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aceptabilidad con el mismo anillo vaginal como as utilize an los ejemplos 1-5 an un 

regimen rnensual de la invención objeto an donde el anillo as inserta cada 4t0 (n+3) 

del mes y as remueve cada 1r0 (n) del mes siguiente versus el regimen esteridar 

21/7. 

Mil trescientos taints (1330) mujeres premenopausicas saludables entre 18 y 40 

anos de odad al momento de In selecciOn participan on el ensayo durante un ado, 

as decir, durante 12 meses an regimenes de Is InvenciOn objoto 0 durante 13 

cicios de tratamiento para regimen estandar 2117. 

Las mujeres son divididas an dos grupo (2): 

Brazo de ensayo A: 330 mujeres participan an el regimen estandar de 21 dIes de 

uso de anillo, seguido por 7 dias de periodo libre de anillo (es decir libre de 

15 hormona); 

Brazo de ensayo B: 1000 mujeres parlicipan an el regimen mensual de La 

invencion objoto an donde ei studio as inserta an & 40 de cada pies ("+3) y se 

remueve an el primero del siguiente mes (n) (3-4 dias de periodo libre do anillo): 

20 

Las evaluaciones son ffevadas a cabo a sejeccion (deritro de an pies antes de 

iniciar el tratamiento) y an los mesas 3, 6, 9, y 12 0 a Is descontinuacion 

prematura. En Is visita de seleccion, los sujetos suministran Is bistoria medics 

ginecologica y sufren exdmenes fisicos y ginecoidgicos, ini citologia 

25 cervical. Los oxamenes fisicos y ginocologicos y Is citoLogia cervical Be repiten an 

Is Ultima visita de estudio. Ademas las pruebas de laboratorlo de seguridad clinica 

as desarrollan a solecciôn y al final del tratamiento. En aides as visitas de es(udio, 
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as mice Ia presión sangulnea y el peso del cuerpo. Las pruebas de embarazo 

urinarios son desarrollan por los sujetos antes do iniciar el tratamiento de estudio, 

an cada visita de estudio y Si as sospecha embarazo durante el ensayo. La 

ocurroncia de eventos adversos y el uso do medjcacion concomitants as 

5 registrada a lo largo del ensayo. Los patrones de sangrado vaginal y el 

cumplimiento se rogation antedates diarias. 

Se encontro ci regimen investigado pare dar coma resultado Un cumplimiento muy 

alto an comparacion con at regimen estandar 21/7. 

EJEMPLO 7 

Ensayc do seguridad y eficacia no, m+4 on donde m= I 

Un ensayo multicentro, comparativo de grupo, aleatarizado, de dos braos de 

5 etiqueta abierta eseitah,iente coma Se describ‰ en el eemplo 6 Se lieva a cabo 

pars investigar Is eficacia contraceptiva, las caracteristicas de sangrado vaginal, at 

cumplimiento, Is seguridad y Is aceptabibidad con el mismo anillo vaginal como Se 

utilizado an los ejemplo 1-5 an un regimen mensual de ía invenciOn objeto an 

donS el anillo as inserta code 5t0 (m+4) del mes y Se remueve at l° (m) del 

20 siguiente mes versus el regimen estandar 2117. 

El regimen investigado Se encontro qua da como resultado Un cumplimiento muy 

alto an comparacion con at regimen estandar 21/7. 

25 EJEMPLO8 

Ensayc do seguridad y eficacia y, y+5 en donde y= I 
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Un onsayo mulficentro, comparaUvo do grupo, aleatonzado, do dos brazos, 

etiqueta abierta esoncialmente como as describio an el ejemplo 6 as Ileva a cabo 

pars invostigar la eticacia contraceptive, las caracteristicas de sangrado vaginal, el 

cumplimiento, Is seguridad y Is aceptabilidad con el mismo anillo vaginal como as 

5 utilizado an los ejemplo 1-5 an un regimen mensual de Is invención objeto an 

donde el anillo so Jnse,ta code 8tD (y+5) del mes y Se romueve all 10 y) del 

siguiento mes versus el regimen estÆndar 21ff. 

El regimen investigado Se encuenira quo do como resultado on cumplimiento rnuy 

* 10 alto an comparacion con el regimen estandar 21/7. 

E.JEMPLO 9 

Ensayo de seguridad y oficacia Z, ZIG on donde z I 

15 Un ensayo multicentro, comparativo de grupo, aleatorizado, do dos brazos, 

etqueta abiorta osonciah,ente coma so doscribiO an & ejemplo 0 so l!eva a cabo 

pare investigar Is eficacia contraceptive, las caracteristicas do sangrado vaginal, el 

� cumplimiento, a seguridad y In aceptabilidad con el mismo anillo vaginal como Se 

utilizado en los ejemplo 1-5 an un regimen mensual de Is invencion objeto on 

20 donde el anillo as inserta code 7m0 (z4-6) del mes y as remueve el 1 (z) del 

siguiente tnes versus & regh,en ostaridar 2117. 

El regimen investigado so encuentra quo results an on cumplimiento niuy alto an 

comparacion con el regimen estandar 21/7. 

25 
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REIVIN DICAC IC N ES 

1. Un mØtodo pars contracepcion femonina humans qua comprende iniciar una 

forma de dosis an Is fecha numerics n+3 de un mes y remover Is forma de 

5 dosis an Is fecha numerica "n" del siguiente mes, on donde !r1! as una fecha 

numerics de un mes do 1-25 yen donde el rnetodo as repetidamente Ilovado a 

cabo durante par Ic menos doe ciclos. 

2. Un metodo de contracepción temenina humans qua comprende iniciar una 

10 forma de dosis an Is fecha numerica m+4 de un mes y remover Is forms do 

dosis on Is fecha numerics ni" del siguiente mes, an donde "rn’ as una fecha 

numŒæca do mimes do 1-24 yen donde el melodo as repetidamente flevado a 

cabo durante par lo menos dos ciclos. 

15 3. Un mØtodo de contraception femenina humana we comprende inciar una 

forma de dosis an Is fecha numerics p5" do un mes y remover Is forma de 

dosEs an Is fecha numerics del sFguionte mes, an donde "y  as una fecha 

numerics de Un mes de 1-23 yen donde el nietodo as repetidamente Ilevado a 

cabo durante por lo menos dos ciclos. 

20 

4. Un mOtodo de contracepcion femenina humans qua comprende iniciar una 

forma de dosis an Is fecha numerics z+6 de Un mes y remover a forma do 

dosis en Is fecha numerics a del siguiento mes, an donde 7’  as una fecha 

numerica do Un mes de 1-22 yen donde el mØtodo as repetidamente Ilevado a 

25 cabo duranto par lo monos dos ciclos. 
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5. Un metodo do acuerdo a las reivindicaciones 1-4 an dDnde la forma do 

dosis as Ufl anillo vaginar. 

6. Un metodo de acuerdo las reivindicaciOn 14 on donde el inicio as 

5 vaginalmente administrado. 

7. Un metodo de acuerdo a las reivindicaciones 14 an donde la forma do dosis 

as un parcho. 

10 8. Un mØtodo do acuerdo a las reivindicaciones 1-4 an donde la forma do coals 

comprende un estrOgeno y un progestOgono. 

9. Un mØtodo de a reivindicacion Son donde el progestogeno as etonogestrel 

el estrageno as estradiol 0 una sal do Øste y un ester de este a el estrogeno 

IS as etinib estraduol. 

10 Un metodo de In roiviridicaciOn 8 an donde 01 progostrogono as nomegostrol 

acotato y el estrogen as estradiol o una sal do ante 0 Un ester de este 0 el 

estrogeno as etirtil estradiol. 

20 11. Un metodo de acuerdo a la reivindicacion 5 an donde la forma do dosis Os 

hecha do un material termopbÆstico. 

12. Un niØtodo de acuerdo a Ia reIvIndicaciOn 5, an deride Ia forma de dosis 

comprende uno 0 flS componontos. 

25 

13. Un motodo do acuerdo Ja reivindicaciôn 12  an donde cada compartimiento 

comprende Uris 0 mas capas. 
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14. Un kit contracoptSo pars contracepolon temenina humana qua comprende 

por Ic menos dos formas do dosis, cada forma de dosis hacer utilizada an uno 

de dos ciclos secuenciales y cada forma do dosis hacer iniciada an Is fecha 

5 numerics n+3" do on mes y romovida an Is fecha numerica "ri" del siguiente 

mes an donde n" as one fecha numerics do on mes de 1-25. 

15. Un kit contraceptivo para contracepcion femenina humans qua comprende par 

Ic menos dos formas de dosis, cada forma de dosis hacer utilizada an uno its 

40 JO dos ciclos secuenciales y cada forma do dosis hacer inEciada an Is fecha 

numehca "m+4" de on mes y removida an Is fecha numerics "m" del siguiente 

mes an donde "m" as una fecha numerics do on mes do 1-24. 

16 Un kit contracoptivo pare contracepcion femenina humans qua comprende par 

IS lo menos dos formas de dosis, cads forma do dosis racer utirizada an uno de 

dos ciclos secuenciales y cada forma do dosis tracer iniciada an Is fecha 

numerica y+5" do on mes y removida an Is fecha numerics "y del siguiente 

is 

meson donde yes one fecha numerics do on mes the 1-23. 

20 17, Un kit cantraceptivo para conlracepcion femenina humans qua comprende par 

to menos dos formas do dosEs, cada forma de dosis hacer utilizada an uno de 

dos ciclos secuenciales y cada forma do dosis hacer iniciada on Is fecha 

numerics z+6" de on mes y removjda an Is fecha numerica ’z" del siguiente 

mes an donde 1 as una fooha numeSa de on mes de 1-22. 

25 

18. Un kit conhracepflvo tie acuerdo a las roMndicaciones 14-17 one comprende 

tree formas de dosis. 
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19 Un kit do acuerdo a las reivindicacionos 14-18 an donde to forma do dosis as 

Un anillo vaginal. 

5 20. Un kit de acuerdo a las roivindicaciones 14-17 on donde el nicio as 

vaginalmente administrado. 

21. Un kit do acuerdo a las reivindicacionos 14-18 an donde la forma de dosis as 

Un parche. 

�10 

22.Un kit do acuerdo a las raivindicacionos 14-17 an donde la forma de dosis 

comprendo on esüogeno 0 Un progestrogeno. 

23. Un kit de la reivindicacion 22 an donde el progastrógano as etenogestrel y el 

astrôgeno as  estradiol o una sal de Ste 0 Un raster do Ste 0 el estrogeno as 

IS etinil estradiol. 

24. Un kit do a reivindicaciOn 22 an donde el progestrogeno as nomegestrol 

acetato y of estrogano as estradiol a una sal de este 0 Un ester de este 0 al 

estr69ono as etinil estradiol, 

20 

25. Un kit do acuerdo a la reivindica&on 19 an donde la forma de dosis as hecha 

the Un material termoplÆstico. 

26. Un kit do acuerdo a Ja reivindlcacion 19 an donde la forma de dosis comprende 

25 uno 0mM comparlimentos. 
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27 Un kit de acuerdo a la reivindicaciOn 26 an donde cada compartimionto 

comprende uno 0 mars capas. 

