sq-g0. el n7) o 48 - ey Fax {nr) b2y 47 87
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industrial. 1a presente solicitud carcee de aplicacion Industrial va (ue
como se demostré lo que se estd reclamando es un régimen de
dosificacion. Estos no son aplicables industrialniente porque prinmero no
s obliene un producto o proceso; v segundo no es reproducible o
repetible a eseala industrial. Por lo tanto el ohjeto de la presente

i encion no cumple con el requisito de la aplicacion industrial.

2.12. Dade lo anterior, es posible dedueir que la solicitud v 1o reivindicado no
ox objeto de patentabilidad pues es contrario a lo que dicta Ja Deeision
480 de fa Comunidad Andina de Naciones, Articulo 14.- "Los Paises
Miembros otorqaran palentes para lus invenciones, sean de producio o
de procedimiento, en todos los campos de la teenologia, siempre que
sean nuevas, tengan nivel inventivo y sean susceptibles de aplicacion
industrial.”, Ta solicitud pretendida no cumple con dos de los tres

reuisitos de patentabilidad.,

21 Por consiguiente, siose concede el registro solicitado se induciria al
monopolio de un producto que no cumple con los  requisitos

primordinles exigidos por la mencionada Decision 3806.

2.4, Por todo lo anterior, atentamente solicito a usted que se sirva declarar
fundada la presente oposicion v negar el registro Patente de invencion
denominada "REGIMEN DE DOSIFICACION Y COMPOSICION
FARMACEUTICA PARA ANTICONCEPCION DE
EMUERGENCIA”Y, solicitud Colombiuana que aparecio publicada en Ia
Gaceta de Ta Propiedad Industrial NY 545 del 29 de octubre de 2004, en

F pagina 32, bajo el NP 535,

Catle o AN f-a0. 7 Tel (1 e a4 18 o1~y Fax (AP o eg =67
Fonndl: segocioacroplinum- co.eom - www.oplimuni-co.com
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3. PRUEBAS

Pe contormidad con lo dispuesto por las normas vigentes, solicito a

usted teaer comoe prucha en este asunto los siguientes:

a Di: RESUMEN (ABSTRACT) “Randomised controlled ftrial of
levonorgestrel  versus  the Yuzpe regimen  of combined  oral

@ contraceptives for emergeney contraception”™ LANCET, XX. Vol. 352
Nare6, Pag. 428-433 (19498-08-08).

o D2 CEMERGENCY CONTRACEPTIVE PILL: MEDICAL AND
SERVICE DELIVERY GUIDELINES™ Consortium for Emergency
Contriception. Oclober 2000.

o D3 FICHA TECNICA DEL MEDICAMENTO POSTINOR®R. Marzo
de 2001,

4. FUNDAMENTO DE DERECHO
Fundamento esta observacion en fas normas legales siguientes:

@ 4.1, Artienlo 42 de la Deeiston 486 de la Comision del Acuerdo de

Carlage.

S B las dennis normas concordantes.

Caibe 1 AN Ao el i b eg a8 - oy — Faxc (Rm) b ey g7 87
it madi negociai oplinnn-cocom - www_optinmm-co.conm
Bogoti Calombhia
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5. ANEXOS

Para los electos correspondientes anexo al presente, aquellas referenciadas en

eleapitudo de priochas asi come los siguientes documentos:

5.0 Revibode o pago  expedido por el Fondo Especial de  esa
Superintendencia, en el cual consta que se ha pagado el valor
Q correspondiente o la tasa por lraitacion de esta oposicion.

5.2, Copla de [y oposicion para el traslado al solicitante.

5.3 Poder paraactuar a nombre de mi representada.

St Documenio que acredita la existenein v orepresentacion legal de la

CHPresa.

Catle g AN S53-00. Tl s oy sa s - oo 7g — Fax (571 6 eg 37 87
F-mail negociosaraplimem-cocom - www.opbimum-co.com
Bogota Colombin
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6. NOTIFICACIONES

Para efectos de notificaciones que por disposicién del articulo 50 del
Decreto 01 de 1984 debe hacer su Despacho, informo que mi representada y la
suscrita recibiremos notificaciones en la Secretaria de su Despacho o en mis
oficinas de abogado situadas en la calle 1192 N° 53-99 de esta ciudad de
Bogota.

Sefiora Jefe,

CON CUELLAR
C.C.79’532.186 de Bogota )
T.P.A. 113.438 dél C.S. dela J.

Calle 119 A N° 53-99. Tel. (571) 6 13 34 18 - 6 13 33 74 — Fax. (571) 6 24 47 87
E-mil: negucios@optimim-co.com - www.oplimum-co.com
Bogoté Colombia
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PROCAPS

PODER ESPECIAL

Yo, WALTER TANAKA TATEKAWA, mayor de edad y vecho de la ciudaod de
Baranquilla (Colomblay), identificado como aparece al pie de mi frma, quien en
el presente documenio aciio en calldad de Representanie Legal de Ia
sociedad PROCAPS 8.A. socledad legaimente constituida y domicillada en la
civdad de Baranquiia {Colombla), por el presente documento otorgo a LUIS
FERNANDO RINCON CUELLAR, abogado titulado, identificado como aparece al
ple de su fiima, con tarjeta- profesional No. 113438 expedida por el Consejo
Superiior de la Judicatura, poder especial, amplio y suficlente, para formular
oposiciones u observociones a Ia solictiud de patente No. 04-060435, de tiulo:
“REGIMEN DE DOSIFICACION Y COMPOSICION FARMACEUTICA PARA
ANTICONCEPCION DE EMERGENCIA", pubiicada en ia Gaceta de la Propiedad
Indusirial N® 545, del 29 de octubre de 2004, bajo el N° de publicaclén NP. 535,
y cuyo solicitante es lo sociedad RICHTER GEDEON VEGYESZETI GYAR RT.

Nuvestro apoderado queda faculiado, de manera expresa, para realizor fodo
fipo de actos necesarios para llevar a cabo el trémita de la oposicion,
incluyendo, sin limitacién, preparar vy presentar soliclhudes, hacer
declaraciones, pagar tasas, contribuclones e impuestos, recabar los titulos o
cerlificades. Asimmo quedan autorizodos para impugnar adminisirativa y
judicilaimente todo lo que fuere resuelto en el expediente a que se hace
expresa referencla en el presente poder, con todas las facultades generales y
especlficas que fuera requerido para ella.

De la misma manera, ademas de las facultades que le confiere la naturaleza
del presente mandato, se encueniran facultados para reciblr, desistir, iransigir,
sustitulr, y reasumir el presente poder, Incoar acciones, interponer recursos y
demds facultades conferidas por la ley.

oy Fj : anquiita {Colombia) a los 13 dias del mes de Enerode

PROCAPS §.2

WALTER TANAKA TATEKAWA
(‘d;; C.C. N° 14.251.925 de Paimira
Representante Legal

RNANDO RINCON CUELLAR
C.C. No. 79.532.186
T.P. 113438

CALLE 80 No, 788-20 : ; - 3533881 - 3532067
. AA. 50330 - P.B.X.{576) 3530783 - 580000 - 5719000  FAX: (575) 3533040 - 3660434
B0 o ! N ANGUILLA - COLONEIA - NIT: 890.108.527-5
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EL SUSCRITO SECRETARIO DE LA CAMARA DE COMERCIO DE BARRANQUILLA,.
CERTIFICA

Que por Escritura Publica Nro. 1190 del 22 de Julio de 1,976,
otorgada en la Notaria Tercera de Barranquilla, --------------—--—------
inscrita en esta Camara de Comercio, el 28 de Julio de 1,976 bajo
el No. 6,070 del libro respectivo, fue constituida la sociedad
limitada denominada "PRODUCTORA DE CAPSULAS DE GELATINAS LIMITADA
"PROCAPS LIMITADA" .-----——---—-- - m—m——mtcccccccmcsce————— ===

CERTIFICA

Que por Escritura Publica Nro. 1307 del 28 de Junio de 1,979,
otorgada en la Notaria Tercera de Barrangquilla, ---------=--c-cc--c----
inscrita en esta Camara de Comercio, el 23 de Julio de 1,979 bajo
el No. 10,039 del libro respectivo, la sociedad antes mencionada

se trangformo en sociedad anonima bajo la dencminacion social de
"PRODUCTCRA DE CAPSULAS DE GELATINA S5.A." PROCAPS S.A.".-~---=-----=-=

CERTIFICA

Que por Escritura Publica Nro. 3810 del 31 de Dic/bre de 1,980,
otorgada en la Notaria Primera de Barranquilla, ---------------------=
inecrita en esta Camara de Comercio, el 30 de Enero de 1,981 bajo
el No. 12,705 del libro respectivo, la sociedad antes mencionada

se transformo en sociedad de responsabilidad limitada bajo al razon
social de "PRODUCTORA DE CAPSULAS DE GELATINA LIMITADA "PROCAPS LI -
MITADA" ,~-—-- - - e memm e e e e r e e e e e e m e m - memmEm—————————— == - =

CERTIFICA

Que por Escritura Publica Nro. 3755 del 10 de Nov/bre de 1,983,
otorgada en la Notaria Unica de Soledad, @ = --------------------==
inscrita en esta Camara de Comercio, el 22 de Nov/bre de 1,983 bajo
el No. 17,922 del libro respectivo, la sociedad antes mencionada

se transformo en sociedad anonima bajo la denominacion social de
"PRODUCTORA DE CAPSULAS DE GELATINA S.A. "PROCAPS S.A.".------------

CERTIFICA
Que por Escritura Publica Nro. 3615 del 6 de Dic/bre de 1,996,

t rgada en la Notaria 2a. de Barranguilla = = ---=----=---=----——------
insecrita en esta Camara de Comercio, el 20 de Dic/bre de 1,996 bajo

RhkkhkkkRkd C O N T I N URA *hkdrbkrnnw
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el No. 67,218 del libro respectivo, la sociedad antes mencionada
cambio de razon social, por la denominacion LABORATORIOS PROCAPS S.A

CERTIFICA

Que por Escritura Publica Nro. 3775 del 18 de Dic/bre de 1,996,
otorgada en la Notaria 2a. de Barr 1lla 2z  ~--c-cccccccccccacaaa--
inscrita en esta Camara de Comercio, el 23 de Enero de 1,997 bajo
el No. 67,704 del libro reagectivo, la sociedad antes mencionada
cambio de razon social, por la denominacion PROCAPS S.A., ~----------

CERTIFICA

Que dicha sociedad ha sido reformada por las siguientes escrituras

y/o documentos privados:

Numero mm/dd/aaaa Notaria No.Ins o Reg mm/dd/aaaa
39 1/18/1979 Notaria 3a. de Barranquilla 9,452 1/24/1979
992 4/30/1981 Notaria la. de Barranquilla 13,112 5/ 6/1981

1,464 8/27/1982 Notaria Unica de Soledad 15,533 9/ 8/1982
2,744 8/18/1983 Notaria Unica de Soledad 17,416 8/26/1983
3,826 7/16/1984 Notaria Unica de Soledad 19,554 7/27/1984
3,835 8/26/1985 Notaria Unica de Soledad 22,230 9/ 4/1985
2,260 9/10/1986 Notaria Unica de Soledad. 24,995 9/15/1986

1,849 7/11/1989 Notaria 2a. de Barranquilla 33,909 7/13/1989
444 2/21/1990 Notaria 2a. de Barranquilla 36,101 3/16/1990
3,090 12/17/1991 Notaria 2a. de Barranquilla 43,993 1/28/1992
269 2/ 1/1993 Notaria 2a. de Barranquilla 48,428 2/16/1993
2,342 7/28/1993 Notaria 2a. de Barranquilla 50,582 8/10/1993
3,652 11/ 9/1993 Notaria 2a. de Barranquilla - 51,798 11/22/1993
3,615 12/ 6/1996 Notaria 2a. de Barranquilla 67,218 12/20/1996
89 1/16/1997 Notaria 2a. de Barranquilla 67,704 1/23/1997
2,070 7/17/1997 Notaria 2a. de Barranquilla 70,627 7/31/1997
2,281 8/ 4/1997 Notaria 2a. de Barranquilla 70,813 8/14/1997
765 4/22/1999 Notaria 3a. de Barranquilla 80,628 4/23/1999
459 2/21/2001 Notaria 2a. de Barranquilla 91,502 2/23/2001
2,608 10/ 5/2001 Notaria 2a. de Barranquilla 95,771 11/ 8/2001
1,730 7/29/2004 Notaria 2. de Barranquilla 112,999 8/26/2004

CERTIFICA

Que de acuerdo con la(s) escritura(s) arriba citada(s), la sociedad
Be rige por las siguientes disposicioneg: ------=-----mmmmamomooooo
DENOMINACION O RAZON SOCIAL: ------------eeccccececcammmm e e e e
PROCAPS S8.A, ~--cccmccmcccccccc o mm e mccm e cccc e — e e e m e ——— =
Sigla: PROCAPS = e
DOMICILIO PRINCIPAL: BARRANQUILLA --------—--——--mm——mmmmmmmmmmm -
Nit No. 890,106,527 -5--=--=-- - e mm—m e e-
MATRICULA MERCANTIL: 24,802 ---------ee-ececccccccccccccceecam—— e
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CERTIFICA

Direccion para notificaciones judiciales
CL 80 # 78B -201
de la ciudad de BARRANQUILLA

CERTIFICA

DURACION: El termino de duracion de la sociedad se fijo haeta el
18 de Agosto del ano 2,073, ------------cmm-mmmmmmmmmmem—m -

CERTIFICA

OBJETO SOCIAL: El objeto principal de la sociedad sera: a)-La fabri-
cacion de capsulas y otros productos similares a partir de materia-
les tales como gelatinas u otros de distinta naturaleza, que puedan
ser utilizados como envases o recipientes de productos y sustancias
quimicas, farmaceuticas y cosmeticas, para uso y consumo humano y
veterinario; b)-La investigacion, desarrollo y fabricacion de toda
clase de productos y sustancias quimicas, farmaceuticas y cosmeticas
para uso y consumo humano, animal y vegetal; c¢)-La compra y venta de
materias primas, insumos y productos intermedios necesarios para los
procesos fabricacion de sustancias quimicas, farmaceuticas,alimen
ticias y cosmeticas, asi como la comercializacion interna y externa
de los productos terminados, d) La compra, venta, importacion, K ex-
portacion y distribucion de toda clase de elementos instru-
mentales y eguipos medicos, quirurgicos, odontologicos,y hospitalarios
para la salud humana y animal. e)La compra,venta,exportacion y dis-
distribucion de dulces, confites, galletas y todo tipo
golosinas o alimentos para el consumo humano. £) Actuar como re-
presentante o agente de personas naturales y juridicas, nacio-
nacionales y extranjeras en la realizacion de operaciones o tran-
sacclones relacionadas con la industria farmaceutica y en especial
con cualquiera de las actividades descritas en 1los literales a),
b), c). d) y e) antes descritos; g) Prestar los servicios de
asesoria y consultoria en las areas administrativas, de mer-
cadeo, analisis clinico, asistencia tecnica, investigacion, costos y
produccion, exgortaciones, importaciones, ventas, relacionadas con
iguales o similares actividades a las que constituyen el objeto de
PROCAPS S.A., asi como los de publicidad y promocion de productos
guimicos, coemeticos y farmaceuticos para uso humano, animal o in-
ustrial; h)-Adquirir, operar, administrar y explotar, a cualquier
titulo, empresa o establecimientos dedicados a la investigacion, de-

khkkkbhkdkdd C O N T I N UA *hirddddbdd
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sarrollo, fabricacion o comercilalizacion de productos imicos, far-
maceuticos, hospitalarios o cosmeticose. En desarrollo su objeto
principal, la sociedad podra tomar interes social como accionista,
soci o fundador de empresas que tengan igual o similar objeto, com-
prar, vender, importar y exportar maquinarias, insumos y repuestos
requeridos para el desarrollo de sus actividades; tomar dinero en
prestamo, financlar y garantizar las operaciones comerclales que ce-
lebre con tercerose relativas a su objeto; celebrar y ejecutar todo
tipo de actos y contratos necesarios para desarrollar sus operacilo-
nes; girar, aceptar, otorgar y protestar todo tipo de titulos valo-
res e instrumentos negociables; comprar, vender y constituir grava-
menes sobre bienes muebles e inmuebles; designar representantes o
apoderados en el pais y en el exterior y, en general, realizar cual-
quier acto o negocio que sea necesario o conveniente para el desa-
rrollo de su objeto social y para la mejor proteccion de sus intere-
ses corporativos o la de sus socios. La sociedad podra garantizar
el cumplimiento de obligaciones adquiridas por terceros o por Bus
socios, para lo cual a inclusive constituir gravamenes reales
sobre sus bienes de cualquier naturaleza.-----------==;mccccccaaoo-

CERTIFICA

CAPITAL: Nro.Acciones Valor Accion
AUTORIZADO:
ge+#%4%2 000,000,000.00 2,000,000.00 1,000.00
SUSCRITO:
Sawkwsw] 212,449,000.00 1,212,449.00 1,000.00
PAGADO:
Ghkdwak] 212,449,000.00 1,212,449.00 1,000.00

CERTIFICA

ADMINISTRACION: La direccion y administracion de la sociedad corres-
pondera a la Asamblea General de Accionistas, a la Junta Directiva,
al Presidente, al Vicepresidente y a un Gerente General. Corrxesponde
a la Junta Directiva las sigquientes funciones y atribuciones entre
otras: Autorizar cualquier acto o contrato cuya cuantia sea superior
al eguivalente en pesos Colombianos a doscientos cincuenta mil dola-
res de los Estados Unidos de America (US$250.000), ligquidados a la
tasa de cambio representativa del mercado vigente el dia en que se
surta la transacion. Cuando se trate de operaciones en virtud de

las cuales la sociedad garantice obligaciones de terceros o de los
socios, se requerira que la operacion sea aprobada con el voto de
por lo menos 2/3 partes de los integrantes la Junta Directiva.

La sociedad tendra un Presidente , quien ejercera la representa-
cion legal de la sociedad y tendra las siguientes atribu-
cionea entre otras: Ejecutar las decisiones de la Aspamblea
General de Accionistas y de la Junta Directiva. Ejercer la Represen-
tacion Legal de la sBociedad en todos los actos y contratos que se
requieran para el desarrollo del objeto social, de conformidad con

*kkkkwkkw®® C ONTINUA **.*******t
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lo previsto en las leyes y en los presentes estatutos. Constituir
apoderados judiciales y extrajudiciales, recibir notificaciones,
absolver interrogatorios de parte, confesar obliga¢iones de la
sociedad, transigir, disistir y allanar a la sociedad en cualquier
asunto judicial. Aprobar y celebrar en nombre de la socieda todo
acto o contrato cuya cuantia sea igual o inferior al equivalente

en pescs colombianos a doscientos cincuenta mil dolares de los
Estados Unidos de America (US$250.000), liquidados a la tasa de
cambio representativa del mercado vigente el dia en que se surta

la transacion o celebracion del acto. Las demas funciones que le
correspondan como Representante Legal por disposicion de la ley,

de estos estatutos o de la Junta Directiva. El Presidente tendra un
suplente, designado por la Junta Directiva, quien reemplazara al
Presidente en sus faltas temporales, absolutas o meramente acciden-
tales, con entidades facultades y sin que sea necesario para ello"
acreditar la ausencia del princigal. La sociedad tendra un Vicepre-
sidente designado por la Junta Directiva, quien tambien ejercera la
representacion legal de la sociedad, pudiendo ejercerla conjunta o
separadamente con el Presidente. El vicepresidente tendra las
siguentes facultades entre otras. Ejecutar dentro de su competencia

.las decisiones de la Asamblea General de Accionistas, de la Junta

Directiva y del Presidente. Ejercer la representacion legal de la
sociedad en todos los actos y contratos que se reguieran para el
desarrollo del objeto social, de conformidad con lo previsto en las
leyes y en los presentes estatutos. Constituir apoderados judiciales
y extrajudiciales, recibir notificaciones, absolver interrogatorios
de parte, confesar obligaciones de la sociedad, transigir, desistir
y allanar a la sociedad en cualquier asunto judicial. Aprcbar y
celebrar en nombre de la sociedad todo acto o contrato cuya cuantia
sea iqual o inferior al equivalente en pesos colombiancs a ciento -
cincuenta mil dolares de los Estados Unidos de America (US$150.000),
liquidados a la tasa de cambioc representativa del mercado vigente

el dia en que se surta la aprobacion o celebracion del acto, siempre
que no se trate de enajenar bienes irnmuebles o cualquier otro activo
fijo de la sociedad, inclusive de naturaleza muebles, acciones,
cuotas o partes de interes inversiones y todo tipo de derechos

de la socledad, o de constituir gravamenes sobre cualquiera de los
anteriores, facultades que radican exclusiva y privativamente en
cabeza del Presidente.'Las demas funciones que le corresponda como
Reg:esentante legal por disposicion de la ley, de estos estatutos

o la Junta Directiva. El Vicepresidente tendra (1) suplente,
designado por la Junra Directiva, quien lo reemplazara conjunta o
separadamente en sus faltas temporales, absolutas o meramente
accidentales, con identicas facultades y sin que sea necesario para
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ello acreditar la ausencia del principal. La socledad tendra un
gerente general con su reagectivo Buplente, quienes tambien ejerce-
ran la representacion legal de la sociedad, pudiendo ejercerla con-
junta o separadamente con el presidente y el vicepresidente. El
gerente general, tendra las siguientes facultades entre otras: Ejer-
cer la representacion legal de la sociedad en todos los actos y con-
tratos que se requieran para el desarrollo del objeto social, de
conformidad con lo previsto en las leyes y en los presentes estatu-
toe. Aprobar-y celebrar en nombre de la sociedad todo acto o contra-
to cuya cuantia sea igual o superior al equivalente en pescs colom-+
bianos cincuenta mil dolares de los estados unidos de America (US$50
.000) liquidados a la tasa de camblc representativa del mercado vi-
gente el dia en que surta la aprobacion o celebracion del acto,
siempre que no se trate de enajenar a cualquier titulo bienes inmue-
bles o cualquiler otro activo fijo de la sociedad inclusive de natu-
raleza mueble, acciones, cuotas o partes de interes, inversiones y
todo tipo de derechoe de la sociedad o de constituir gravameénes so-
bre cualquiera de las anteriores facultades que radican exclusiva y
privativamente en cabeza del presidente. Las demas funciones e

les correspondan como representante legal por disposicion de la

ley, de estos estatutos o de la Junta Directiva. El gerente lo
reemglazara conjunta o separadamente en sus faltas temporales,
absolutas o meramente accidentales, con identicas facultades.------- '

CERTIPFICA

Que segun Acta No. 116 del 27 de Junio de 1,997, correspondiente
a la Asamblea de Accionistas en Barranquilla de la sociedad: ------
PROCAPS S.A, =-----eeeeecc e e m e mmmm e mm e c e me-—ce—cccccceo—e—ca=a==-
cuya parte pertinente se inscribio en esta Camara de Comercio, el 15
de Agosto e 1,997 bajo el No. 70,838 del libro respectivo,