28Un sistema do recordatorio pare un regimen de dosificacion quo compreride 

5 seleccionar una fecha numOrica particular do un mes de 1-25, independiente 

del mes, comb la fecha numerica an la cual la forma do dosis siempre as 

memovida e iniciando la nueva forma do dosis tree dias mas tarde. 

29. Un sistema de recordatorio pare un regimen de dosis qua comprende 

10 seleccionar una fecha numOrica particular do un flea de 1-24, indepondiente 

del mes, comb la fecha numØrica an la cual la forma do dosis as siempre 

romovida e iniciando una nueva forma de dosis cuatro dias mae tarde. 

30. Un sistema de recordatorio pare un regimen do dosis qua comnprende 

5 seleccionar una fecha numØrica particular do un mes de 1-23 

independientemente del mes, como la fecha numerica an Ia cual la forma do 

dosis as siempre removida e iniciando una nueva forma de dosis cinco dias 

�mars tande. 

20 31. Un sistema de recordatorio de un regimen de dosificaciOn qua comprende 

seleccionar una fecha numØrica particular de un mes do 1-22, independiente 

del mes, como Is fecha numØrica on la cual la forms do dosis as siempre 

remaiida e iniciando una nueva forma de dosis salaries mÆs tarde, 

25 32. Un sistoma de recordatorio de acuerdo a ias reivindicaciones 29-31 an donde 

a forma do dosis Os rn anillo vaginal. 
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33. Un sistema de recordatorjo de acuordo a las reivindicaciones 28-31 an donde 

el inicic as vaginalmonte administrado. 

34. Un sistona de recordatoric de acuerdo a las reWindicaciones 28-31 an donde 

Is forma do dose as on parche. 

35.Un regimen contraceptivo an donde las hormones son administradas para one 

duracion dofinida, caracterizada par quo Is duración del ciclo varia tal coma 

corresponds con el nÆmero de los dias del mes an el coal e inicia el dab. 

36. Un regimen contraceptivo de acuerdo a Is reivindicacion 25 an donde one 

duracion dofinida as de par Ia menos ties meses. 
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Roivindicación(es): 

1. Up mStodo pars coriacepcian temeni na humane 
qua oomprende minor one forma de doni S an Is afford 

Linlerics r+3’ de on men y remover Is forms de dosis an (a 
safe numØrica fl!! del niguiente men � en dondo � n as one 
tetha numerics  do on men do 1-25 y an donde el rnØlodo as 
repedarnente Ilevado a cabo d uran te per to manes dos doles. 

2. Un meted 0 do con tracepcton lernenin a humane 
quo comprende iniciar one forma de deals an Is tech a 
marriage ni +4 do un men y remover Is forma de dosis en Is 
Ford nu menios in del 519 U iente men, on donde for as una 
Roche rumored de on men de 1-24 y on don do of niejodo as 
,epedamen to Ilevado a cabo detente  per Ic manes don doles. 

3. Up metcdo as con tracepctn lemenin a humane 
quo comprende Eniciar una forma do deals an Is led, a 
ordered  ,,y+5 do on men y remover Is forma do donin an Is 
Moore numerica del nig ulente men, an donde y  as one 

�
 

sold numerics do on men do 1-23 y an dondo or mØtod 0 05 
repedamente Llevado a cabo d urante per It m ones don ciclos. 

4. ran nietodo do contracepcion lemon in a rumors 
qua o,mprende intciav one forma do deals an Is foor 
n U mete z+& do up men y remover to forma do dosi 5 en to 
arms riumCrica z del 519 ulente men, an donde z as una 
tedi a n urnerica de on men de 1-22 y on donde of me(odo en 
ropcdamente Ilevado a cabo d urante per Ic menos don ciclon. 

5. Up metodo do acuerdo a las raivind icacionos 14 
an doride Informed de desk en on pulp vaginal. 

6. Up niClodc do acuerdo an reiviridicacion 1-4 on 
donde cli rlicie as vagin almerlte admini ntrsdo. 

7. To metodo do aceerdo a las reivindicaciones 14 
an deride Is loans de desk as To parche. 

8. Up metodo do aceerdo a tan reivmndicaciones 1-4 
en don do Is forma do dosEs Co mpreride on estrgone y To 
progentogeno. 

9. Up metodo do Is reivindjoaoiOn 8 an deride or 
proqestogen 0 05 etonogentrel y or entroqe no es Vi id 0 

ulna per do esto y Un ester de Cste 0 Cl estrØgen 0 as etinil 
estradiol. 

to Up mOtodo do Is reivindicaciOn 8 an donde or 
progeefrogeno on nomegentrol aco!ato y el estrogen on 
estradiol 0 Un a sal de Øste 0 Un ester do sales el entrogeno as 
etin il estradiol. 
II. Up mCtodo do acuerdo a Is rejvindicsciOri 5 an 
donde to forms do dosis on handle de on materiel 
termoplantice. 

12. Up melodo do acuerdo a La parricidal 5, on 
dondo I a forma de dons o,mprende lUnd 0 nnàn compo n entes. 

13. Up mØtodo do acuerdo to reiviridicación 12 an 
donde coda compartimienlo cemprerndo ufla 0 men capas. 

14. Up kit coriIracop ye para contracepciOn famerii n a 
humana quo camprende per to menos don Iornnss do dosin, 
cads forma de dosin dead ulilizad a an Top de dos ebbs 
secuenbialen y coda forma de deals tiscer iniciada en Is teoha 
twit "n +3 do Un men y removed in Is tool, a numerics n 
del sigujonto men an deride "n  Os one added numerics de U 
men de 1-25. 

IS. Up kit contracepUvo pars con tracepcion femeni Ba 
humane quo oDmpronde per to menos don lormas do dosis, 
coda forma do dons later ufilizad a en u no do dos Colon 
secuencialan y cede forma do deals tiscer iniciada an Is techa 
flu merica m+4" do on men y re movida en Is lecha Ii umerica 
’of del siguten to mon an dornde in  en one fecha n umerica do 
on men do 1-24. 

16. Up kit contracephvo park con tracepciOn Opened 
hUmane quo compound For to moves dos lormas do dosis, 
coda forma de do" dead uhlizad a on Too de don aclos 
secuenciaten y coda forma do deals tiacer iniciada an In teoha 
numerics  y+S do up ’non y rem ovida an Is lecha rumored  

y 

del appose men an Judge e as one teens nu mesica de on 
nnen do 1-23. 
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REPUDLICA OF COLOMBIA 
SUPERtNYENDENCIA DE INPUSTRIA Y CQHERCIO 

Bogota, 
2020 

Doctor (a) 

FERRgRO E1ILro 

Apoderado(a) v/a Repreeeritante as 

N.V. OROANON 

REFERENCIA RadicsciOn No. 7 135411 

Solicitud internacionel PCT/US2006/023353 

Fecha inicio ease nacional 21/01/2008 

Tr&nitt IX 

Events 378 

Actuación 430 

Oficlo NO. 
- 

Como resultado del examen de terms, realiEsdo con fundamnto an ci articulo 38 de 

Is Decision 486 de la Coiiiieiłn de la Comunidad Andina, articu]-o 27 del Tratado de 

Cooperactôn en Nateria as Patentee (PCT), regla fl Ms del Relamento y Circular 

Omic as le Superintendeiwia de Industria y Cofllercio, Se le comunica qoe: 

1. 3a soiicitu& no contiene Ia co;ia del docnento en que coneta la ceei6x del 

�derecho  a la patente del inventor al solicitante o a su causerie. Art. 26-k) 

DecisiOn 496. 

En njmplimiento de Is dispuesto par el articulo 39 de la DecisiOn 486, Se le 

requiere pare ql4e dentro del tertnino de can ineses siguientes a Is fecha as 

notificacion del presence oficio, complete led requisites anteriormente enunciados 

Ed caso de no day ceplimiento a1 presents cequerioliento, is 803-–citud Be 

comsiderar& abandonada y perdeth an p1lacion. 

Notleiquese 51 presence ofipio confqme a lo dispuesto on el. nuiseral 5,2, literal 

e) del capitulo quinjo del/4italo prlmern as la Circular tinice NO.10 de 2001. 

fri 
Ajax CARNENSA CE EDES DE VERGED 

Jets de Is div/ide de Nueva, 

El anterior4iglto fee notificndo per fijaciOn en lista de 

fecha________ 2 tit. ojuo 
aupall 
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I 

Anexos: 

cQmprobartte de pagoda la tasa as presentciOn de Is solicitud per $ 482.000.00-

D Comprobarits de pago par reivindicacian do prioridad 
Oocvmento Ace acred its la exsencia y representación legal cundo el solicitante sea persona 
juridica. 
Pod eros, si Tuere ci caso. 

o Docuniento de cation del inventor at solicitante o a su causerie 

o 
I

 
Cops do Is solicitud internacional. (Resumen deseripción reivindicaciones, dibujos) 
TraducciOr, des solicitvr4 internacional at castellano. (Resunien descripciOn, reiviridicaciones, 
dibujos) 

0 Copia del examen prelirtiinar efectuado p01 Is IPEA. 
o Traduccion del examen preliniinar efectuado par Is PEA 

El Do 5cr el caso, coma del contrato de 
El De Se, el caso docurnento qua acredite la licencia 0 autorizaciÆn de use do concorroentas 

tradicionales do las comunidades indigenas. 
El De Se, el caso, certificado do deposito del material biologico. 
C Arts final 1202 
El Ce Be, el caso, infomiaclon sabre otras solicitudes de patents 0 titutos obtenidos an el 

extran1ero p0’ el Illismo titular a su cusante, relacionadas parcial 0 totalmente can Is inventor 
de esta solicitud. 

N Otros: VER IHOJA DE DOCUMENTOS ANEXOS 

FIGURA CARACTERISTICA 

Solicito Is ooncesión de Is patente, 

NOMBRE: EMI 10 FERRERO 

FIRMA: ’1l_-a_- 
CC 438.019 do Usaguen T  31,929 

AHP 
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(37 

1 PublicaciOn Internacional WO 2007/001888 A3 

DescripciÆn: 

Paginas 17 an el idioma original 

Paginas 21 on espaæol 

Reivindicaciones: NÆmero (s) 36 

Figuras: NUmero (s) 

2. 0 Forma PCT/1l Informe de Bc,squeda lnternacional. 

3 Z Extracto de publicacion. 

NO SE REALIZARON MODIFICACIONES EN LA 

FASE INTERNAC(CNAL 
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CARRERA as w 72-35 
BOGOTA. S - COLOMBLA 

A? 

V 
GENERAL POWER OF ATTORNEY 

LI 

179 Reprcsentacidn Sr Poder con acftenticscion notarial 3 
Apostille Para polemics, modelos tie utilidad, 

disenos industriales, mares de fibrica, nombres 

coinerciales, ensenas, nombres the dominio, ]areas 

comerciates, licencias. 