Y por Acta No. 127 del 22 de Marzo de 2,000, correspondiente
a la Asamblea de Accionistas en Barranquilla de la socledad: ------
PROCAPS S.A. ------mccmemcmcermr e m e e e e e m e m -
cuya ‘parte pertinente se inscribio en esta Camara de Comercio, el 29
de Mayo de 2,000 bajo el No. 87,250 del libro respectivo, fueron
hechos los siguientes nombramientos: --------------cccccccccncaaaa--

JUNTA DIRECTTIVA
Principales Suplentes
1. Minski Gontovnik Ruben Mingki Zilberblum Elliot
2. Minski Gontovnik Meyer Mingki Deitel Daniel
3. Minski Gontovnik Jose Mingki Sharon

CERTIFICA

Que sequn Acta No. 116 del 27 de Junio de 1,997, correspondiente
a la Asamblea de Accionistas en Barranquilla de la sociedad: ------
PROCAPS S.A, ----------ccemccececccccscsccec e e m e mmm e e m—m——m — -
cuya parte pertinente se inscribio en esta Camara de Comercio, el 15
de Agosto de 1,997 bajo el No. 70,838 del libro respectivo, fueron
hechos los siguientes nombramientos: ------ccccccccccccccccccace—n=--
Cargo Nombre Identificacion

kkkkkkkkkd O O N T I N U A *ddhkkhdhs




4

03-800010  PROCAPS S.A. No.
Barranquilla, 11 de Enero de 2,005  Hr:09:43:30 8684602

COMERCIO R DE BARRANQUILLA
1 2232222222222 X2 22Xl it 22Xt 2 iRt

D€ BARAANQUILA  ~rRTIFICADO DE EXISTENCIA Y REPRESENTACION LEGAL
O DE INSCRIPCION DE DOCUMENTOS.
PROCAPS S.A. =--------me—c-—eme———c—cc——m—mmemme—mmmm—m——m————— - -

DE *HANRENARXERERRCARARNANENNKNS AN S SA b NI AN Dag, 04
q!:ll":'ltllll"l‘ ) CAMARA DE COMERCTIDO

Presidente. Minskil Gontovnik Ruben , C, *¥k2ik7, 463,982=

Suplente del Minski Minski Abraham . C.xkkkdk®802, K 575=
Presidente '

Vicepresidente Minski Gontovnik Meyer C.**k%%7, 461,324=

Suplente del Minskl Gontovnik Jose C.¥*#¥¥g 671,834=
vicepresidente

CERTIPFICA

Que segun Acta No. 124 del 29 de Marzo de 1,999, correspondiente
a la Asamblea de Accionistas en Barranquilla de la sociedad: ------
PROCAPS S.A. ---------c-meme e ameeemmmemms e -—————— - ——- -
cuya parte pertinente se inscribild en esta Camara de Comercio, el 4

de Agosto 1,999 bajo el No. 82,226 del libro.respectivo, fueron

hechos los siguientes nombramientos: ---=-----------cecococoocoooooo
Cargo Nombre Identificacion

Revisor Fiscal Ppal. Vargas Pertuz Ana Isabel C.*##%*%32,696,645=

CERTIFICA

Que sequn Acta No. 127 del 22 de Marzo de 2,000, correspondiente
a la Asamblea de Accionistas en Barranquilla de la sociedad: ------
PROCAPS S.A, -----===m=m-=-=-e-c-—eme—— oo e —eamm——m—m———m———— ==
cuya parte g:rtinente se inscribio en esta Camara de Comercio, el 29

de Mayo 2,000 bajo el No. 87,250 del libro respectiveo, fueron

hechos los siguientes nombramientos: -------cccceeeceee—ccocccooooan--
Cargo Nombre Identificacion

Suplente del Lozada Villareal Milena C.*xw¥x32 748,111=

Revisor Fiscal.
CERTIFICA

Que segun Acta No. 11 del 1 de Febrero de 2,001, correspondiente
a la Junta Directiva en Barranquilla de la sociedad: --------------
PROCAPS S.A. -—----—--——- - memceec - mammccsesrce——————mm—c—o— -~
cuya parte pertinente se inscribio en esta Camara de Comercio, el 12
de Febrero de 2,001 bajo el No. 91,273 del libro respectivo, fueron
hechos los siguientes nombramientog: =---=--=-==r------cccccooo——o—--
Cargo Nombre Identificacion
Gerente General. Uribe Ochoa Guillermo Luis C.*¥*%%70,073,754=

CERTIFICA

wkRAkRRRRr C ON T I N U A whhwhkdrwwkn
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Que segun Acta No. 406 del 2 de Sep/bre de 2,004, correspondiente
a la Junta Directiva en Barranquilla de la sociedad: --------------
PROCAPS S.A. -=-=mcmmmmmcom oo oo emmmme— e m oo -
cuya parte pertinente se inscribio en esta Camara de Comercio, el 9
de Sep/bre de 2,004 bajo el No.113,263 del libro respectivo, fueron
hechos los siguientes nombramientos: -r------------c---ro-coecooooo-

Cargo Nombre y/' Identificacion
Suplente del y/ Tanaka Walter C.**x%]16,251,923=
Gerente.

CERTIFICA

Que por escritura publica No. 2.608 del 5 de Octubre del 2.001,otor-
gada en la Notaria 2a. de Barranquilla, inscrita en esta Camara de
Comercio el 8 de Noviembre del 2.001, bajo los Nos. 95.771, 2.056,
2.057, 2.058, 2.059, 2.060, 2.061, 2.062 y 2.064 del libro respecti-
vo, se reforma totalmente el articulo 65, contenido en la escritura
publica No. 3.705 de Noviembre 6 de 1.998, de la Notaria Segqunda del
Circuito de Barranquilla, y se constituyen los siguientes Apoderados
Generales, qulenes tendran 1las funciones que a continuacion

se indican en razon de Bsu cargo en la sociedad: 1.-Se con
fiere Poder Especial, Amplio y Suficiente a los senores: WALTER
TANAKA TATEKAWA, C.C. No. 16.251.923; WILIIAM ALBERTO BARROS CERRA,
C.C. No. 8.715.941, para que cada unc en forma independiente en nom-
bre y representacion de PROCAPS S.A., suscriba todas las declaracio-
nes tributarias, aduaneras y cambiarias a que este obligada la so-
ciedad, asi como para que responda todo tipo de requerimiento o so-
licitudes de informacion de las autoridades tributarias, aduaneras o
cambiarias,en los ordenes Distrital, Degartamental y Nacional. 2.-Se
confiere Poder Especial,amplio y suficiente,a los siguientes seno-
res que conforman el Grupo A y el Grupo B para que conjuntamente sus
criban contratos de suministros de mercanclas y servicios con enti-
dades oficiales, hasta por la suma de US$800.000.00 (OCHOCIENTOS MIL
DOLARES DE LOS ESTADOS UNIDOS DE AMERICA), liquidados a la tasa re-
presentativa del mercado vigente en el dia que se realice la respec-
tiva transaccion. GUPO A: GUILLERMO LUIS URIBE OCHO C.C. No. 70.073.
754, LINO LAZALA SILVA VARGAS C.C. No. 19.260.410, JAIRO MOLINA ME-
JIA C.C. No. 8.706.380, CLAUDIA TANGARIFE CASTILIO C.C. No. 41.660.-
293. BRUPO B: WALTER TANAKA TATEKAWA C.C. No. 16.251.923, HENRY CARO
DIAZ C.C. No. 19.395.298, CARMEN ALICIA FLOREZ C.C. No. 22.434.044,
CARMEN ALICIA HERRERA DIAZGRANADOS C.C. No. 22.377.540. Para el ejer
cicio de estas facultades se requerira por lo menos la firma de uno
(1) de los apoderados especiales del Grupo A y uno de los apoderados
especiales del Grupo B; 3.-Se otorga Poder General, Amplio y Sufi-
ciente a la Doctora JOSEFINA MIELES BUELVAS C.C. No. 33.138.497, a
la Doctora MARCELA CARVAJALINO PAGANO C.C. No. 22.579.748, y al Doc-
tor DANIEL MORENO VILLALBA, C.C. No. 19.113.210; para e cada uno
representen a PROCAPS S.A., ante todo tipo de autoridades adminils-
trativas y judiciales, en asuntos de naturaleza cambiaria y fiscal,
tales como: Contestar e interponer demandas y requerimientos, com-
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parecer en juicios,pedir la practica de pruebas,recibir notificacio-
nes, interponer recursos y e]ercer acciones contencloso administrati-
vas y de tutela,transigir,conciliar,recibir en nombre de la sociedad
- desistir, sustituir y reasumir este mandato. Para la celebracion
de cualquier acuerdo conciliatorio o transaccional, judicial o ex-
trajudicial, cualquiera que sea su cuantia,los Apoderados deberan
aportar la autorizacion escrita del Representante Legal de la socie-
dad. Los Apoderados podran presentar solicitudes de devolucion y/o
compensacion de impuestos y recibir los pagos por devoluciones de
impuestos, firmar, notificarse y realizar todo acto necesario para
cumplir con el mandato encomendado.----------=---c-c-ccccccccccnnaa--

CERTIFICA

Que sequn documento privado de fecha 7 de junio de 2000, inscrito
en esta Camara de Comercio el 8 de junio de 2000, bajo el No.1.786
del libro respectivo, consta que RUBEN MINSKI GONTOVNIK, C.C. No.
7.463.982 de Barr illa, actuando como Presidente y Representante
Legal de la sociedad PROCAPS S.A, confiere poder especial, amplio
y suficiente a KAREN FIGUEROA GARCIA, C.C.No.32.732.070 de Barran-
quilla, para que en su nombre y representacion de la sociedad sus-
criba todas declaraciones cambiarias a que este obligada PROCAPS
S.A, en el giro normal de sus negocios y operaciones socilales.--

CERTIFICA

Que segun Documento Privado del 13 de diciembre del 2.002, inscrito
en esta Camara de Comercio el 15 de enero del 2.003 bajo el No.2.290
del libro respectivo, el senor RUBEN MINSKI GONTOVNIK, C.C.No.7.463.
982, en calidad de REPRESENTANTE LEGAL, y en condicion de PRESIDENTE
de PROCAPS S.A., mediante el presente documento otorgo PODER ESPE-
CIAL al Sr. MARLON TATIS PAREDES, C.C.No.72.176.874, para que en
representacion de PROCAPS S.A., suscriba declaraciones, reportes y
cualquler tipo de documentos relacionados con tramites o registros
de Comercio Exterior ante el Ministerio de Comercio Exterior y/o
cualquier ‘entidad del Estado que haga sus veces. En .consecuencia,

el Sr. MARLON TATIS PAREDES, podra suscribir en representacion de
PROCAPS S.A. declaraciones, reportes y cualquier tipo de documentos
relacionados con tramites o registros de Comercio Exterior ante el
Ministerio de Comercio Exterior y/o cualquier entidad del Estado
que haga SusS VeCeB.-=====-----—-—-—--eccmcmccee— - - —-mmmsmm————

CERTIFICA
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CERTLFIGADO-DE-EXISTENCIA-Y-REPRESENTACION-LEGAL.
O DE INSCRIPCION DE DOCUMENTOS.
PROCAPS S.A. --------=mmm=m--------ecmemeee-—e————mmmmmemee———-—oa-

Que segun documentc privado del 10 de noviembre del 2004, inscrito
en esta Camara de Comercio el 1 de diciembre del 2.004, bajo el No.
2.753 del libro respectivo consta que RUBEN MINSNSKI GONTOVNIK, C.C.
7.463.982 de Barranquilla, actuando como Presidente y Representante
Legal de la sociedad PROCAPS S.A, confiere poder especial, amplio
y suficiente a ANTONIO VARELA DIAZ, C.C.No.72.004.669 de Barran-
illa, para que en nombre y representacion de la sociedad firme
as declaraciones cambiarias a que este obligada PROCAPS S.A., a
suscribrir en el giro normal de sus negocios y operaciones socia-
les. Por lo anterior, el senor ANTONIO VARELA DIAZ, queda facultado
para firmar las declaraciones comabiarias y demas documentos rela-
cionados con las declaraciones, notificaciones, aportar y solicitar
las pruebas que sean necesarias, degpistir en general a realizar todo
acto necesario de tal forma que pueda cumplir con el mandato dado. -

CERTIFICA
Que en esta Camara de Comercio no aparecen inscripciones posteriores
de documentos referentes a reforma, disolucion, liquidacion o nom-
bramientos de representantes legales de la expresada sociedad.------
CERTIFICA
Que su ultima Renovacion fue el: 31 de Marzo de 2,004. ---------=--
La informacion sobre embargos de establecimientos se suministra en

Certificados de Matricula, la de contratos sujetos a reglstro, en
Certificados Especiales.

NO CAUSA IMPUESTO DE TIMBRE ' EL SEGCBET
OVIEDO
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Randomised controlled trial of . E-mall Asticle

levonorgestrel versus the Yuzpe regimen
of combined oral contraceptives for emergency contraception

Task Force on Pustovulatory Methods of Fertility Regulation® -

Available online 23 October 1998.

Abstract

Background A previous randomised study suggested that the progestagen, levonorgestrel.
given alone in iwo separate doses each of 0-75 mg caused nausca and vomiting in fewer
women and might be more cffective than the Yuzpe regimen of combined oral contraceplives
for emergency contraception, although the differcnce was not significant. We compared these
two rcgimens when started within 72 h of unprotected coitus.

Methods We cnrotled in the double-blind, randomised trial 1998 women at 21 ccnires
worldwide. Womecen with regular menscs, not using hormonal contraception. and requesting
emergency contruceplion afier one unprolected coitus, reccived levonorgestrel (0-75 mg.
repeated 12 h later) or the Yuzpe regimen (ethinyloestradiol 100 Mg plus levonorgestrel

0-5 mg. repeated 12 h later).

Findings Outcome was unknown for 43 women (25 assigned levonorgestrel, 18 assigned
Yuzpe regimen). Among the remaining 1955 women, Lhe crude pregnancy rate was 1-1%
(11/976) in the levonorgestrel group compared with 3-2% (31/979) in the Yuzpe regimen
group- The crude relative risk of pregnancy for levonorgestrel compared with the Yuzpe
regimen was (-36 (95% CI 0-18-0-70). The proportion of pregnancies prevented (comparcd
with the expected number without treatment) was 85% (74-93) with the levonorgesirel
regimen and 57% (39-71) with the Yuzpe rcgimen. Nausea (23-1 vs 50-5%) and vomiting
(5-6 vs 18-8%) were sipnificantly less frequent with the levonorgestrel regimen than with the
Yuzpe regimen (p<0-01). The efficacy ol both treatments declined with increasing time since
unprotected coitus (p=0-01).

Interpretation The levonorgestrel regimen was better tolerated and more effcetive than the
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current standard in hormonal emergency contraception. With either regimen, the earlier the
treaiment is given, the more effective it secms to be.

"Members and study organisation given at end of paper

I‘Corr'f.'.spondem:f.: lo: Dr Helena von Hertzen and Dr Paul F A Van Look. Special Programme
of Research, Development, and Research Training in Human Reproduction, World Health
Organization, 1211 Geneva 27, Switzerland
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FOREWORD

Offering emergency contraception is an important way for
family planning and reproductive health programs to
improve the quality of their services and hetter meet the
needs of their clients. Emergency eomraception is needed
because no contraceptive method is 100 percent reliable
and few people use their method perfectly cach iime they
have sex. Funhermiore, cmergency contraception is uscful
in cascs of sexual assaul.

Emergency contraceptive pills (ECPs), the mast com-
monly used and most convenient form of emergency con-
traception, arc not difficult to provide. Specially packaged
ECPx or supplics of regular oral contracepiives that can be
used for ECPs are readily available in most places. Providers
can be trained casily in the comect use, counscling, and fol-
low-up related to EC1s. Neverthdess, providing ECPs docs
cmail unique service delivery issucs, such as the need 1o
cnsure rapid aceess to the method to maximize cfficacy and
the imporance of counscling clients abown additional,
onguing methads to prevent both pregnancy and sexually
transmiticd infections afier the ECPs arc used.

An cssential component of programs providing emer-
gency contraccption is informing women about this

importamt option before they need it. Because the time-
frame for sceking trcatment is short, women need 10 be
aware that emergency contraception is an option, know
where they can seek services, and undersrand that services
should be staried as soon as passible, but optimally
within threc days (72 hours) of unprotecied sex. Provid-
ing emergency contraceptive information and, if practical,
supplies of ECPs at the time of a regular contraceptive
visit is one way of ensuring that women have 1he
resources they need to protect themselves from preg-
nancy in the event of unprotecied intercourse or a con-
traceptive failurc.

‘The organizations that make up the Consortium for
Emergency Contraception have compiled these service
delivery guidelines 1o give family planning and reproduc-
tive health programs the information they need to provide
ECPs safely and cfTectively. ‘The recommendations in 1hese
puidclines reflat the latest available rescarch on emergency
contraception, and have been reviewed by internationally
recognized reproductive health experts. Local programs
can adapt these guidclines as necessary to comply with
national or other requirements.




SUMMARY SERVICE PROTOCOL FOR EMERGENCY CONTRACEPTIVE PILLS

ke

Emergency contraceptive pills ( ECPs) are an impornant
option for women who recently have had unprotecred
intereourse or a contracepiive failure and who do not
want to become pregnant. ECDPs have been shown 1o be
safe and effective in siudies conducted over the past 1wo
decades. For further information, see relevant sections off
this manual.

- Indication

To prevent pregnancy after unprotected intercourse,

Regimens

Leranoryesirel-only reaswncn

0.75 mg levonorgestrel {or 1.5 mg nongestrel) as soon
as possible hut optimally within 72 hours afier unprotecicd
inlereourse; repeat in 12 hours.

Combined citrogen-progestin ( Yuzpe) regimen

L00 mcg crhinyl estradiol plus 0.50 mg of lev-
onorgestrel (or 1.0 mg norgestrel) as soon as possibic, but
optimally within 72 hours afier unprotected intercourse;
repeat in 12 hours.

Roth regimens are available in some locations as prod-
ucts formulated and labeled spedifically for use as ECPs, or
they can be made up from a varicty of regular oral contra-
ceptive pills {see Table 1). The levonorgesirel-only regi-
men is preferred because it is more effective and is
assnciated with a lower incidence of side cifects.

Trcaiment should be initiated as soon as possible.
Recent rescarch has indicated that eflicacy declines sub-
stantially over time aficr intercourse.

Mode of Action

The exact mode ol action of ECI' is not known. In
some studics, ECPs have been shuwn 10 prevent or delay
ovulation. They also may prevent pregnancy through the
following additional mechanisms, though these have not
heen proven:

* by affecting the movement of sperm through the cer-
vical mucus;

® by altering transport of sperm, ovum, or embryo;
by interfering with corpus lutcum function;

by preventing fertilization;

by inhibiting implanration.

Which mechanism is active in a particular case may
depend on the time in the cycle when the ECPs are taken.
The two ECP regimens discussed in thesc guidelines do
nen disrupt an established (implanted) pregnancy.

Effectiveness

The levonorgestrel-only regimen reduces the risk of
pregnancy by about 85 percent aficr a single act of inter-
course. The combined regimen reduces the risk of preg-
nancy by about 74 percent. The levonorgestrel regimen is
significantly and substantially more effective than the com-
hined regimen. Both regimens appear 10 be more cllective
the sooner afier sex they are used. ECPs are not as effec-
tive as consistent and correct use of most modern contra-
ceptive methods.

Side Effects

Side effects of both regimens include nausca, vomii-
ing, abdominal pain, fatigue, headache, dizzincss, breast
tenderness, and irregular vaginal sporting or blecding. "I'he
levonorgestrel-only regimen is associated with a signifi-
cantly lower risk of nausca and vomiting 1than the com-
bined regimen. In most women, menses will come up tna
week cardier or later than cxpected.

Frevention of Nausea and Vomiting

The incidence of nausca and vomiting in women using
the levonorgestrel-unly regimen is low enough that pro-
phylactic treatmem with anticmetic drugs is not warranted.
Hawever, antiemetica may be appropriate for women wha
use the combined regimen. Meclizine (50 my, taken one
hour before the first ECP dosc) has been shown o signil-
icanily reduee the incidence of nausea and vomiting asa-
ciated with the combined regimen. Patients should be
warned rhat meclizine may cause Jdrowsiness. Other
amicmetic regimens also may be effective.

Management of Vomiting

If vomiting nccurs within one hour afier cither dose,
repeat the dose, iff feasible. In cases of severe vomiting,
vaginal adminisiration of ECP's may be effective.

Precautions

The only medical condition in which ECIs should not
b used is confirmed pregnancy. ECPs will nat be cffective




if pregnancy already is established. ECPs may be given
when pregmancy stalus ia unclear and pregnancy 1csting is
not available, as there is no cvidence suggesting harm 10
the woman or 1o an existing pregnancy.

There are no ather known medical condilions in which
ECDPs should not he used. Since the pills are used for such a
short time, experis believe that the precautions associated
wilh continuous use of combined oral contraceptives and
levonargestrel-only pills do not apply to ECTs.

Screening

If possible, emablish that the client is not pregnant by
determining the time since her last normal menstrual period.
Ascertain the date and time of unprotected intercousse. If
intereourse occurred more than 72 hours before screening,
counsel the client that the hormonal treaiment may still have
limited effectiveness. (IUD insertion may be a more effec-
tive option, il medically appropriate.) No pelvic exam or
other tests are necded unless pregnancy is suspected.

Special Situations

Brrasifecding

ECI's may he used, as there is no evidence of danger
1o the woman or infant.

Unprotccted act(s) more: than 72 hours ago

ECPs may be used, but clients should be informed
that efficacy will be low.

More than ons prior unprotecied ect

Onc ECP regimen may he given 1o cover all unpro-
tected acts, but dients should understand that efficacy 10
prevent pregnancy from acts more than 72 hours prior will
be low.

Repeated ECP nse

ECPs may be uscd as frequently as requested, but
clicnts should be informed that ongoing, correct use of
other contraceptive methods provides more effective pro-
tection over time.

Ust af BCPs before interconrs:
Clicnts should be discouraged from using ECDs before
intercourse, since FCPs may not be as effective as other

coniraceptive methods, and no data exist on the cllective-
ness ol this practice.

Unprotected sex duving the Sinfiriile peviod®
Because it ofien is difficult 1o define the infertile
period with certainty, ECPs generally are recommended

any time that unprotected sex occurs and the cliem is con-
cerned that she is at risk for pregnancy.

Concurrent use of other dyvseas

Clients should be counseled about the possibility
of drug interactions and managed acvordingly (see Sec-
tion 2.7).

Use of othey formulations

Combined estrogen-progestin pill formulations am-
1aining the progestin norcthindrone in place of lev-
onorgestrel can be used when standard regimens are «n
available (sce Scction 2.7).

Counseling

Clients may fcel siressed or embarrassed to talk about
unprotected intercourse. Nonjudgmental counseling is
crucial. [deally, counseling should include a review of effi-
cacy and possible side effects of ECPs, and clients should
be given information about regular contraceptive methnds
1o use after taking FCPs. Whenever possible, dients should
be provided with a temporary method, such as condoms,
for use in the immediate future. At 2 minimum, the fol-
lowing messages should he conveyed:

¢ The dient should take the first dose of ECTs as suon as
possible, and the second dose 12 hours after the first,

* Following ECP use, il 1he dicnt’s menstrual period is
more than one week later than expected, she should
seck cvaluation and care for possible pregnancy.