Representation and Power-of- Attorney with notarial 

authentication and Apostlile for patents, utility 

models, industrial designs, trademarks, commercial 

manes, trade emblems, domain names, slogans, 

REPRESENTAtION V PODER REPRESENTATION AND POWER- OF, ATTORNEY 

: tiq 
Yo (nosoos\ abo fimadQIj)Ii laosil. the ungrsioied 

N. V. ORGANON 

Domiciliado (S) EtrIOf joosterstaal 6 349 AD Ob_The Netherland-’ 

per ci preseote tionibrasnos a B1lLlO FERRERO Epa. 31919; LUZ 
CLEMENCIA DL PAL?, to,  23555 y DANIEL URA, tpa. 65.610, 
donsiciLiados en ]a Carrera IS or 71.-35, BogotA. Colombia, an 
obedecimLento a Ia dispuesco on ci paragrafo Jo Sol Articulo 543 del 
Codigo de C)mercioo ci primero con, principal Sr Los di 
suplecteso 11 so ordeit, come mis (tIuestroa) ecprtsentantca on edo, los 
sauncos of propiedad industrial con facuitad pain recibi r notificacjones 
nonibrar apoderados itid it isles 0 cxcrajt,dicialet, El primer rcprcsentsnte 
sttp]ente reemplazag It principal en mao de ausencia 0 impedtmento 
temporal o deftoitivo de aqudi, La misma regla Se apLicara ctiando 
seguodo reprcacntmtte supientc haya de reeniplaar 51 prituero. 0 ci 

tcrccro 51 segundo. En tales cases, as repreacotante principal, o ci 
prioscro. o segundo stiplente, an cii case, 0 anibos. declararan so 
intent ion de no ci creel La repreeentación actions dcelaracion 
autenticada por Ni Pblico en Colombia, o fair Notario 0 otro 

na ionario India  o COnsul de Colombia. en If exvanjero; y si Ce 
arc de inipedimcnto. coo el mcrtifioado respective. Si alguno de Los 

nombrados ftiflarm dcliii itivamentc ci sigttieote tomarÆ an lugar. Cuando 
--’sare Pa atisenria 0 t nipedimcnto del representante principal, 0 he an 

pruniemo 0 segundo euplentcs, so an case, podrÆn Emir Is 
rcpreseitaeidn, on so orden, no ii otros segn at case, asumindoia por 
cI solo heclio de ci ertari; eeaacsdo en ear monlento el cjcrcieto de Ia 
reprcacnlat i do por ci priniero. segundo 0 tercer auplente eLI su case. 

AdemAs, carriers (confertnio;) podcr a ]as abogados asaiba nombradoo 

pars obtccser Is protemeido de At  (nueetsa) propiedad industrial y contsa Is 
competencia di a ruyo efecto autoriso (sines) a Los dichos 
spodcrados par, que me (nosi rcpresenteli ante cualesquiera entidades 0 
personas, ejr,an 0 00 iuri.liccidn, especiali,tcnre ante Las dcl ordets 

' CAVELiER ABOGADOS 
WPPODE-

I, due compliance with the tenth of paragraph In  of articLe 543 of 0’ 

Commercial Code, do hereby appoint EMILIO rERRERO, had  3 L92 

LUZ CLEMENCIA DL PAfl, Ipa. 23555 said DANIEL rENA, tpt 

65.620. domiciled at Carrera 4’ Up 71_I5, BogotA, Colombia, the first 

principal and Cite others es almematt in 1st order eftI,tir appointme* a 

our representatives for all industrial property niarters ith faculty 

receive notifications and tqappoint attorney, in and out or Court. The fin 

alternate And replace the principal in ease of his absence or of tempori 

or din itive impediment. The annie rule will apply when the secon 

alternate reprcaenttivc is to replace the Its ooc, or RAwer the bird 

replace the first or second alteniatc.. a  their turn, or both of them, Secon 

Its such cases, the principal representativel or the first or second alteniste 

in their turn, or both of them, shall state their intention not to act 

representatives through a declaration Used before a Notary Public i 

Colombia, or before a Notaiy or another Public Official or a CoLotith ia 

Consul abroad; and in cane of inipcdin,ent, the appropriate certificate abs 

stafl’tce. If any or the appointees were to be definitely attend, on 

following alternate shall take his place. When the absence or intpedirner 

of the principal rcpresentati’e. or or the first or second alternaic in to,  

Pan ce.ses. the representation can he taken again in their sequence, by in 

principal, the first or second alternate depending on case, and the mar 

In edditionlk8f Aporeyi aver 0 the above_name 

attorneys_aLltm*Vtain terotetion of ny (CLII 

tc,duatnal ptOpthe uthircmpcUton, for which purpose(we)
 authons me (us) 

beforeanaotho,ities
 orof afford jnrjs4jction.sposidly silos 



administrativo. contencioso4min istntivo y infidel, as’ como led 

tn bunnies de arbiTranderns, en todo lo con(crniente a let siguientes 

asulitos: a) Obtencion de ratentes the invenciall, mode]os he utilidad, y 

disofios industilaics; ci registro do marcas Jr fabrics, cotectivas, 

dcfcnsivas, he scrvicio Ienias coniercialsn. nombre, comercialee 

onscfias, nombrcs de dominio, varie4ades vegetales y denominacione, de 

origen; so renovaciónn  trasaso, cambio de nombre 0 donhic ii io, 

ecatactothlonmende ’ SI ctteco em Lenses tsn 45 5505 4erethjs; 

to Lis societies de competeilcia desleal, protetción del consumidor, 

oposicionos u obscrvacioncs, cancclacidn admin istrativa y j tid [cia!, 

ottl dad, medidas catitelares, c(Mcesion de licenciss, IA hni Ia 

protcccidn dc socretos industriales, y11getters] los J11115 civiles, 

penaies, adminisvalivos 0 contellci050_admI nistrativos relacionados con 

estos derechos; acc ion05 y procesos quo promOvamos 0 5e CbS 

from uevan. V para que en tcdos Jos asuntos aruba detenninados, ptsedan 

sustitu i r este mandato, trassigir, conch iar, admiti r 05 heclsos del proceso, 

shin tir, cancolar, recibpr, renui y rnziflcar Jos actos de agentes 

oftcioson,. 

administrative, administrative conteni [Dun and judicial, in  well as’beror 

MbioIion Court, in all matters concerning the following; a) Obtainmer 

net. utility models and industrial desigist; the registration 

trademarks, collective, defensive and service mags, slogans, committee 

names, tadc emblems, domain names, vegetal varieties an 

denominations of origin; its renewal, sssignment change of namc 

domicile, voluntary cancellation; and the registration of licensca of use 

Jos hove risJ’te. b) Aot;ors ot softly oo pSth, p octon to 

consumer, oppositions or obsarvationse admithistativc or CQIJ: 

cancellation, nullity, infringement granting or iccnsev the action heron 

mandamus, the protection of trade secrets, and in general the civil, penn 

and him inis-trative was relating to those righrs actions end sail 

institutcd by me (115) or against me (Ill). And bar iJ9 all the above niattcr 

rliry may substitute this Power of Attorney, compromise. conci late. adm 

the be, of the case, desist. cancel, receive, resign, end ratify acts done 

representatives without a power or attornev. 

aa y tmmtto hoy/Qivets teal signed then Augest 22,23h-7 

cr1/in on The Netherlands 

portly Dr. P.N.M. KoningsD A.J.H, Felt - r.  

IF Jet 0, 

 

"On

 irma i N. onganon 

heir 

.,., . 
5OD wtsat0 ..ole, 
Of Coton*, e.aI On La eotoc,m, ’c’os o,,a 

18/DIG 2001 k 

\ 
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J1. 

CERTIFICACION NOTARIAL(SOCIEDAO) 

MAKELMR 
El infrascrhe Notado,tenifica; Quo is 5rma que antecede de 

P.N.M.KONINGS & A.J.KPEGT 

Cs aurtrtica uc so slaywasibtstmpea aclIu]meoto e] CarRo 

Ad  podØkados_______  

do Ia compafilaN is Orqanoii 

sociedad quo actualmente existe y esu orgaiiizada do acuerdo a 
]as byes the Paises Bales 

I que To d1rectthn de, diolia core in Cs ____ _____ 
K1oosterst’aat 6, 634 AB Uss, Holanda 

I y quo ci signataric /ieridlfaeultad pan otorgar este documento. 

Tedos loss heebios anteriotes Ic constan per haber txaminado lors 
�umentos respectivos y do todo olin an fe 
foods  fjs,,iado en 

El_______ 30 Ajoflo 2001  

r 40 

&oqIIKL CERTIFICATION (COMPANY) 
BY ’MAKELAAR" 

The mostirsiMW certifies: Tint the preceding signature 

of 
P.N11.lO41N & A4.H. PECT  

ople authentic, that the signatotrentty acin the position of 

Ir,1i 

ofthe company NV. 

a company currently existing and orgataized under the laws of-
----The Nether4& 

that the address is Igatnt 6, BOB PB Bar, 
Tra,  

and that the signatoj haadhe power Bear am this document. 
10 

The abbstai Public is aware and attests to the above facts upon 

examination of the corresponding documents. 

Given and  

On 7  
VIE 

(onvention de La I’ll ’I 
�I)II LI 
� �) )e(I’I II,!I::( I.I:LL’III "L 

I Pals LOS RAISES BAJOS . 
hi presente dccumento p4bljco . . 

2. Ha use firmado for  Bar Pisefl I U 2 D0 
3. Actuando rn ca]jdad de; pk&emccur in rne,*rn an 

nioclelben to Bustim .:. . 
4. V estÆ revestidodelleII are CMEr.z 

B.O.H. Piecerse 
. 

5. En Mistordam 
6. El di 31 Mgusr 
7. C.eflificado nor p 

S. 000eJno: 
9. Se[lado/timbr,jd(, 

iidicia] del Tribunal 

.10 
IC. Firma 

Law . H.H.S. Verhaen 

ais 



APOSTILLE 

(Convention a La Ilayc di. 5 octobre 1961) 

I. 

Counter .......................................................................... 

This public document 

!.

 

has been signed hy ............................................... 

3. actinginthecapacityof ...................................... 

4, bears the seal/stamp of ............................................ 

Certified 

i. at ..... ............. .... 6.the ........................... 

7. 

by ........................................................... 

8. 

No ....................................................................... 

. Seal/stamp 10. signature fl 
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(12) INTERNAIJONAI APPLICATION PUBLIShED UNDER THE PATENT COOPERATION TREATY (Pcfl 

to" 

W&Jd Thiefltrluo]ProperLy Organialion 
in lernaltollaL flute all 

U0) InIDUADionij PiihIicatieIl Number (43) FukrIIaIiollaI PLa6IICabO VA6, PCT 4 January 2007 (0401.2007) WO 20071001888 43 

(51) I Ilterlrntj,] nal PtelII C Iusslflcntlmi: (81) I)esIgnatc States (l?s otIje,0e 0kUed, fo 
4611 6/6 (2(00 I) Bad of atIo,’al poecti atihibk): 

a 

AN AL AM. 
Ar AtJ,AZ, BA, BE, CA, I3R.BW.Bt BICA, CB,( N, 

(21) lmv,.IftopI AppIintIoo Nunibc CO, CR, CU. C?. 
us, 

OK. DM, 07, SC, ME, IN, ES, 11  
PCI,US200,02393 (IS, GD GE, AN, (3M, l�IR, FBI ID, IL, IN, IS, IS KB. 

xc., 

KM. EN. KI KR, EL LA, LC LK,LR LS, In. LI:, 
(22) InIn,natlon,aI t7IIin Date: 1E]... 2006 (16.06200G) LV, LV. MA, MD, MU, ME, MN, MW, MX, MY. NA, NB. 