= ECPs do not prevent pregnancy from sexual acts afier
treatmem. Therefore, dicnis should use another form
of contraception after using ECPs. ECI™s arc not suit-
able for ongoing contraception because the risk of
pregnancy, the incidence of side cffects, and the tmal
hormone dose will be high.

* ECPs do not protcet against HIV/AIDS or sexually
transmitied infections (STIs). Clicns who had unpro-
tected intercourse should be counscled about evalua-
tion for possible infection and risk-reduction
techniques {particularly condom use), if appropriate.

Follow-up

Advise the client to sce a health care previder if she has
any questions or reason for concern.




EMERGENCY CONTRACEPTIVE PILLS:

MEDICAL AND SERVICE DELIVERY GUIDELINES

1. Introduction

Despite 1he availability of highly effective methods of
contraception, many pregnancies arc unplanned and
unwanted. These pregnancics carry a higher risk of mor-
bidity and mortality, ofien due 10 unsafe abonion. Many
of these unplanned pregnancies can be avoided using
cMErEency contraception.

1.1 Definition

Emergency comrnaceptive pills (ECPs) are hormonal
methuds of contraception thar can be used 1o prevent
pregnancy afier an unprotectied aa of sexual intercourse,

ECDPs sometimes are referred to as “morning-after™ or
“pust-coital” pills. ‘The term “emergency contraceptive
pills” is preferred hecause it conveys the important mus-
sage that the treatment shoukd not be used as an ongning
contraceprive methind, and it avoids giving the mistaken
impression that the pills musgt be taken on the morning
after sex.

These guidelines deal with medical and service delivery
issucs relared to two types of ECGDPs: (1) pills connaining a
progestin only (levonorgestrel or norgestrel), and (2) pills
containing a combination of a progestin (levonorgestrel or
nomgestrel) and an estrogen (ethinyl esiradiol).

A hricl averview of the use of 1UDs for emergency
contraception is included in the Appendix.

1.2 Indications

ECPs arc indicated 10 prevent pregnancy alter unpro-
tected sexual intercourse, including:

» when no contraceptive has been used;

» when there is a contraceptive failure or misuse,
including:

~ condom breakagy, slippage, or misuse

- 1wo or more consecutive missed oral contraceplive

ills

- ﬁmm than 2 wecks latc for a progestin-only contra-
ceptive injection (depot medroxyprogesterone
acetate ar norethisterone enanthate)

— mure than 3 days late for a combined estrogen-
plus-progestin injection (medroxyprogesterone
acetate and estradiol cypionatce)

— diaphragm or cap dislodgment, breakage, tearing,
or early removal

- failed coitus interruptus (e.g., cjaculaion in vagina
or on exicmal genitalia)

- failurc of a spermicide tablet or film 10 medt before
intercourse

~ miscalculation of the periodic abstinence method or
failure 1o abstain on fertile day of cycle

- intrauterine device (1UD) cxpulsion

* in cases of scxual assault when the woman was not
protected by a reliable contraceptive method.

2. Emergency Contvaceptive Pills
2.1 ECP Regimens

Two ECP regimens are discussed in these guidelines:

feronovgesirel-only reqgicn

0.75 mg levonorgesirel (ur 1.5 myg norgesirel) as soon
as possible, but optimally within 72 hours afier unpro-
tecred interoourse; repeat in 12 hours.

Combined cstrogen -progestin ( Yuspe) regimen

100 mcg cthinyl cstradiol plus 0.5 mg of lev-
ovnorgestrel (or 1.0 mg norgestrel ) as soon as possible, bu
optimally within 72 hours after unprotected intercourse;
repeat in 12 hours.

Both regimens arc available in some locations as prod-
ucts formulated and labeled specifically for use as ECPs.
They alsa can be made up from a variety of regular wral
contraceptive pills (see Table 1). The kevonorgestrel-only
regitnen is preferred because it is more effective and is ass-
ciated with a lower rigk of nausca and vomiting.

Treatment shoudd not be dulayed unnceessarily, as cffi-
cacy appears to decline substantially with 1ime.?

2.2 Mode of Action

The precise mechanism of action of ECPs in a particu-
lar case cannot be known and may depend on the lime in
the menstrual cycle when the intercourse occurred and
when the ECPs were 1aken. Some studies have suggested
that the combined regimen taken before ovulation can
inhibit or delay vvulation.”® Some studics have shown his-
tologic or biochemical alterations in the endometrium aficr
treatment with the regimen, leading 10 the suggestion that
the regimens may aal by impairing endometrial receptivity
to implantation of a fertilized cgg.'* However, other studics




have found no such cffecis on the endometrium,? and it is
not, clear wherher 1he endometrial changes that have been
ohserved would be suffisen 10 inhibit implantation. Addi-
tivnal postible mechanisms include thickening of the cervi-
cal mucus resuhing in trapping of sperm; alierations in 1he
transpurt of sperm, egg, or embryn; interference with cor-
pus luteum function; and direat inhibition of fertilization.
No clinical data exisr regarding these possibilitics. Never-
theless, statistical evidence on the cffectivencss of ECDs sug-
gests that there must be a mechanism of action other than
delaying or preventing ovulation.”

Data from studics of high-dose oral contraceptives
indicatc that the two FCGP regimens described in 1hese
guidelines do not cause abortion; that is, 1they do not inter-
rupt or damage a pregnancy, defined as beginning afier
implantation has occurred.®?

2.3 Efficacy

Levonorgestrel-only vegimen

The largest study of the cfficacy of this regimen
induded 1,001 women using the regimen at 21 centers in
14 countrics. The authors of this siudy concluded that the
rcgimen prevents ahout 85 percent of the pregnandces 1hat
wouk] oceur if the treaiment is not used.' For example, if
100 women had unprotected sex, about 8 would rypically
become pregnant. If all 100 women used the regimen,
however, only 1 would become pregnant. Thus, use of the
levonorgestrel-only regimen reduced the chance of preg-
nancy by about cight-fold.

Combincd esirogen-progestin regivien

A meta-analysis of cight studics of the efficacy of the
comhbined regimen including more than 3,800 women in
cight studies concluded that the regimen prevents about
74 pereent of expected pregnancics. For example, i 100
womcen had unprotected sex without using 1he regimen,
about 8 would hecome pregnant. If all 100 womnen had
unprotected sex and used the regimen, only 2 would
become pregnant. ‘Thus, use of the combined regimen
reduces the chance of pregnancy by about four-fold.

A large randomized trial that dircctly compared the two
regimiens showed that 1he levonongesirel regimen is signifi-
cantly more cflective than the combined regimen. The reda-
tive risk of pregnancy in this study was 0.36, indicating that
the chance of pregnancy among women who received the
levonorgestrel regimen was about one third the chance
among those who received the combined regimen.!

Three studies have suggested that the combined regi-
mien is subsrantially more effective the sooner afier sex the
pills arc taken. 1112 "The largest of these studics shewed that

the pregnancy risk was three times higher if the fim ECP
doae was taken on the third day after sex rather than on the
first day. Older studics did not show this time ffect," but
they may not have been as rigorously conducted as the
morc recent rescarch. Two studies'™! have indicarcd that 1he
cfficacy of the levonorgestrel regimen also decreases with
time afier intercourse, but the numbcrs of pregnancics were
smaller, and the trend was not statistically significam.

ECDs are inappropriate for regular usc as an ongoing
contraceptive method for several reasons. First, ECI's are
less effective than most modern methods over the long
term. Recause the ECP pregnancy rates arc hased on a sin-
ghe use, they cannen be directly compared 10 failure rates of
angoing contraceptives, which represent the risk of failure
during a prolonged period (e.g., vne year) of us. How-
cver, if ECI's werc used as an ongoing method, 1he cumu-
lative risk of pregmancy during a full year of use woukd likely
be higher than the risk associated with regular hormonal
contraceptives, male condoms, and other barrier methods. #
In addirion, very frequent ECP use would result in more
side cifects and exposure to a higher 1012l hormone dose
than would regular usc of cither combined oral contracep-
tive pills or progestin-only pills. ata are not available on
the incidence of serious medical complications in women
who use ECs frequently over a long period of time.

2.4 Side Effects, Prevention, and
Management

Neusen and vomiting

Nausea occurs in approximately 23 pereent of women
and vomiting occurs in about 6 percent of women using
levonorgestrel-only ECPs.! Nausea and vomiting occur in
about 43 percent and 16 percent, respectively, of clicnts
using the combined regimen.’® In studics directly compar-
ing the two regimens, the levonorgestrel regimen has been
shown ta cause significantly and substantially less nausca
and vomiting than the combined regimen. If 1hey oceur,
these symproms are usually limited 1o 1he first three days
after treatment., !

Prevention

The best way 10 minimize nausca and vomiling is
10 use the levonorgestirel-only regimen insicad of the
combined regimen whenever possible. Nausca and
vomiting are uncommon cnough with the lev-
onorgestrel-only regimen that prophylactic adninis-
tration of an antiemetic drug is not routinely
warranted. However, if the combined regimen is used,
anticmetic pretrcatment may be considered, depend-
ing on program and client resources. Medizine is the
only drug that has been proven to be effective; a singe




dosc of 50 mg, 1aken one hour before the first dose of
ECPs, reduces the risk of nausca by ahour 30 percem
and 1he incidence of vomiting by about 60 percent.
Clicnts who use meclizine should be wamed rhar ir
may caust drowsiness. Lower doses of meclizine and
other anticmcetics also may prevent nausca and vomit-
ing, but they have not been studied. 1t is not possible
10 predict which ECP uscrs will have nausea or vomit-
ing or which women will benefit from antiemetic pre-
treatment. No cvidence cxists that suggesis that taking
ECPs with food will alter the risk of nausca.!®”

Management

Il vomiting occurs within ene hour of 1aking
cither ECI® dose, some cxperts belicve that the dase
should be repeated.’” In cascs of severe vomiting,
ECDs can he administered vaginally. Studies of regular
oral contraceptive pills odministered by 1his route sug-
gest that the hormanes are absorbed through the vagi-
nal mucosa, *1?

Irvegular vaginal blecding

A small number of women may expericnce irregular
blecding or spotting after taking ECPs.!! Such irrcgular
bleeding should not be confuscd with menses, which is the
much-anticipated evidence of guccess of reatment. Clients
should be informed that ECPs do not necessarily bring on
menses immediately (a common misperception among ECP
clicnts); most women will have their mensirual period within
one week before or after 1he expeaed time.

Management

Afier using ECT's, if the mensirual period is more
than a weck later than expected, the possibility of
pregnancy should be considered, and the client should
he advised to seck appropriate evaluation (such as a
pregnancy iest) and care.

Othber side effrcts of EC

Other side effects nuay include abdominal pain, breas
tenderncss, headache, dizziness, and fatiguc. These side
cfTects usually do not nccur more than a few days afier
treatment, and they generally resolve within 24 hours.”®

Management
A non-prescription pain relicver can be used

to reduce discomfort due 10 headaches or breast
tenderness.

Aside from thesce side effects, there are no known
adverse medical elfecrm 1o the woman from use of ECPy.
‘There are also no known 1eratogenic cliects on the fetus
in the event of inadvertent ECP use during eady pregnancy

(see Section 2.5). ECIPs do not appear o increasc cither
the absolute risk oof ectopic pregnancy or the chance that a
pregnancy following ECP use will be eciopic.