NJ NO, NI OM PC Ph I. UI. IN, RU RE, RU, &:. SI), 
(25J Filing I nIgunge: F.ogli sh 

EL", 50, 5K, Si. SM, 5% Ii. �J �M, �J N. ’YR. ’Cl:, �l �Z, UA, 

(20) Plablko Linli Lalagllugr Daglish UU. US, UZ, VL V N ZA ’LM, 7W. 

(30) P ,iorlty I) LII: (4) Designated Flu( (um.I oaætw(s Mdica&s f 
(110054&4  9 21 June 2i (2106 -OGM liP kiad of Joaad gaoaeuioaa aol (able): ARH’O(R W. Ct]. 

CM. XII, LS, MW, MZ, NA, SI), SL, SZ, TZ, UG. AM, 
(71) AppIicutI VII oil Jeaga(ajed Stoles exoeja ES. US): N.Y. 7W), Lii 1,111 (AM. A7., BY. KU, 1(7, MD, XC. ’U, CM), 

ORCANON INLRO.]: R]aiai,isuot 6. NT, 53N)AS Oii EOIOPOSO (AT, AL, BCi.C14, Cy c:z. D1., DR, EL  ES, E1, 
INKY Ft CII, CR, HU, ]E, IS, 1l, LI’, LU,] ,V, MC, NL, PL, 

RU, SE, SI, SK. ’LR, OAPI (SI( mJ. CI. CU, C], CM, GA. 
7)) Appikani (W’ SB o,dy): ORGANON USA INC. (IN. CQ, GW, ML, MR. NE, SN. ’It, ’i�G). 

CJLSILN 56 11119,Wl Avetlu ]tose]and. NJ 0701 I 

-_ I’ubLialiad: 
= 

=J72C lefl]Or1 mnd -- thicpaodoaoi aeo:h rope" 

(75) IneioorJAppIIcanI Obr (IS ella): DAVIS, V latorlu, 
JulIe ICA/CAI Rid gcil&d Road, ’loR’li]a. Or.]srto, M4N (S8 On at pebijeallon of the i ntetmatlonu] searelt repnrt 

31 i c,’ . 10 May 2007 

(74) AgelIl: FIESS. SEAR, Aka, Nobel Inc., lute]] actual Ptep. F111.1 11u,"ode irnd ether ohbra aloatorIK 
,fr, 

ao iha "Ga(d. 
any 120 IVI1II0 PJaiaas Road, Suite 301). ’J NA_ 1.1  ’Vain oat Codes ai:d lbb,a riajias" oppeadg a] the beg’a. 
town, NY (059] (US). rg of each gslaar issue of tA, PCI  Gai AM’ . 

(54) nIb: NBW gflC,IMENS FOR CUJCB(liLBD DRUG DJSI.IVURT DEVICE’S P0k CON’L’RACEV]ION 

(57) AbI reel ’rite subjac] invention proa ides lea tii’ rngimou for roa]raccp]ivo nIOISIO ferns. 



WO 21107100Th88 PCT(V.S2t1&LV23383 

I NEW RGLMENS FOR CONTROLLED DRUG DELIVERY DIiVICES FOR 
aBPON 

The present invention telates mainly to the field offen’sle rnpxoductivo medicthe, and 

S in particular to human female contraception. The present invention relates to new 

regimens for administration of controlled drug delivery devices, e.g. to achievo 

I contraception or to "at and/cr prevent other hormone cycle dalmatians indications 

such as dysmenorrhoea, menorrhagia irregalar menstruation, menstrual migraine and 

I premenstrual syndrome (PMS). 

10 

I It is standard practice in the field of oral contraceptive regimes that the definition of 

the cycle duration is linked to a fixed number of days and weeks. These kind of 

I regimens evolved due to the need to mimic the menstrual cycle in the development of 

contraceptives. As aresult thereof; women start a new cycle otcontraception at a 
I 15 fixed dayofa week, eg a Sunday, a Monday etc. Anotherresult thereof is that 

patient packs with identical content and fonn (such as oral contraceptive strips with 
I 21 or 2k piUs) con be pmdeced which in turn ensures ccocmie production me1]ods 

and helps the user to declare habits needed for consistent self-administtion of the 
I tablets for contraception. 

20 
I 

With evolving deramology and new methods oftg delivery, the cycle is no longer 

I 
determined by daily intake of active ingredients but by determinants of the drug 

delivery device or system itself 

25 Controlled drug delivery devices are known in the art. For example, vaginal rings, 

implants, patches, hormonal intra-uterine devices (IUDs), spray devices, etc used for 

achieving contraception are known in the an. For example a vaginal rang is a 

I controlled drug delivery device for a complete cycle. 

30 EP 876 815 discloses the only commercially available vaginal rinz Ijuvaringfi) for 

contraception, which is designed for the simultaneous ilease of a progestogenic 

steroid compound and on estrogen/c skro/d compound, 



WO 2001/00l8 PCT/US10J6IO13387 

Nuvaring comprises II,7 mg etenogesnl (released at a rate of 0.120 xng par 24 

hours), 23 mg ethinyl estradiol (released at a late of 0.015 mg per 24 hours) and 

ethylene vinyl acetate copolymer. 

5 

The current regimen for this vaginal ring is that it is inserted for 21 days and then 

removed for a period of one week (7 days) to permit vaginal bleeding. After the 

week to allow tar vaginal bleeding, a flew ring is inseied into the [btj’&e vagina to 

provide contraception in the most female cyohis or cyclussea. 

It) 

The disadvantage of such a regimen is that it requires a woman to remember many 

moments in time. For each ring used, a woman has to remember to remove the ring 

when 21 days aw over from the day of insertion and than to remember to insert a new 

ring when 7 days are over. These crucial moments that have to be remembered fall 

IS on different dates each time. For example, if a woman removed a ring on Jainiary 1, 

then a new sing has to be inserted on January 8 and removed again on January 29. A 

new ring will then have to he inserted on February, 5 which ring will then have to be 

removed on February 26 etc. etc.. It is clear that it is difficult to keep track of these 

dates. As a result thereof some women forget to insert and/or remove their ring in a 

20 timely fashion resulting in unwanted preiancies. 

Even though deces are available to help women remember to start and remove their 

contraceptive (see e.g. El’ 1257244), it would be desirable to have a ren1en which 

maintains contraceptive effect and which also rewinds a woman automatically of the 

25 crucial dates, thereby avoiding the risk of a woman forgetting to remove a ring (or 

other dosage form) or insert a new ring (or other dosage font,) and becoming 

pregnant - 

The subject invention now provides fi,r now regimens for the adrtthisttslion of 

10 contraceptive dosage forms (and for the administration of dosage forms to treat cad/or 

Decried other cycle-dependent indications), resulting in improved compliance while 
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maintaining contraceptive efficacy. This improved compliance is enabled by the 

functional combination of at least two dosage founs aa defined herein during at least 

two cycles as defined herein. Compliance is enabled with the administration of at 

least the second dosage form. Without any at least second dosage form one would 

not have to look at compliance. Therefore to obtain the effect of improved 

compliance, the functional combination of at least two dosage forms is a preruisite. 

The new regimens of the present invention fiirier result in that women will have only 

12 periods a year as opposed to thirteen in standard 21/7 regimens. 

10 

Controlled drug delivery devices do not impose the constraints to provide for a cycle 

of fixed duration. The present invention now exploits this new facility by providing 

regimens which are not constrained by identical cycles of fixed duration but enable 

flexible cycle duration. The subject invention has the important advantage to help 

IS user habit acquisition, because start and removal of  dosage your used in the 

resmen of the subject invention is enabled on fixed numerical days of the month. 

Thus, the invention provides for a contraceptive regime with cycles ofliormone 

administmtion for defined cycle durations, such that ffie cycle durations vary in order 

to correspond with the number of days of the calendar month in which the cycle is 

20 starting. 

Both "uonth" and "calendar month" as used herein means any month, i.e. January, 

February, March, April, May, June, July, Aujst September, October, November, or 

December 

25 

A "rnmScal date" ns used herein is any existent and ofa month. For example, 

Jamiaiyhas 31 numerical dates. January I, January 2, January 3 etc. etc. February 

has 28 or 29 numen�oaj dates, March has 31 numerical dates April has 3Onumerical 

dates, etc. 

30 
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Cycle" as used in the subjeet invention is the duration ofthe number of rho days of 

the month in which the cycle is started. During a cycle there is a hormone taking 

phase (or period or interval) and a hormone flee phase (or period or interval), For 

example, a cycle which is started in January is 31 days; a cycle winch is started in 

5 Vebmary is28 or 29 days depending on ui2ether it is a leap year or not; a cycle which 

is started in March is 31 days: a cycle which is started in April is 30 days, are, etc, In 

addition, a cycle of are subject invention is apartial circle of events wherein the 

hormone levels in a woman increase and decrease due to the use of the dosage form. 

In order to complete the circle of events wherein hormone levels increase, decrease, 

10 increase again and decrease again, a woman must complete at least two cycles of the 

dosage form. 

"Starting" as used herein means applying or inserting or any other form of 

contraceptive or pharmaceutical administration. For example patches are applied aid 

15 rings are inserted. 

20 

"Removing’ as used herein means removing or tearing or any other form of removal 

of a contraceptive or phainiaceutical dosage form. For sxample.a vaginal ring is 

removed and a patch is torn. 

A dosage from as ’ised herein means a controlled release drug delivery device such as 

a vaginal ring or a patch. 

A patch (a trmisdermal system) as used herein can he any (contraceptive) patch of any 

25 type, e.g. amaftix type, a reservoir type, a patch with multiple layers or a parent in 

which the drug is present in the adhesive as long as the patch that is used has 

sufficient active inedient(a) br at least one cycle of contraception. 

The only commercially available contraceptive patch currently on the market is 

30 vrafi. The F% rat patch however contains active ingredients sufficient for only one 

week of contraception, i.e. not for an entire cycle as defined herein. 

4 
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A vaginal ring as used herein can be any (contraceptive) vaginal ring such as 

Novinligg or vaginal rings such as described in WO 20041103336, 

FCT/EF05/051 189, US 4,292,965, WO 97/02015, BP887074. 

5 

A dosage farm ustæt in the subject invention may comprise an estrogen, a 

progestogen or combinations thereof. It may optionally also content other active 

ingredients such as anti-microbials, folio acid, vitamins etc. 

10 Progestogen as used herein can be any suitable progestogenn such as desogestrel, 

etonogestrel, levonorgestrel, norgesLimate, norelgestromin, gestodene, nomegestrol 

acetate dicnagesI dmspirenone, or any other steroidal ornee-sternidal oonipoul2d 

with progestogenic acthity, 

IS The estrogenic compound as used herein can be any suitable estrogen (or salt thereof 

or ester thereof), such as estradiol, estriol, mestranol and ethinyl-esadiol or any 

other steroidal or men steroidal estrogen swith estrogenic activity. 

in a specific embodiment Of the subject invention, the progestogen is etonogestrel. in 

20 another embodiment, the progestcgea is nomegestrol acetate. 

In one embodiment of the subject htventioia the estrogen is ethinyl estradiol. at 

another embodiment, the estrogen is estradiol or an ester thereof or a salt thereof, 

such as estradiol heioi-hydrate. 

25 

In a specific embodiment, the progestogen is etonogestrel and the estrogen is etbinyl 

estradiol or a salt thereof or all eater thereof, 

In another specific eznbodthwnt, the progestogen is nomegestrol acetate and the 

30 estrogen is estradiol or a salt thereof or an ester thereof. 
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In a specific embodiment the progestogen is etonogestrel and the estrogen is 

estradiol or a salt thereof or an ester thereof. 

In another specific embodiment, the progestogen is nomegestrol acetate and the 

5 estrogen is ethinyl estradiol. 

As used herein, both ’non-hormonal phase’ and ’hormone -free phase’ is a phase (or 

period or interval) during a cycle in which no hormones are administered. 

IC As used herein, ’hormonal phase’ is aphase (or period or interval) during a cycle in 

Which hormones are administered. 

A vaginal ring used in the subject invention may comprise one or more 

compartments. Each onmpailment may comprise one or more layers. Such vaginal 

15 ring can be made ofsnymntniai suitable to make such dosage Louis. For example, a 

polymer that cmi be used in practicing the invention may in principle be any 

thermoplastic pol>mer or elastomer material suitable for phaxmaceutieal use, such as 

low density polyethylene, ethylene-vinylacetate copolymers, polysiloxaiie, 

polyqjrethane, polyacrylate and styrene-butaEiene-styrene copolymers. In a specific 

20 embodiment, ethylene-vinylacetate copolymer (poly-EVA) is used which is 

commercially available under e.g the trade llames: Elvax, Bvatane, Lupolen, 

lvrovriton, Ujtrathene, Ateva and Vestypar. 

Thus, improved compliance is enabled by using a method of human female 

25 contraception wherein a dosage form is started on numerical data ’IrF’ of any month 

and removed on numerical date ’ii’ of the following month wherein ’n’ is the 

numerical date of a month from 1-25 independent of which month and wherein the 

method is repeatedly carried out for at least two cycles. When using this method, the 

non-hormonal phase is a period of no longer than 4 days. 

30 
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This improved compliance is also enabled by using a method of human female 

contraception wherein a dosage foun is started on numerical date ’m+4’ of any month 

and removed on numerical date ’m’ of the following month wherein ’of is the 

numerical date of a month from 1-24 independent of which month and wherein the 

5 method is repeatedly carried out for at least two cycles. Men using this method, the 

non-hosnonal phase is a period of no longer than 5 days. 

This improved compliance is father enabled by using a method of human female 

contraception wherein a dosage form is started on numerical, date y+5’ of any month 

10 and removed On numerical date y’ of the following month wherein ’y’ is the 

numcjicl date of a month from 1-23 independent of which month and wherein the 

method is repeatedly carried out for at least two cycles. When using this method, the 

non hormonal phase is a period nine longer tixapi 6 days. 

IS This improved compliance is additionally enabled by using a method of female 

human contraception wherein a dosage form is started on numerical date z*6’ of any 

month and removed on numerical date z’ of the following month wherein ’z’ is the 

nwnerical dale of a month from 1 -fl independent of which month and wherein the 

method is repeatedly carried out for at least two cycles. When using this method, the 

20 non-hormonal phase is a period of no longer than 7 days. 

The method of the subject invention can be used for any number of cycles starting 

with at least two cycles, i.e, for two, three, foui-, five, sric, etc. cycles. In a specific 

embodiment, the method is used for at least three cycles, 

25 

In the methods of contraceptive of the subject invention, the hormonal phase between 

months is not constant. The non hormonal phase on the other liaxid is constant 

between calendar months. In spite thereof, in all embodiments envisaged by the 

subject invention, ovarian suppression (necessary to achieve contraception) is 

30 maintained and in certin cases even improved. 

7 
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Compliance is thus enabled by the fact that a woman can choose a particular 

numerical date of the month which she finds an easy number to remember. Christina 

day, the dosage form will always be removed. Contraceptive efficacy is maintained 

during the period of contraception independent of the fact that the hormonal phase is 
5 not aenstant between months, whereas this, non-hormonat phase is constant between 

months. 

Thus, for example in an (n, n-l-3) regimen, a woman can choose ’ii’ to be any 

numerical date between 1-25, independent of which month. 

10 

For exenip1e, the ürt of the month is niosdy en easy rmnther to remember. In chat 
example in a (n, n+3) regimen, a woman chooses ’a’ to be I, i.e. the first of the 
month. Than  the dosage form is inserted (started) each 4th day of the month (n3 
numerical date ofthemonth). For example, transit’offanuary, the 415 ofBebruary, the 

is ph of March etc. etc. The dosage fomi is then removed on each first day of the 

month, for exsniple, the a f jwrsusil the j of February, the I c ofMarcb etc. tic. 

The woman now Urns only has to remember the same two numerical dates each 

month, namely the le and the 4–11 independent ofthe month. Although not limiting the 

subject invention thereto, assuming that the dosage form at started on the fourth day 
20 of the month at the same time as it has been removed on the first day of the month, 

the doralion of the honoonal phase is; 

- 25 days in February 

- 26 days in February of a leap year 

- 27 days in April, June, September November 

25 
- 28 days in January, March, May, July, August, October, December 

Within the same assumption the duration of the hormone flee phase is constant and 

Issas 3 days. Tithe time of the day ofinseition (start) is not die same thne of late day 
of removal then the hormone has phase can be longer up to a maximum of 4 days 
when e.g. the woman rmloves the dosage form at 00.01 hours on the first of the 

30 month and inserts (starts) a new dosage form at 23.59 hours on the fourth day, of the 

9 
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month. Thus, in the subject example (II, n+3) regimen, the hormone free interval is 

between -4 da> but not longer then4 days. 

For example, when looking at a complete (non-leap) year starting in January and 

assuming that the dosage foam is inserted on the fourth day of each month at the same 

time as it has been removed on the first day of the following month, then this (1, n+3) 

regimen each month has a hormone five periodof 3 days and hormone administration 

days as Follows: 

Jan FebrMar Apr May June July Aug Sept Out f Nov Dec 

[–125 28 27 28 27 28 2g 27 28 27 28 

10 The concept is similar for the (to, ln+4), IF p5) and be, z+6) regimens. In a (rn 

tn44) regimen, the Forecasts bookphase is at least 4 days but no longer than 5 days, in 

a (y, y+5) regimen, the hormone free phase is at least 5 days but no longer than 6 days 

and in a (z. z+6 regimen, the hormone Eventuateis at least 6 days but no longer than 

7 days. 

A regimen of the subject invention has at least two advantages: First of all, 

compliance is enabled because it is much easier to remember, for a woman using a 

particular dosage form, that on a particular day of any month she has to remove (stop) 

the dosage form and 3, 4, 5 or 6 days later (depending on the regimen she chooses), 

20 resulting also in a fixed numerical date starry month, she has to insert (start) a dosage 

form. Secondly, a regimen of the subject invention also maintaina or improves the 

suppression of Fibular development due to the longer in-situ period of the dosage 

form and the shorter hormone-free penod; in other words, a regimen of the subject 

invention maintains min certain oases even improves ovarian suppression. 

The subject invention also envisages a contraceptive kit for human female 

contraception which comprises at least two dosage forms, each dosage form to be 

used in one of two sequential cycles, and each dosage form to be started on numerical 
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date n4-3’ of  month and removed on nutnerical date ’n’ of me following month 

wherein ’ii’ is a numerical date of a month from 1-25. 

The subject invention also envisages a contraceptive kit for human female 

5 contraception which comprises at least two dosage forms, oath dosage form to be 

used in one of two sequential cycles, and each dosage form to be started on Ilumerica] 

data ’m+4’ of   month and removed on numerical date arm of Is following month 

wherein ’m’ is anumarical date of   month from 1-24. 

10 The subject invention further involves a contraceptive kit for bt,rnan female 

contraception which comprises at least two dosage fonus, each dosage form to be 

� used in one of two sequential cycles, and each dosage form to be started on numerical 

date ’y+S’ of   ’month and removed on numerical date ’y’ of the following month, 

wherein y’ is a numerical data of  month from 1-23. 

15 

The subject invention additionally provides a contraceptive kit for human female 

contraception which comprises at least two dosage forms, each dosage form to be 

used in otto oftwo sequential cycles, and each dosage form to be started on numerical 

date ’z-*-6 ofa month and removed on numerical date a’ of me following month, 

20 wherein z’ is anurnarical date ofa mouth from 1-22, 

A contraceptive kit of rise subject invention can be provided for any number of 

months starting with a kit for at least two cycles, i.e., a kit for two, three, four, five, 

six, etc. cycles. If the kit is for example for three months, than of course each dosage 

25 form is to be used in one ofthree sequential cycles; ifthe kit is for example for four 

months, then each dosage form is to be used in one of four cycles, etc. 

The subject invention nisc provides a reminder system for a dosage regimen 

comprising choosing one particular numerical date ofnmonth from 1-25, 

30 independent of the rnonth, as the numerical date on which a dosage Loin is always 

removed and awan starting a new dosage form Cute days later-

ID 
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The subject invention ftwther en4sages a reminder system for a dosage regimen 

comprising choosing one particular numerical date ofarnonth from 1-24, 

independent of the month, as the numerical date on which a dosage form is always 

5 removed and always starting a new dosage form four days later. 

The subject invention additionally involves a reminder system for a dosage regimen 

consuming choosing one particular numerical date of   month from 1-23, 

independent of the month, as the numerical date on shreds dosage form is always 

tO removed and always starting a new dosage form five days later. 

� The subject invention also provides a reminder system for a dosage regimen 

comprising choosing one particular numencal date Of  month from 1-22, 

independent of the month, as the numerical dale on which a dosage form is always 
15 removed and always starting a new dosage form six days later. 

The subject invention also encompasses a contraceptive regimen for a dosage form of 
the subject invention whereirthomeless are administered for a defined duration, 

chancterjzed in that the cycle durations vary such as to costcspond with the number 

20 ofthe days of the month in which the cycle was started. The defined duration canbe 
any number ofmonths starting with at least two months, 1.0, two, three, four, five, six, 
etc. months. In a specific embodiment, the defined duration is three months. 

The present invention is rather described in the following examples which are not in 

25 any way intended to limit the scope of the invention as claimed. 

EXAMPLE 1- pharmaeodyi.an’ic trial: a, n+3 wherein i 1 

An soon label randomized, comparative pharmacodynsanjo trial is carried out during 
the months February, Ma’vh and April with a commercially available contraceptive 

30 vaginal ring(’fuvanngfi) in amonthlyregional of the subject invention wherein the 
ring is inserted on each 4th of the month (nH-3) and then removed on die first (n) of the 

11 
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following month versus the standard 2117 regimen. This trial is carried out in healthy 

female volunteers to assess the effects of the vaginal ring in this monthly regimen on 

ovarian function (phamiacoduanncs) versus the effects on ovarian function in the 

standard 21/7 regimen, 

Forty (40) healthy premenopausal women between 18 and 40 years of age at the time 

of sci-eening participate in the trial for three treatment cycles. 

The women are divided into two groups trial arm A and trial ann B. Trial arm A uses 

10 the vaginal ’lug following the standard regimen wherein the ring is worn for 21 days 

followed by a? day ring-free period. Trial ann B ties the vaginal ring in a regimen 

of the subject invention wherein the ring is inserted each 0 day of the month and 

removed each first day of the following month. 