2.5 Precautions

» ECPs shouki not be given to a woman who has a con-

firmed pregnancy because the treatment will ni
be effective.

¢ If, after cvaluation, the woman wams ECPs and preg-
nancy cannot be ruled out with cartainty, it is permis-
sible to give ECP's il'vou explain that she could already
be pregnant, in which case the regimen will not be
cffective. However, results from studics of high-dosc
oral contraceptives suggest that neither the pregnant
woman nor the fetus will he harmed if ECPs arc inad-
vertently used during carly pregnancy.*

® There are no other known mcedical conditions in
which ECPs should not be used. Since the pills are
used for a shon time, experts belicve that the precau-
tions amodated with continuous use of combincd vral
contraceptives and levonorgesirel-only pills do not
apply.™® Women with previous ectopic pregnancy may
use ECPs.

2.6 Screening

Screen the diem for ECP usc by:

* assessing the date of the last menstrual period and
whether it was normal, 10 excdude the possibility thar
the clien: may already be pregnant. If the client has
not had a recent menstrual periad for a discernible rea-
son other than pregnancy (for example, she has been
using an injectable contraceptive, she has recently been
pregnant, she is breastfteding, or she often has iregu-
lar or prolonged cycles), or if the dient cannut remem-
ber the date of her last menstrual period accurately,
then ECPs may be administered, as long as the client
understands that pregnancy has not been ruled out;

* determining how long ago the unprotecied coiral act
occurred. If it occurred carlier than 72 hours previ-
ously, treatment may be given, but the dient should be
warned that efficacy may be limited (sce Section 2.7).

Other health assessments (c.g., pregnancy test, blood
pressure measurcment, laboralory tests, pelvic cxam) are
not required but can be oflered if medically indicated for
other reasons and desired by the client. Providers also
thould ask if the client is currently using a regular method
of contraccption; this question can be a good starting
point for a discussion of regular contraceptive usc and how
ta use methods correaily.




2.7 Spedial Issues

Usr in breastfecding wostien

A woman who is exclusively breastfeeding and who has
not had a menstrual period since delivery is unlikely 10 be
avulatory and therefore may not need ECPs. However, a
woman who is providing supplememal feeding to her
infant or who has had menses since delivery may be at risk
for pregnancy. A single treatment with ECDs is unlikely to
have an imporiam effect on milk guamity or quality, Some
hormones may pass into the breast milk, but they are
unlikely to affect the infant adversely.

Usr aficr nuprotected act(s) snore than
72 bouys ugv

Studies of efficacy of treaiment given within 72 hours
show a declining effectivencss as the 72 hours progress,
but suggest that ECPs probably retain some limited cffi-
cacy even afler that 1ime.? Recemt data looking a1 use
beyond 72 hours suggest that FCPz reain some efficacy
when 1aken more than 72 hours afler intercourse.'” Since
ECPs apparently poec no danger cither 10 the woman or to
the embryo il 1he ECPs fail, it is reasonable 10 provide
them if program and client resources permit and the dient
is fully counselcd about the possibility of pregnancy. A
more effective approach would be 10 insert a copper 1UD
(sce Appendix), if the woman is otherwise a candidate for
emergency [UD insertion,

Use aftcr more than ovie unprotected act

ECPs should not be withheld if the client has had
more than onc unprotected act of intercourse, unless she
is known 10 alrcady he pregnant. However, dients should
be informed that, ax the interval ‘between the earlicst
unprotected act and the use of the ECPs lengihens, the
efficacy of the ECPs will be lower. Clients should be
encouraged to use ECPs as prompily as possible afier
unprotected sex, and not Lo wait until they have had a
scrics of unprotected acts. Only one ECP regimen should
be given a1 a time, regardless of the number of prior
unprotecied auts,

Repeated usc

ECPs are not intended for repeated use (sec Sec-
tion 2.8). However, given the low liketihood of harm from
limired repeated use, ECPs should not be denied just
because the woman has used them before, even within the
same menstrual cycle. All women who use ECPs, espedially
thuse who use them repeatedly, should be given informa-
tion about uther forms of contraception and counscling
about how 10 avoid future contraceptive failure.

Jse of ECPs before inzerconrs:

No data are available about how long the contracep-
tive effect of ECPs persixs afier the pills have been 1aken.
Presumably ECPs taken immediately before intercourse
are as cffective an ECPs 1aken immediately aficrwards.
However, if a wonran has 1he opportunity 1o plan 1o use 2
cuntraceptive method before intercourse, 2 method other
than ECPs, such as condoms or another barrier method, is
recommended.

Use of ECPs during the “infestile periond”®

Studies have shown that fertilization can result from
intercourse only during a five- to seven-day imerval
around the time of ovulation.?! Theorctically, ECDPs
should not be needed if unprotecied intercoume occurs at
other times of the cycle, because the chance of pregnancy
even without ECP's would be zero, However, in practice,
it often is difficult 10 determine for certain whether a spe-
cific act of intercourse: oceurred on a fenile or infertile
cycle day. Thercfore, ECPs generalty should he provided
any time unprotected sex occurs and the clicnt is con-
<erncd that she is a1 risk for pregnancy. In situations when
the unprotecied act is extremely unlikely to result in preg-
nancy, the client’s anxicty level and the availabitity of pro-
gram and cliem resources should be aken into aecount in
making the decision,

‘Drug intovactions

No specific data are available about the interactions off
ECPs with other drugs that the client may be taking.
However, it scemis reasonable that drug imteractions would
be similar ro thase with regular oral contraceprive pills. A
full discussion of this matier is beyond the seope of these
guidelines, but several excellent references on the subject
are available. 3% Women 1aking drugs that nay reduce the
efficacy of vral contraceptives (indluding but not limited
1o rifampin, certain anticonvulsant drugs, and Sainr John's
wort ) should be advised that the efficacy of ECPs may he
reduced. Considerarion may be given to increaing the
amoumt of hormone administered in the ECPs, either by
increasing the amoum of hormone in one or both dowes,
or by giving an extra dose,

Use of other formaulations

New rescarch shows that combined estrogun-progestin
pill formulations containing the progestin norethindrone
in place of levonorgestrel can be used as emergency am-
traceptives where the levonorgesirel-only or standand com-
bined regimens are not available. Norethindrone
combination pills offer an cfficacy and side effect profile
similar to combined pills containing levenongesteel.'”




2.8 Counseling

As with any contraceptive method, ECPa should he
provided in a manner 1hat is respectful of clienms and
responsive 1o their needs for information and counseling.
Clients may feel particularly anxious afier unprotected
intereourse due to fear of becoming pregnant, worry abom
missing the 72-hour window of opportunity for hormonal
cmergency contraception, embarrassment at faifing 10 use
contraception effecively, general embarrassment about
scxual insues, rape-related trauma, concern about AIDS, or
a combination of these factors. Providers should be as sup-
portive as possible of the client’s choives and refrain rom
making judgmemial comments or indicating disapproval
through body language or facial expressions while dis-
cussing ECPs with cliems. Supportive attitudes will help
set1 the stage for follow-up counseling about regular con-
traceptive use and prevention of ST1s. Actively involving
the client in the counscling process, for example, by ask-
ing her what she has heard about ECPs, discussing her
experience with other contraceptive methods (particutarly
the inddent that led to the ECP request), and exploring
her current approach to protecting heesclf from $11s {espe-
cially condom use), and then validating or correcting her
icdeas as appropriatc, may be more effective in ensuring
compliance than simply providing her with information.

Whenever possible, ensure that counseling is con-
ducted in private. In situations where privacy is imdequate
(for insance, in many pharmacies), advise clients 10 contact
a health care or family planning provider for additional
information and counscling about regular contraceptive
methods. Reassure all clicnts, regandless of age or marital
status, that all information that they give to the provider, as
well as the fact that they have received 1reatment, will be
kept confidential.

When passible, give clicnts written as well as verbal
instructions for taking the FECPs. Pictorial instructions may
help clients whose litcracy may be limited.

2.9 Information for the Client

Clicnts should be given information about cflicacy,
side effects, and mechanism of action of ECPs. In addi-
tion, counseling should be provided on how 1o prevent
furure contraceptive emergencies and on contraceptive
options that they can usc to prevent pregnancy after ECP
use. However, care should be taken 10 avoid overwhelming
clients with so much infiormation that they cannot absorh
it all. In addition, some clients may not want counscling
on centain 10pics {such as information on other contracep-
tive methods or on 1he mechanism of action of ECIs) at
the time they receive ECPs. Providers should not deny

ECDPs to women who refuse more than the minimum
information needed to ensure that they use the ECPs cor-
rectly. The following key messages should be conveyed
whenever possible:

e Clients should take the first dose of ECPs as soon as
possible after sex 1o maximize efficacy. The second
dose should be Laken 12 hours afier the firm. Ensure
that clients understand how to calculate the 12-hour
interval. They should not take exira doses unless 1hey
vomit within one hour after a dose.

e After raking ECPs, if the next menstrual period is
more than one week later than normally expecied, 1he
cliemt should consider the possibility that she may v
pregnant. Advise her where 10 obtain appropriate eval-
uation and aare.

* ECPs do not prevent pregnancy from sexual acts afier
treatment, and they are not suitable for ongoing con-
traception because pregnancy rates, incidence of side
effects, and to1al hormone dose will be high. Give
clients information abour other contraceptive methods
or about where 10 oblain such information. If possi-
ble, provide a contraceptive method such as condoms
that can he used in the immediate future.

» ECPzdo not prnect against HIV/AIDS or S1Is. The
act of unprotected intercourse that prompied the
request for ECPs may have put her at risk for 1hesc
infections. Advise her where to obtain evaluation and
treatment for ST, if appropriate, and how to reduce
her risk of acquiring STIs in the future.

2.10 Follow-up
Clicnts should be advised 1o seck folknw-up care if they:

* need onguing contraceptive counscling or a cuntra-
ceptive method;

* have menses more than a week hter than expectad;
* suspect they may be pregnant; or
¢ have other reasons for concern.

2.11 ¥if the Client Becomes Pregnant

A woman who has used ECPs may later find hersclf' to
be pregnant because the ECPs have faifed, becaus: she was
already pregnant hefore 1aking the ECDs, or because coital
acts after 1aking the ECPs led 10 pregnancy. In any of
these cases:

e Advise the dient about all available options, and Jet her
dedide which is most appropriate for her situation. Her




decision should be respected and suppurted. Reter the
clicnt to other service providers as appropriaic.

®» If she decides to continue the pregnancy, reassure her
that there is no evidenee of any teratogenic effea fol-
lowing ECP use. Avuilable data suggest that ECPs do
not increase the likclihood that a subsequent preg-
nancy will be ectopic,

2.12 Starting or Resuming Regular
Contraception After ECP Use

Whenever possible, clienis receiving ECPs should be
given contraceptive counseling and provided with an ongo-
ing contraceptive method, such as condoms, for at least
immediate future use. However, such counseling may not
be appropriate in all siLuations or may not he desired by
dicnts at the time of ECP provision, and it should not bea
prerequisite for providing FCP services. Clicnts who need
or desire counseling but who do not reccive it at the ECP
visit should be referred for a follow-up appoiniment at 1he
carlicsi convenient time.

Clients may wish 1o restart their previous contracep-
tive method aficr taking ECPs, or they may prefer to inii-
ate a new method. If the reason for requesting ECDs is
because the regular contraceptive method failed {for exam-
ple, the condom broke, or the client missed taking oral
contraceptive pills), discuss with the client the reasons for
failure and how it can be prevented in the future.

Women with risk factors for STTs, such as youny age
or residence in a location where ST°18 are especially preva-
fent, should reccive special counseling on how to prevem
STls as well as pregnancy. Use of condoms in addition 10 or
as the primary contraceptive method should be emphasized.