15 Three times a week serum estradiol (E2) Progesterone (P), UH and FSH is measured 

md a transvaginal ultrasound scanning is carried out. A physical and gnceological 

examination is carried out at screening and at the end oftreatment and cervical 

cytology is checked at screening, 

20 EXAMPLE 2 

pharinacodynawic trial m, ,,i+4 wherein a,, 

An open -label randomized, comparative pharmacodynamio thaI essentially as 

described above in Example I is carried out in a monthly regimen of the subject 

invention wherein the ring is inserted on eutch 5Lh of doe month (rn+4) and then removed 

25 on the first (m) of me following month versus the standard 21/7 regimen. 

EXAMPLE 3 

pharmacodynamle trial y, y*-5 wherein y = 

An open-label randomized, comparative pharmacodynaunic trial essentially as 

30 described above in Example I is oarried act in a monthly regimen of me subject 

12 
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invention wherein the ring is inserted on each 6th ofthe month (y+5) and then removed 

on the first (y) of the following month versus the stidard 21/7 regimen. 

EXAMVLE 4 

5 pharmacodynamle trial z, z+6 where!’, z 

An open-label randomized, comparative phannacodynamic thai essentially as 

described above in Example I is carried out in a monthly regimen of the subject 

invention wherein the ring is inserted on each 7th of the month (z+6) and then removed 

on the first (a) Of the following month versus the standard 21/7 regimen. 

EXAMPLE 5�exploratory comparative trial 

An open label flowers,randomized, group continuative. multicenter trial with the 

regimens as described in Examples I, 2, 3 and 4 versus the standard 21/7 regimen is 

carried out with the same commercially available vaginal contraceptive ring to 

15 investtate different rnntrthjy regimena Of t,e s’tjeet triventirm in heathy renia a 

volunteers. Contraceptive efficacy, vaginal bleeding characteristics, safety, compliance, 

and acceptability of place different monthly regimes is assessed compared to the 

standard 21/7 regimen, 

20 Five hundred (500) healthy premenopausal women between Th and 40 years of age at 

the time of screening participate in the trial for one year, i.e. for 12 months for the 

regimens of the subject invention or bar 13 treatment cycles for the standard 21/7 

regimen. 

25 The women are divided into five (5) groups: 

Trial non A: standard regimen, 21 days of ring use, followed by a 7 days ring Rea 

period; 

Trial arm B: monthly regimen oldie subject invention wherein the ring is inserted the 

30 4’ ofeanhmonth (n4-3) and removed on the first of the following month (n) (34 days 

ring-free period) 
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Trial one C: monthly regimen of the subject invention wherein the ring is inserted on 

the 56 of each month (m+4) and removed on the I  of the following month (m) (4-5 

days ding-freepeaiod); 

Thai arm D: monthly regimen of de, subject invention wherein the and is inserted on 

the 6th ofeachmouth (y4-5) and removed on the of the following month (y) (5-6 

days ring -free period); 

10 Trial arm F: monthlyregimen ofthe subject invention wherein the sing is inserted on 

the 7" of each month (z+6) endremoved on the Is ofthe following month (z)(6-7 days 

rirr-frce period). 

Assessments are carded out at screening (within one month before starting treatment) 

15 and at 3, (, g and llmoLths or at associatediscnnlinuajion. At the screening visil, 

subjects provide medical and gyiecoJogical history and undergo a physical ESIXI 

gynecological examination, including cervical cylology. The physical and 

gynecological

 

examinations are repeated at the last study visit. In addition, clinical 

safety laboratory tests are performed at screening and at the end of treatment. At all 

20 sandy chains, blood pressure and body weight is mesnred. A transvaginal ultrasound 

for assessment of endomctnal thickness is performed at screening and repeated alter 

one year. Endosnetrial biopsies ire taken if  double layer endoinetrial thickness is 

10 mmci morn Urinary, pregnancy tests areperformeci by the subjects before the 

start of study treatment, at each study visit and if   pregnancy is suspected during the 

25 trial The occurrence of adverse events and the use of concomitant medication rn-c 

recorded throughout the thai. Vaginal bleeding patterns and compliance are recorded 

on diary cards. 

EXMvIPLE 6 

30 Safety and efficacy trial j, 1+3, wherein ri 

14 
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An opalmabett*5:ani7thndomized, group-comparative, multioenter frial is carTied 

out to investigate contraceptive efficacy, vaginal bleeding characteristics, compliance, 

safety and acceptability with the same vaginal ring as used in Examples I -S in a 

monthly regimen ofthe subject invetton wherein the ring is insthth each 4th (11+3) 

5 of hie month and removed each In (n) of the following month versus the standard 

21/7 regimen. 

Thousand three -hundred and thirty (1330) healthy prernonopausal women Is ctween IS 

and 40 years of age at the rime of screening participate in the trial for one year, i.e. for 

10 12 months in the regimens of fee subject invention or for 13 treatment cycles for the 

standard 21/7 regimen. 

* The women era divided into two (2) groups: 

Trial arm A: 330 women participate in a standard regimen of 21 days of ring use, 

15 followed by a 7 days oftiog-fie (i.e. hormone-free) period; 

Trial arm B: 1000 women participate in a monthly regimen of the subject invention 

wherein the ring is inserted on the 4th of each month (n+3) and removed on the first of 

the following month (n) (3-4 days ring-free period) 

20 

Assessments are carried out at screening (within one month before starting treatment) 

and at 3, 6. 9 and 12 months or at premature discontinuation. At the screening visit, 

subjects provide medico] and gynecological history and undergo a physical and 

gynecological examination, including cervical cytology. The physical and 

25 gynecological examinations and the cervical cytology are repeated at the last study 

visit. In addition, clinical safety laboratory test are performed at screening and at the 

end oftreatmoitt. At all study vvib, blood pressure and body weight are measured. 

Urinary preancy test is performed by the subjects before the start of study 

treatment, at each sandy visit and if a pregnancy is suspected during the trial. The 

30 occurrence of adverse events and the use ofcoaoomitant medication is recorded 
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throughout due trial. Vaginal bleeding patterns and compliance is recorded on diary 

cards. 

The investigated regimen is found to resuU in very high compliance in comparison to 
the standard 2117 regimen. 

EXAMPLE I 

Safety and efficacy trial in, ,i+4 wherciji in I 

An open-label two -arm, randomized, group-comparative, multicenter triaL essentially 
IC as described in Example 6 is carried out to investigate coixtaceptive efficacy, vaginal 

bleeding characteristics, compliance, safety and acceptability with the same vaginal 
ring as used in Examples I -S in a monthly regimen of me subject invention wherein 

Or the ring is inserted each 51s (m*4) of the month and removed the Is (111) of the 

following month versus the standard 21/7 regimen. 

15 

The investigated regimen is found to result in very high compliance in comparison to 
the standard 2117 regimen. 

EXAMPLE S 

20 Safety and efficacy trial to, y+S wherein 31 = 

An Open label two-ann, randomized, woup-comparative, multicenter trial essentially 

as described in Example 6 is cathed out to investigate contnceptive efficacy, vaginal 
bleeding characteristics, compliance, safety and acceptability, with the same vaginal 

ring as used In Examples 15 in a monthly regimen of the subject invention wherein 
25 the ring is inserted each 6th (v4-5) of the month and removed on the I" (y) of the 

following month vus the standard 21/7 regimen. 

30 

The investigated regimen is found to result in very high compliance in comparison to 
the standard 21)7 regimen. 

EXAMPLE 9 

16 
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Safety and efficacy trial z, z-*-6 wherein z 

An open-label two-arm randomized, o"p-nomparetive, niulticenter tijal essentially 

as desedbed in Example 6 is carried out to investigate contraceptive efficacy, vaginal 

bleeding characteristics, compliance, safety and acceptibility with the Caine vaginal 

ring as used in Examples 1-5 in a monthly regimen of the subject invention wherein 

the ring is inserted each 7th (z+6) of the month and removed on the I" (4 of the 

following month versus the standard 21/7 regimen. 

The investigated regimen is found to result in vely high compliance in comparison to 

the standard 2117 regimen. 

S 

Li 
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CLAIMS 

1. A method of human female contraception which comprises flarting a dosage 

5 fom’ on numerical dale ’n+3 of a month arid removing the dosage fonn on 

numerical date W of the following month, wherein id is a numerical date of 

a month from 1-25 and wherein the method is mpeatediy carried out for at 

least two cycles. 

10 2. A method of honest female contraception which comprises starting a dosage 

form on numerical date m+4’ of  month and removing the dosage form on 

numerical date ’m’ offtie follong month, wherein rn’ is a numerical date 

is  of  mendacious 1-24 and wherein the method is repeatedly carried out for at 

least two cycles. 

’5 

3. A method ofhurnati female contraception which comprises stailing a dosage 

form on numerical date y+5’ of   month and removing the dosage form on 

numerical date y’ of me following month, wherein ’y’ is a numerical date of 

a month from 1-23 and wherein the method is repeatedly carried out for at 

20 least two cycles. 

4. A method of hander female contraception which comprises starting a dosage 

form on numerical date ’z+6’ of a month and remong the dosage form on 

numerical date ’z of me following month wherein ’z’ is a numerical date of   

25 month from 1-22 and wherein the method is repeatedly oaried out for at !east 

two oyoles. 

A method according to claims 1-4 wherein the dosage fonn is a vaginal ring, 

30 6. A method according to claims 1-4 wherein starting is vaginally administering. 

18 
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A method according to claims 1-4 wherein the dosage form is apatch. 

A method according to claims 1-4 wherein the dosage form comprises On 
estrogen and a progestogen, 

9. A method of claims wherein the progestogen is etonogestrel and the estrogen 
is estradjol or a salt thereof or or ester thereof or the estrogen is ethinyl 
estradiol, 

10 10. A method of claim S wherein the progestogen is nomegestrol acetate and the 
estrogen is estcadiol or a salt tlicroofor an ester thereof or the estrogen is 
ethinyl estradiol. 

11. A method according to claims wherein the dosage form is made of a 
IS thermoplastic material. 

12. A method according to claims 5 wherein the dosage form comprises one Or 
more compartments. 

20 13 A method according to claim 12 wherein cool’ compartment comprises one or 
more layers. 

14. A contraceptive kit for human female contraception whith comprises at least 
� two dosage foams, each dosage foam to be oed in one of two sequential 

25 cycles and each dosage form to be stated on numerical date ’ii+3’ of   month 
and removed on numerical date ’n’ of the following month wherein ’n’ is a 

numerical date of  month from 1-25. 

15, A contraceptive kit for human female contraception which comprises at least 
30 two dosage foams, each dosage form to be used in one of two sequential 

cycles and each dosage form to be started on numerical date ’m+4’ of a month 

19 
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and removed on numerical date ’m’ of the following month whers ’m’ is a 

EweyIoa% date of amontb from 1-24. 

16. A contraceptive kit for human female contraception which comprises at least 

5 two dosage forms, each dosage fonn to be used in one of two sequential 

cycles and each dosage form to be started on numerical date ’yfS’ of  month 

and removed on numerical date y’ of the following month, wherein ’y’ is a 

numerical date ofamoath from 1-23, 

10 17, A contraceptive kit for human feinale contraception which comprises at least 

two dosage forms, each dosage form to be used in one of two sequential 

cycles and each dosage form to be started on numerical date ’z+6’ of a month 
* and removed on numerical date ’a’ of the lblIong month, wherein ’z’ is a 

numerical date of a month from 1-22. 

Is 

20 

IS. A contraceptive kit according to claims 14-17 which comprises than dosage 

forms. 

19. A kit according to claims 14 18wherein the dosage form is a vaginal ring. 

20. A kit according to claims 14-17 wherein starting is vaginally administering. 

21. A Ut according to claims 14-I6 wherein the dosage form is a patch. 

25 22. A kit according to claims 14-I? ’therein the dosage Loin comprises an 

estrogen and a progestogen. 

23. A kit of claim 22 wherein the progestogen is etonogestrel and the estrogen is 

estradiol or a salt thereof or an ester thereof or the estrogen is ethinyl 

30 estradiol. 

20 
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l, A kit of claim 22wherein the progestogen is nomegestrol acetate and the 

estrogen is estradiol or a salt thereof or an ester thereofor the estrogen is 

ethinyl estradiol. 

5 25. A kit according to claims 19 wherein the dosage form is made of  

thennoplastic material. 

10 

26. A kit according to claims 19 wherein the dosage form comprises one or more 

compartments. 

27. A kit according to claim 26 wherein each compartment comprises one or more 

layers, 

28. A reminder system for a dosage regimen comprising choosing one particular 

15 numerical date of   month from 1-25, independent of the mouth, as the 

numerical date on which a dosage form is always removed aS starting anew 

dosage form three days Inter. 

29. A reminder system for a dosage regimen comprising choosing one particular 

20 numerical date of a month from 1-24, independent of the month, as the 

numerical date on which a dosage form is always removed and starting a new 

dosage form four days later. 

30. K reminder system for a dosage regimen comprising choosing one particular 

25 nuniencal date of  month from 1-23, independent of the month, as the 

numerical date on which a dosage form is always removed and staffing a new 

dosage form five days later. 

31, A reminder system for a dosage regimen comprising choosing one particular 

30 numerical date of a month from I 22, independent of the month, as the 

21 
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�thitherical date ad which a dosage form is always removed and starting a flew 

dosage form six days later. 

32. A reminder system according to claims 28-3I wherein the dosage form is a 

5 vaginal flag. 

33. A reminder system according to claims 2S-31 wherein starting is vaginally 

administering. 

10 34. A reminde’- system according to claims 28-31 wherein the dosage form is a 

patch. 

* 3 . A contraceptive regimen wherein hormones are administered for a defined 

duration, characterized in that cycle duration varies such as to correspond with 

IS the number of the days of the month in which the cycle is started. 

36. A contraceptive regimen according to claim 35 wherein a defined duration is 

at least tiffee months. 

22 
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NUEVOS REGiMENES PARA DISPOSITIVOS DE SUMINISTRO CONTROLADO 

DE DROGA PARA CCNTRACEPCION 

La presents invencion se relaciona principalmente con of Campo de Ia medicina 

5 reproductive temenina, y an particular con Is contracepcion femenina humans. La 

presents invencion as relaciona con nuevos regimenes pars Is administraciOn de 

dispositivos de suminjstro controlado do droga, per ejemplo, pare lograr Is 

contracepcion 0 para tratar y/o evtar ctras indicaciones dependientes del ciclo 

hormonal tal como Is dismenorrea Is menorragia, Is menstruacion irregular, to 

Ib 10 migraine menstrual y of sindrome premenstrual (PMS). 

Es una practice estØndar an S campo do los rogimenes contraceptives orales qua 

Is definicjon de Is dura6ion del ciclo este ligado a un n6merofijo de dias 

semanas. Este class de regimenes evaluciono debido a Is necesidad do semejar 

15 of ciclo menstrual on of desarrollo de los contracoptivos. Coma resultado do esto 

las mujeres inician un nuovo ciclo de contracepcion an un dia fijo de una semana, 

per ejemplo, un domingo, on lunes, etc. Otro resultado de esto as qua as pueden 

40 producir paquetos pare at paciente con contenido y forma idenucos (tad come tiras 

contraceptives orales con 21 0 28 plldoras) quo he an vez aseuran metodo de 

20 produccion econOmca y ayuda at usuaric a adquirir habitos necesarios pars Is 

auto administraciOn consistente de las tabletas pare contracepciôn. 

Con Is tecnoPogia evolucionando y los nuevos metodos de suministro de droga, of 

ciclo ya noes determinado per Is tome diana de los ingredientes activos 9mb per 

25 los determinantes del dispositivo de suministro de droga del sistema mismo. 
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Los d%sposikivos de summITo controado do droga son conocidos an Ia t6onks. 

Por ejemplo, los anillos vaginales, los implantes, los perches, los dispositivos 

hornionales intrauterinos (DIU), los dispositivos de pulverizado, etc. utilizados para 

lograr Is contracopcion son conocidos an Is tØcnlca, For ejemplo un anillo vaginal 

5 as un dispositivo de suministra controlado de droga pore un ciclo completo. 

La EP 876 815 describe solamente el anillo vaginal comercialmento disponible 

(Nuvaringfi) para Is contraception quo esta disenado pars Is liberaciOn simultanea 

de un compuesto asteroids progestogenico y do un compuesto asteroids 

S
 

10 estrogenico. 

El Nuvaring comprende 11.7 mg do etonogestrel (liborado a una taza de 0.120 mg 

durante 24 horns) 2,7 mg de etinil ostradiol (libera una laze de 0.15 mg por 24 

hares) y un copalimero de etileno vinil acetate. 

15 

El regimen habitual pare este anillo vaginal as quo ease as inserte durante 21 dies 

y luogo as rernueva durante un periodo de una semana (7 dies) para permftir el 

40 sangrada vaginal. Despues do Is semana para permitir el sangrada vaginal, Se 

nser%a Un nuevo ano an Is vagina iernamna paTe sumnstrar con%racepton en at 

20 siguiente ciclo a ciclos femeninos. 

La desventaja de tal regimen as qua Øste requiere qua Is mujer recuerde muchos 

momentos an el tiempa. Para code anillo utilizado, una mujer tiene qua recorder 

remover el anillo cuando so terminan los 21 Was desde el We de Is insercion 

25 lue9a recorder inserlar el nuovo anillo cuando Se terminan Ins 7 dies. Estas 

mamentos cruciales tiene quo sor recordados los cuabes teen an diferentes feches 

cada ye?. Por ojempbo, si una mujer removiO un anillo an Enero 1 entonces er 
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nuevo anillo tione qua ser insorlado an Enero B y removido de nuevo en Enero 29. 

Un nuevo anillo tendra qua entoncos quo sor insorlado on Febrera 5 cuyo snub 

tenors entances quo sor remavido an Febrero 26 etc. etc. Es clam quo as dificil 

mantener Is pista de estas fechas. Coma resultado de esto algunas mujeres 

5 olvidan insertar ym remover su anillo an forma exacts dando coma resultado 

embarazos no dosoados. 

Aunque los disposutivos Wan disponubles pare ayudar a recordar a las mujeres el 

iniciar y remover so elemento contraceptivo (vol par ejerrpbo EP 1257244), sera 

18 10 desoable tener un regimen qua mantenga el efocto contraceptive y quo tambien lo 

recuerdo a Is mujer automâticamonte las lechas cruciales, evitando de esta 

manse el riesgo de qua Is mujer olvide remover un anillo (u otra forma do does) o 

Inserter
 
el nuevo anillo (otra forma de dosis) y quedar enibarazada. 

15 0 objeto de Is invoncjon share suministra nuevos regimenes para Is 

administracion do formas de dosis contraceptives (y pairs Is admh,istracion do 

formas de dosis para tragar y/o ovitar otras indicaciones dopendientes del cicbo), 

qua resultan on un cumplimiento mejorado aunque manteniendo Is eficacia 

contraceptive. Este cumplimiento mejorado as posibilitado par Is combinacian 

20 funcional de par Ia menos dos formas de dosis coma as dofinio aqul duranto par Ia 

menos dos ciclos come as dofinio aqul. El cumplimiento Be posibilita con Is 

administraciôn de par Ia menos one segunda laura de dosis. Sin ninguna de par IQ 

menos Is segunda forma de dosis um no tendria qua reviser a! cumplimiento. Par 

to tanto pare obtener el efecto del cumplimiento mejorado, la combinaciOn 

25 luncional de par to menos dos formas de dosis as un prorroquisito. 
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Los nuevos rogimenes de Is presents invencion resullan nada mas an qua Is 

mujer tondra solamonte 12 periodos at ano opuesto a los treco an los regimenes 

estandar 2117. 

5 Los dispositfvos de suministra controlado de droga no imponen Is restricciOn do 

suministrar durante un ciclo do duraciOn Its. La prosente invencidn expiate ahora 

esta nueva facilidad at suministrar roginienes qua no estan constrenidos por ciclos 

identtos de duración lija sino qua posibiila Is  durecon de &clo flexithe. La 

invencion objeto tiene una importante ventaja pars ayudar al usueho adquirir el 

10 babito, on rezon a quo el inlet an Is remocion de la forma de dosis utilizada an at 

regimen de Is invencion objeto so posibilita an dias numericos fijos del mes. As!, Is 

invencion suministre un regimen contraceptivo can ebbs do administraciOn 

hormonal pare duraciones do ciclo definido, de tal forma quo lee duraciones del 

ciclo varian con elfin de corresponder con el numero de dias del mes calonderio 

15 en el cual el ciclo inicia. 

20 

25 

Tanto at mes’ como Was calendarlo’ coma so utilize aqui signmca cualquier flies, 

as decir Enero, Febrero, Matzo, AbriF, Mayo, Jun10, Juko, Agosto, Soptiembre 

Octubre, Noviembre o Diciembre. 

Una "feche numerica como se utifiza aqui as cualquier fecha existen de un met 

Par ejemplo Enero tiene 31 fechas numericas. Enero 1, Enero 2, Enero 3 etc. etc. 

Febrero tiene 29 o 29 feches numelicas; Marzc tiene 31 fechas numØricas Abril 

tiene 30 fechas numericas etc. 

’Ciclo’ coma Se utilize an Is invenciOn objeto as Is duracion del numero do dies del 

mes an el cual el ciclo as inicia. Ourante un ciclo exists una lose de tome de 
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hormone (o periodo 0 inlervalo) yla faso hbre do hormonal (o periodo 0 intervalo). 

Par ejemplo, un dora qua Se nicia an Enero as the 31 dias; un c[clo quo as mica 

an Febrero as de 28 a 29 d(ss dependiendo doses un sno bsiesto, un coo qua 

inicia an Marzo as de 31 dies; un ciclo qua mica an Abril as de 30 dies etc. etc.. 

5 Ademas, un ciclo de la invericift objeto as un coin parcial do ovontos on donde 

los niveles hormonabes una mujer Se increments y disminuyen debido at uso de Is 

forma do dosis. Con el fin de completer el ciclo do eventos an donde los niveles de 

hormona as incrementan disminuyen, Se incrementan de nuevo y disminuyen de 

nuevo, one mujer cable completer par lo menos dos ciclos do is forma de dosis. 