Guiklclincs for initiating or restaning contraceptive usc
after using ECIs follow:

Male or female condom
Can be used immediaiely.

Diaphragn or cervical eap
Can be used immediaiely.

Spermiicidal fonm, tablits, jlly, cyenm, or film
Can be used immediately.

Oral contraccptives
‘T'wo options are recommended:
a. The client may wait until the beginning of her next
menmrual cycle and 1then start a new pack accoeding
o the package instructions for the pill brand being

used. In this casc, she should be advised 10 use a har-
rier contraceptive method or abstain from intercourse
for the remainder of the currem cyde.

b. The client may start oral contraceptives on the day
after she rakes the ECPs. She may begin a new pack of
pills, or i she was using oral contraceptives before: 1ak-
ing the ECPs (i.c., the ECPs were indicaied becausce
of missed pills), she may resume taking pills from the
pack that she was previously using. She should use a
barrier method for ar least seven days afier starting or
restarting the oral contraceptive pills. She nay have
some irregular blecding until the onser of menses,

Injecinbles

Initiate progestin-only injectables within 7 days afier
the beginning of the next menstrual cycle. Initiate com-
bined injectables within 5 days after the beginning of the
next menstrual cycle. The clicnt should usc a barrier con-

traceptive or abstain from intercourse until she receives
the injection.

Iasplavis (eg., Novploni®)
Insert within 7 days afler the beginning of next men-

mrual cycle. Use a hackup method or abstain from inter-
course until the implants are inserted,

1UD

Insert during the next menstrual period. The dicnt
should use a harrier contraceptive or abstain from inter-
course until the IUD is inserted.

NOTE: If the client intends 10 use an IUD) as a long-
term method and meets 1ULD screcning criteria, cnergency
insertion of a copper-bearing 1UD may be an aliemative
to ECP use (see Appendix).

Natursl fasnily planning

Natural family planning may be initiated aficr the fim
normal mensirual period following FCP use. An aliemaie
nonhormonal contraceptive method should he used in
the interim.

Female or malr stevilization

Perform the operation only alter informed consent
can be ensured. 11 is not recommended that cliems make
this decision undcr the stressful conditions thar ofien sur-
round ECP® use. Defer female sierilization until after the
client’s first menstrual period, 10 cnsure thar she is not
pregoant. Use a backup method or abstain from
intercourse until the sterilization procedure is perfornicd.



3. ECP Service Dclivery Sytems

ECPs can be distributed salely and cffectively by a vari-
ety of trained personnel and through a varicty of clinical
and nondinical service delivery systems. For instance, doc-
1ors, nurses, midwives, pharmacisis, and other clinically
trained personnel as well as community health workers and
trained sexual assault counsclors may be able to provide
ECDs, depending on the local regulations and practices.
Over-the-counter provision (without interaction with a
pravider) also has been suggesied as a way to increase rapid
access 10 ECPs.

All ECP providers should be given appropriate train-
ing and follow clear service delivery guidelines. Training
should include information on indications for ECP use,
rccommended ECP regimens, mode of action, efficacy,
side cflects and their management, precautions and
screening, client information and counseling needs, and
follow-up procedures. In addition, since ECPs are a back-
up methad, the traming also should include information
about other contraceptive methods, if nccessary for the
audience. The training often is most effective ifit is par-
ticipatory in naturc and includes excreises to build partic-
ipant skills in the arcas of screening, counscling, and
follow-up. A provider training curriculum, Emergency
Contraceptive Pills, Module 5, A Comprehensive Training
Conrsz, is available from Pathfinder International. (To
request a copy, contact Pathfinder International, Medical
Services, 9 Galen Street, Suite 217, Wareriown, MA
02172 USA, or on the Inemet at www.pathfind.org. A
Spanish version also is available.)

Given that ECPs appear to be most cffective when
waken zonn afier unprotecied intercourse, every effort
should be made to ensure that women know about
ECDs and have ready access 1o them. This can be accom-
plished by:

* routinely informing women about ECI% a1 the time of
regular amily planning visits;

* instituting mass-media informational campaigns and
advertising ECP services;

» providing women with an advance supply of ECPs;

* providing ECPs through non-clinical seriings, such
as through community-based scrvices, social market-

ing programs, and the commercial sector (c.g.,

pharmacics).

Programs also should attempt to make ECP services
available 10 high-risk audicnces, such as youth and victims
of sexual assault.

3.1 VYouth

Reaching adolescents with emergency contraceptive
information and services poses special challenges to pro-
grams. Young women may find it difficult to access rele-
vant information about and/or services for emergency
contraception because they:

® are unaware of the availability of ECD's;

* lack confidence or arc cmbarrassed to visit a family
planning clinic;

* do not knunw of the existence of the clinic;

¢ find the clinic hours inconveniem;

* fear a pelvic cxamination; or

® are anxious aboul judgmental attitudes of the
providers.

Programs should work 10 cnsure that clinics serving
adolescents are youth-friendly (for example, by ensuring
privacy and confidentiality, accessible facilitics, rcasonably
priced services, and flexible hours—particularly during
cvenings and weekends).

3.2 Sexual Assault Victims

Reaching women who have been forced 10 have sex
also poses special challenges. ECP providers should be
aitentive to the possibility 1hat these women may he:

® unaware that something can be done to prevem preg-
mancy after scxual assauli;

» unwilling to report the assault and therefore unwilling
to seek services;

» concerned they will be blamed for the assault by the
medical provider; or
* alao in need of diagnosis and treatment for STs.

Program managers and providers should ensure tha
police stations, emergency health care centers, and other
facilitics where women may scek help after an assault can
provide clients with ECPs, if appropriate, or ar lcast with
information about where 10 obtain ECPs as promptly
as possible.




TABLE 1. ECP Formulations

EE = ethinyl estradiol LNG = levonorgestrel

NG = norgestrel

For all ragimens, the first dose should be taken as soon as possible after intarcourse,
\\but optimally within 72 hours, and the second dose should be taken 12 hours after the first dose.

First Dose Second Dose
Formuiation Common {Number {Number
{per Pill) Brand Names of Tablets} of Tahlety)
Lo AL I
Lavonorgestrel- LNG 0.75 mg Levonelle-2, NorLevo, 1 1
only Regimen Plan B, Postinor-2, Vikela
LNG 0.03 mg Microlut, Microval, 25 25
Norgeston
LNG 0.0375 mg Ovrette 20 20
b 0
Combined EE 50 mcg + LNG 0.25 mg Eugynon 50, Fertilan, Neogynon,
Regimen or Noral, Nordiol, Qvidon, 2 2
EE 50 mcg + NG 0.50 mg Ovral, Ovran, PC-4, Preven
EE30mcg +LNGO.15mg  Lo/Femenal,
ar Microgynon 30, Nordette, 4 4
EE 30 mcg + NG 0.30 mg Ovral L, Rigevidon
Abbreviations:




APPENDIX: USE OF IUDS FOR EMERGENCY CONTRACEPTION

Copper-bearing IUDs can he used as 2 methed of emer-
gency contraception. They are most appropriate for
women in stable relationships who wish 10 retain the IUD
for long-term contraception and who mect the screening
requirements for regular [UD use. When inserted within
five days of unprotected inercourse, copper-bearing 10Dz
are the most effective method of emergency contracep-
tion; they reduce the risk of pregnancy by more than
99 pereent. ™

However, cmergency 1ULY insertion requires a much
higher degree of training and clinical oversight than
administration of ECDs, including screening 1o climinate
clicnms whe are already pregnant (c.g., a pregnancy test, il
the woman is not menstruating), who have pelvic inflam-

matory disease or another reproductive tract infection, or
who are at high risk for STIs. In many instances, the ac1 of
unprotected intercourse that led to the request for emer-
gency contraception might put the woman at increased risk
of ST1s, in which case the IUD is not an optimal contra-
ceptive choice.

For further information abou use of IUDs for emer-
gency contraception, consult the IPPF Mcdical and Ser-
vice Delivery Guidclines (the most recent edition, which
contains information ahout emergency contraception, is
available from IPPF, Regent's College, Inner Circle,
Regent's Park, London NWI 4NS, England), or the World
Health Organization publication Emergency Contracep-
tion——A Gnwide for Service Delivery (1998).
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AB UTTHE C NS RTIUM FOR EMERGENCY C _NTRACEPTION

The mission of the Consortium for Emergency Con-
traception is to expand access 10 and cnsure safe and
locally appropriaic use of emergency comraception
worldwide within the broader context of family planning
and reproductive health, with emphasis on developing
countries.

The seven founding members of the Consonium ini-
thally focused on introducing a dedicated emergency con-
traceptive pill product in selecied “demonstration™
countrics. As intercst in emengency contraception and the
Cuonsortium grew, 1the Consortium expanded ils member-
ship 10 include a wide range of organizations working to
ensure that women have access 10 all forms ol emergency
contraception. The specific objectives of the expanded
Consortium are to:

§ scrve as an authoritative source of information about
CMErgency contraception;

¢ be a voice for cxpanded access to and safe and appro-
priate usc of emcrgency contraception;

# serve as a sirmegic planning forum for emergency con-
traception service delivery and information, education,
and communication elforts;

¢ sct high-quality medical and service delivery guidcelines
for emergency contraception based on the most cur-
rent information available;

4 fadilitate information sharing and networking among
Consoriium members and other groups working 10

broaden knowledge of and access 10 emergency
contraception;

§ encourage partnerships between public-sector ongani-
zations and private industry that are designed 10 make
high-quality products for cmergency contraception
avaikable 10 large numbers of women worldwide at an
affordable price;

$ scck and promote new emergency contraceptive meth-
ads that are safe and effective,

The Consartium welcomes applications for member-
ship from non-commercial agencics tha share the Consor-
tium’s overall goal of expanding access 10 emergency
contraceptive products and services in developing coun-
trics. Interesied applicants should eonact the Consortium
Coordinator. The Consortium and the American Socicty
for Emergency Contraception also jointly produce an clec-
tronic update of emergency contraception activitics world-
wide. If you would like 10 subscribe or contribute an anide
to this update, please contact eontact the American Socicty
for Emergency Contraception at Amaocec@®aof.com.

Elisa Wells, Consortinm Coardinator

%o PAI'H

(Program for Appropriate Technology in Health)
4 Nickersun Strect

Seaule, WA 98109 USA

Email: ewells@path.org

Website: www.path.org/cec/
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The Concept Foundation* s+  CONRAD Program ® DKT International
Family Health International * Institute for Reproductive Health
International Planned Parenthood Federation (and affiliates)*
International Planned Parenthood Federation/Western Hemisphere Region ©  Ipas
JSI Rescarch and Training Center for Women’s Health ¢ Maric Stopes International
Meridian Development Foundation =  Pacific Institute for Women’s Health*
PATH (Program for Appropriate Technology in Health)* o Pathfinder International*

MR

Population Council* * Population Services International * SHILO Pregnancy Advisory Service

World Health Organization Special Programmee of
Research, Development and Rescarch Training in Human Reproduction®*

* Founding member, 1995,
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1. NOMBRE DEL MEDICAMENTO
POSTINOR™
2. COMPOSICION CUANTITATIVA Y CUALITATIVA

Cadu comprimido conticne 750 microgramos de levonorgestrel,
Excipicntes on el apartado 6.1.

3. FORMA FARMACEUTICA

Comprimidos.
Los comprimidos son redondos y blancos.

4. DATOS CLINICOS
4.1 Indicaciones terapéuticas

Csta indicado como anticonceptive de emergencia dentro de las 72 horas siguientcs a haber mantenido
relacioncs sexuales sin protcecion o al fallo de un método anticonceptivo.

4.2 Posclopia y forma de administracién

El tratamicnto consiste cn la administracion de dos comprimidos.

Para obtencr una mayor cficacia, cl primer comprimido debe tomarse lo antes posible (antes de que
transcurran 72 horas) después de haber mantenido relaciones scxuales sin proteccion. El scgundo
comprimido debe tomarse 12 horas despuéy de la primera dosis (y no mis tarde 16 horas).

Si la pacicnte vomitara dentro de las tres horas siguicntes a 1a toma de cualquicra de los comprimidos,
debc tomar otro comprimido inmediatamente,

Pastinor puede tomarse en cualquicr mamento Jdel ciclo monstrual, 2 menos que se haya produciio un
reirasu de la hemorragia menstrual,

Tras la utilizacin dc la anticoncepcion oral de emergencia s¢ recomienda utilizer un método de
barrers (prescrvativo, diafrugma) hasta cl inicio del siguiente ciclo incnstrual. Lo utilizacién de
Postinar no contreindica 1a continnacién de la anticoncepeidn hormonal repular,

Niras: Postinor nu cstd recomendado para su empleo en nifias.
Los datos disponibles cn mujercs menorcs de 16 afios son muy limitados.

4.3 Contrsindicacliones

Hipcrscnsibilidad al principio activo levonorgestrel o a cualquicra dc los excipicntcs.
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4.4 Advertencias y precauclones especlales de empleo

La anticoncepeion de emergencia c¢ un método de uso ocasional. En ningin caso debe sustituir a un
método anticonceptivo convencional

La anticoncepcidn de cmergencia no cvita el cmbarazo en todos los casos. Si nu existe corteza sobre el
momientoe en ¢l que s¢ produjeron las relaciones scxuales sin proteccidn o si dichas relaciones tuvicron
lugar hacc mis dc 72 horas en ¢l mismo ciclo menstrual, se debe considerar la posibilidad de
embarazo. Si sc manticne una relacién sexual duranic ¢l tratamiento con Postinor., la prevencion del
cmbarazo pucde no scr eficaz. Deberd descartarsc un pogible embarazo si la menstruacion se retrasa

mis de 5 dias o sc prodduce una hamorragia distinta a la habitual en Ia fecha prevista para la regla por
cuaiquier otro motivo.

Si sc produce un cmbarazo tray el tratamicnto con Postinor, se debe considerar la posibilidad de un
cmbarazo cctépico.

Postinor no cstd recomendado cn pacientes con insuficiencia hepética grave.

Los sindromcs graves de malabsorcion, como la enfermedad de Crobn, pucden disminuir la cficacia de
Postinor.

Tros la ingesta de Postinor los periodos menstruales suclen ser normales y aparceen on la focha
prevista. Algunas veces se pucden adclantar o retrasar algunos dias con respecto a la fecha prevista. Sc
recomicnda acudir al médico para instaurar o adaptar un método regular de anticoncepeidn. Si no
aparece la menstruacién, en caso de anticoncepcion hormonal normal, en el préximo periodo libre de
comprimidos tras la administracién de Postinor, debe descartarse un posible cmbarazo.

La administracién rciterada dentro de un ciclo menstrual cstd desaconsejada debido a la posibilidad de
galteracioncs cn el ciclo.

Postinor no cs tan cficuz como los métodos anticonceptivos convencionales y sdlo cstd indicado como
medida de emergencia. Deben recomendarsc mélodos anticonceptives convencionales a aqucllas
mujeres quc demandan tratamicntos anticonceptivos de cmergencia en reitcradas ocasiones.

Los anticonceptivos de cmergencia no cvitan las infecciones de transmision sexual.
4.5 Interaccidén con otros medicamentos y otra forma de Interaccién

El metabolismo dcl Icvonorgestrcl aumcnte con ¢l uso concomitantc de inductures cnnnutms
hepiticos.

Emre los firmacos que sc sospecha ticnen la capacidud de reducir 1a eficacia de los medicamentos que
conticnen Ievonorgestrel se incluyen los barbitiricoy (incluyendo la primidona); la fenitoina; la
carbamazeping; las plantas medicingles con Hypericum Perforatum (Hierba de San Juan). la
rifampicina; ¢l ritonavir; la rifabutina y la griscofulvina.

Los medicamentos quc contiencn levonorgestrel pueden aumentar el ricsgo de toxicidad de la
ciclosporina debido a 1a posible inhibicién del metabolismo de |a ciclosporina.
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4.6 Embarazo y Lactancia

Ewmburuzn

Postinor no debe administrarse a mujercs cmbarazadas y su administracién no interrumpird cl
cmbarazo. En caso dc fracaso dec csta medida anticonceptiva de emergencia con resultado de

cmbarazo, los cstudios cpidemioldgicos no indican cfoctos adversos de los progestigenos sobre cl
feto.

Lactancia

El lcvonorgestrel se cxcreta con la leche materns. La exposicion potencial del lactante al
levonorgestrel pucde reducirse si lu mujer toma los cumprimidos inmediatamente despuds de una toma
y cvita la lactancia tras cada administracion ¢ Postinor.

4.7 Efectos sabre ia capacidad de conducir y usar miquinas

No s¢ han realizado eytudios accren de Jos cfctos sobre Ia capacidad para conducir vehiculos o
mancjar maquinarig.

4.8 Reacclones adversas

La siguicntc tabla mucstra la frecucncia de las reacciones adversas:

Reaccién adversn Porcentaje de mujeres con reaccioncs adversas
(n=977 mujercs)*

Nuuscas 23,1

Dolor en hipogastrio 17,6

Fatiga 16,9

Cefalca 16,8

Marcos 11,2

Aumento de la sensibilidad mamaria 10,8

Vomitos 5.6

Otray 13,5 *=*

* Lancct, 1998, 352, 428-433
** Principalmentc diarrca, sangrado irrcgular y spotting

Las pautas dc sangrado pueden verse temporaimente alteradas, pero la mayoria de las mujeres tendndn
su siguiente periodo menstrual en cl dia habitual.

Si el siguiente periodo manstrual sc retrasa més de 5 dias, debe descartarse un posible embarazo,
4.9 Sobredoshs
No sc han registrado rcaccioncs adversas graves tras la ingestion aguds de grandes dosis de

unticonceptivos orales. Una sobredosificacion puwde provocer nduseas y una posible hemormagia por
deprivacion. No cxisten antidotos cspecificos y ¢l trutumicnto debe ser sintomdtico.
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5. PROPIEDADES FARMACOLOGICAS
5.1 Propledades farmacodinimicas

PROGESTAGENOS
GOMACH3

No s¢ conoce el mecanismo de accidn preciso de Postinor. A las dosis recomendadas, sc piensa que ¢l
levonorgestrel ticne su mecanismo principal cvitando la ovulacién y de la fertilizacién si la rclacion
scxual ha tonido lugar on la fuse preovulatoria. que s ¢l momento ¢n cl quc la posibilidad de
fertilizacidn cs mis  elevada. También pucde producir cambics endometriales que dificultan lu
implantacién. No cs cficaz una vez iniciado ol procese de implantacicn.

Eficacia: sc ha cstimado que Postinor cvita un 85% de los cmbarazos csperudod. La cficacia parcee
disminuir con el mnscurrir del tiempo tras ¢l cvito (95% dentro de las primeras 24 horas: 85% entre
Ins siguientcs 24-48 horas; y 58% si sc amplca cntre las 48 vy las 72 horas). Sc desconoce I cficacia
pasadas 72 horas.

A las dosis recomendadas no cabe csperar que cl levonorgestrel produzea cambios significativos on los
factores dc la coagulacian, ni sobre ¢l metabolismo de lipidos y carbohidratos.

5.2 Propledades farmacocinéticay

Levonorgestrel: Ll lcvonorgestrel administrado por via oral sc absorbe ripidamentc y casi por
complcto. Después de la ingestién de un conprimido de Postinor, sc alcanzan niveles séricos miximoy
del firmaco de 14,1 ng/ml al cabo de 1,6 horas. A partir de ese momento, los niveles séricos de
levonorgestrel disminuyen cn dos fases de disposicién con valores medios de semivida de climinacion
quc oucilun aproximadamente entre 9 y 14,5 horas.

E! levonorgestrel no sc excrete de forma inalterada, sino cn forma de metabolitos. Sus metabolitos sc
excretan cn proporcioncs aproximadamentc iguales cn orina y en heces. La biotransformacion siguc
las rutas conocidas del metabolismo de los cutcroides: es decir, kevonorgestrel cs hidroxilado en ¢l
higado y sus metabolitos son excretados como conjugados de glucurdnido. No sc conocen metabolitos

con actividad farmacoldgica.

El kevonorgestrel s¢ unc a 1a albiimina sérica y a lu globuling fijadora de hormonas scxuales (SHBG).
Sdlo alrededor de un 1,5% de kos niveles séricos totales cstd prosente en forma de cstoroide libre,
cstando un 65% unido dc forma eypeeifica a In SHBG. La biodisponibilidad absoluta del
levonorgestrel c9 casi del 100% de la dosis administrada.

Alrededor de un 0,1% dc 1a dosis pucdc pasar al lactante a través de la leche de la madre,

5.3 Datos preclinicos sobre seguridad

Los datos preclinicox no indican ricsgos cspeviales en humanos adicionales a los incluidos en la
informacidn ofrecida en otras sccciones de csta ficha téonica.

6. DATOS FARMACEUTICOS
6.1.Llstn de exciplentes

Almidén de patata, almiddn dc maiz, silice coloidal anhidra, gelatina, estearato dc magnesio, talco,
lactosa monchidrato.
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6.2 Incompatibilidades

No procede.

6.3 Perlodo de validez

3 afivs.

6.4 Precauclones especiales de conservacién
No almaccnar a temperatura superior a 25°C.

6.5 Naturaleza y contenido del reciplente

El envasc de Postinor conticne un blister con dos comprimidos. El blister cstd hecho de aluminio/PVC.

6.6 Instrucciones de uso y manipulacién
Ningunz cspecifica,

7. TITULAR DE LA AUTORIZACION DE COMERCIALIZACION
Mecdimpex UK Limited
127 Shirland Road
London W9 2EP
Reino Unido
8. NUMERO(S) DEL REGISTRO DE MEDICAMENTOS
9, FECHA DE LA PRIMERA AUTORIZACION O RENOVACION DE LA AUTORIZACION

10. FECHA DE LA REVISION DEL TEXTO
Marzo dc 2001
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Industria y Comercio
SUPERINTENDENCIA

2020
Bogot4, D.C.,
Doctor: OficioN: . +12°'13
Alvaro Comrea Ordéfiez .
Apoderado
ASUNTO: Radicacién PCTN°  04-60435
Tramite 011
Evento 379
Actuacién 440
Folios 012

Con fundamento en lo previsto por el articulo 43 de la Decision 486 de la Comisién de la
Comunidad Andina, se le comunica que la oposicién presentada por el doctor Luis
Fernando Rincén, en su calidad de apoderado de Procaps S.A., reune los requisitos
formales exigidos por |a ley al momento de su presentacién.

En wmplimiénto de lo dispuesto en la citada norma, se le concede el término de sesenta
(60) dlas habiles siguientes a la fecha de notificacién del presente oficio, para que haga
valer sus argumentaciones y presente pruebas.

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

CESPEDES DE VERGEL
Jefe de la Divigién de Nuevas Creaciones.

El anterior requerimiento fue notificado por fijacion en lista de fecha, 11 m 205
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Seada Cantro: Carrera 13 No. 27-00 Pisos 2,5, 7y 10
Sede CAN: Tr. 40A No. 38-50 Conmutador: 3820840
Fax; 382 20 05, Linea 8800-010 185
Web: www .slc.gov.co e-mal: [nfolisic.gov.cn
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