’10 

lnicio coma as utilize aqul significa aplicar 0 inserter 0 cualquber otra forma de 

administracion contraceptive farmaceutica. Par ejempbo, los perches son aphoados 

y los aniline son insertados. 

15 Remocion como $e utilize aqul significa remover a quitar a cualquFer otra forma 

do romocion de una forms do dosis contraceptive 0 farmaceutica. Par ejempbo, un 

anillo vaginal as remueve y un parche as rasgado. 

Una forma de dosis como Se utbliza aqul significa un thspositivo de suministro de 

20 drags do liberaciÆn controlado tal como un anilbo vaginal o un parche. 

Un parche (un sistoma tranedermico) coma se utilize aqul puede ser cualquier 

parche (contraceptivo) de cualquier tbpo, par ejomplo, un lipo matriz, un tipo 

reservorlo, un parche con mÆtiples capas 0 un parche an el cual la drags estØ 

25 presents an el adhesivo an tanto quo el parche quo as utilize done suficientes 

ingredientes activos durante or menos un cicbo do contracepcian. 
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*10 

Solamorite el parche cantraceptivo comercialmonte disponibJe habitualmente an el 

comercio as el Evrafi. El parcho Evrafi contiene sin embargo ingredientes activos 

suficiontos pars solamento una semana de contracepciôn, as door, no pairs at 

ciclo entero coma as definio aqul. 

Un anillo vaginal coma as utilizo aqul puede ser cualquier anillo vaginal 

(contraceptivo) tal como Nuvaringfi 0 anillos vaginales tales coma so doscribieron 

an la WO 2004/103336, PCT/EP051051 189, US 4,292,965! WO 97/02015, 

EP887074. 

Una forma do does Otil on Is invonciOn objeto puede compronder Un estrogono, Un 

progestógeno a combinacianes de sets. TambiØn puede opcionalmonte contener 

otros ingredientes activos tales como antimicrobianos, acido folico, vitaminas etc. 

IS El progestogeno coma as utilize aqul puede ser cualquier progestogeno adecuado 

tal coma desogestrel, elonogestrel, levonorgostrel, norgestimato, norelgestromina, 

gostodeno, nomogostrol acetato, dienogest, drospirenona, a oualquier otro 

40 compuesto asteroids a no asteroids o no asteroids con actividad progestogenica. 

El compuosto estrogenico como as utilize aqut puede ser cualquier estrogeno 

20 adecuado (o sal de Østos a aster do ôstos), tal como estradiol, estriol, mestranol y 

otinil-estradiol 0 cualquier otro estrogeno do asteroids o no osteroide con actividad 

estrÆg en ca. 

En ma modalidad espocifica de Is invencion objeto el progestogeno as 

25 etonogestrel. En otra modalidad, el progestogeno as nomegestrol acetato. 
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0 1 

En una modalidad de la invencon objeto el estrogono as etinil estradiol. En otra 

modalidad, at estrageno as estradiol 0 Un ester de Øslos a one sal do Østos, tal 

come estradiol hemi-hidrato, 

5 En una modalidad ospecifica, el progestrogeno as etonogestrel y el estrogena es 

etinil estradiol a una sal de estos 0 Un ester de estos. 

En otra modalidad especifica, el porgestrogenc as nomegestrol acetate y el 

estrogeno as estradiol 0 one sal de Østos 0 Un ester de estos. 

En one modalidad especifica el progostogeno as etanogestrel y el estr69eno 05 

estradiol 0 one sal do dates 0 on ester de Østot 

En one modalidad especifica el progestogeno as nomegesirol acetate 
y 

el 

15 estrogeno as etinil estradiol. 

Coma Se utilize aqui, tanto la fase no hormonal’ coma la "fase libre de hormone" 

0
 

as Una fase to periodo a intervalo) durante un ciclo an el cual no se administran 

hormones  

20 

Coma Se utilize aqul, fese hormonal’ as Una tase to periodo 0 intervalo) dUrante 

on ciclo an el coal so administran hormonas. 

Un anillo vaginal utilizado an Ia invenciOn objeto puede comprender one 0 mans 

25 compartimientos. Cade compartimiento puede comprende una a mae capes. Tal 

anillo vaginal puede ser hecho de cUalqUier material adecuado para racer tales 

formas de deals. Per ejeniplo, on polimero qua Se puede utilizer en la practice de 
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Is invencian puede an princpio set un polimero termoplastico 0 Ufl material 

olastomero adecuado pore use farmaceutico, tel coma un polietileno de bola 

densdad, copolimeros de otileno- vinil acetate, polisiloxano, poliuretano 

poliacrilato y copolimoros de estireno -butadieno-estirono. En una modalidad 

5 ospecifica, el copolimero de etileno- vinil acotato (poll-EVA) se utilize el cual eats 

comercialmente disponible bajo per ejemplo los nombres comercales: Elvax. 

Evatane, Lupolen, Movriton, Ultratono, Ateva y Vestipar. 

Mi, el cumplimienlo mejorado so posibilita al utilizer un metodo de contracepciOn 

10 10 femenina humans an donde Is forma de deals as inicia an Is fecha numerics n + 

& de cuaquier mes y as remuove an Is fecha numeca n’ del siguiente mes an 

donde ’n" as Is fecha numerics de un mes de 1-25 indepenthente de cual mes yen 

donde el mØtodo as repetidamente llevado acabo durante per lo manes dos ciclos. 

Cuando as utilize este mØtodo, Is fase no hormonal as un periodo de no mÆs de 4 

15 dlas. 

El cumplimiento mejorado tambien as posibilita S utilizer un metodo de 

contracepcion tenenina humane an donde Is forma de deals Se inicia en Is fecha 

numerics ’�m+4" de cuaIquer mes y Be remueve en Is fecha numerics m" del 

20 siguiente mes an donde ’ril as Is fecha nunerica de un mes de 1-24 

indepondiente de cual mes y an deride el mØtodo as repetidamente Ilevado a cabo 

durante per lo nenos dos ciclos. Cuando so utilize Øste mØtodo la lose no 

hormonal as un periodo no mayor de 5 dlas. 

25 Este cuniplimiento mejorado as anemias posibilitado al utilizer un metodo de 

contracepciOn fomenina humane an deride Is forma de dads so inicia an Is fecha 

numerics ’y+5 de cuarquier mes y as remueve en Is fecha numerics y" del 



WO 2007/001888 9 PCTA-1S2006/023383 2 

siguiente mes an donde fly" as Is fecha numerics de un mes do 1-23 independiente 

do cual riBs y an donde el met odo as repetidamente Ilevado a cal durante par lo 

menos doe ciclos. Cuando as utilize ôste mØtodo, Is fase no hormonal as un 

periodo no mayor de S dias, 

5 

Este cumplim[ento mojorado as adicionalrnente posibilitado at utilizer un metodo 

do contracepcion humans temenina an donde Is forma do dosis so inicia an Is 

fecha numerica z+6’ do cualquier mes y as remueve an Is fecha numerica !z! del 

siguiente was an dQnde z’ es a ietha numecca do un roes do 1-22 ndepend%ente 

Jo de cual mes y an donde el metodo as repetidamente Ilevado a cabo durante por Is 

menos dos ciclos. Cuando Be utilize Øste mØtodo, Is face no hormonal as un 

periodo no mayor do I dies. 

El metodo de la invencion objoto puede ser utilizado pare cualquiOr nUmero de 

15 ciclos iniciado can por lo menos dos ciclos, as decir, durante dos ties, cuatro, 

cinco, sois, etc. ciclos. En una modalidad especifica, el metodo as utilize durante al 

menos tres ciclos. 

En los metodo de contracopciOn de Is invencion objoto, Is tase hormonal ante los 

20 metodo no as constante La faso no hormonal de one parte as constants entre 

moses calendario. A pesar de esto, an todas las modalidades provistas por Is 

invencion objeto, Is supresiôn del ovario (nocesaria para Lograr Is contracepcion) 

as mantiene y an ciortos cal sun as mejora. 

25 El cumplimiento ese Si posibilitado por el hecho de qua una mujer puede 

seleccionar una fecha numerics particular del mes an Is qua ella encuontra un 

nUmeo that de recorder. En este dia, Is forma do dosis siempre as removers. La 
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eficacia contraceptive as mantiene durante of periodo do contrsoepción 

indepondiente del hecho de quo Is fase hormonal no sea constante ontre los 

mesas, miontras que Ia faso no hormonal es constante entro Los moses. 

Psi, per ejemplo an un regimen (n, n+3), una mujer puede seleccionar n! pars 

hacer cualquier focha numerics entre 1-25, iridependEente de cual mes. 

For ojomplo, el primero del mes as mayormento un nümoro facil de recorder. En 

ese ejemplo, an un regimen in, n+3) una mujer selecciona n" para haver 1, as 

10 decir 01 primero del mes. Entonces, Is forma de deals so inserta (se inicia) cada 410 

dia del mes (Is fecha numerics n+3’ del mes). Par ejemplo. el 410 de Enero. el 410 

de Febrero, el 4° de  Memo, etc. etc. La forma do deals as Jul removida cada 

primer dla del mes, par ejemplo, el V de Enero, el lm de Febrero, el 1m de  Marzo 

etc. etc. La mujer shore eel solamente tione quo recorder las mismas doe fechas 

IS numericas cada mes a saber el 1 r° y el 41° independientemente del met Aunque 

no limitando Is invenciOn oblate a esto, asumiendo qua Is forma de deals Se inicia 

an le cuarlo dia del mes at mismo tiempo qua esta Be he removido an el primer die 

del mes, Is duraciOn de Is face hormonal: 

20 -25 dies an Febrero 

- 26 dies an Febrero de un she bisiesto 

-27 dIas an Abril, Junio, Septiembro, Noviombro 

-28 dias an Enero, Memo, Maya, Julio, Agosto, Octubre, Diciembro 

25 Con Is misma presuncion, Ia duracion de Is face libre do hormone as constants 

cure 3 dlas. Si el tiempo del die de inserciôn (inicio) noes el mismo memento del 

die de Is remoción entonces  Is fase libre de hormone puede seE mayor bacta un 
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maximo de 4 dias cuando por ejemplo Is miller remueve Is forma de dosis a las 

00.01 hares del primer mes y lo inserta (inicia) una nuova forma do dosis a las 

23.59 holes del cuerto dia del mes. Ash an el regimen del ejemplo objeto in  n+3), 

el intervalo Fibre de hormone esta entre 34 dies pero no mayor de 4 dies. 

5 

Por ejemplo, cuando Se mine on un and completo (no bisiesto) que inicia an Enero 

asumiendo qua Is forma de dosis as inserta on ci cuarto die do cada mes al 

mismo tiempo qua data se he romovido an el primer die del siguiente mes, 

entonces Øste regimen in, n+3) cada voz tiono un periodo libre de hormone de 3 

10 dias y dias de administraciam do hormone como sigue: 

nero FeWero Mizo Abril Mayo Jrnio Julio Agaejo sepliembre Octub’s Noiiemh,s Diciembre 

28 25 28 27 28 27 28 28 27 28 27 28 

El concepto as similar pairs los regimenes (m, mi4), (y y+5) y (z, z+6). En un 

regimen (m. m+4) Is face libre de hormona as por lo menos de 4 dias pero no 

15 mayor do 5 dies, an un regimen (y, y+5) a ieee libre de hormone as de por lo 

menos 5 dias pero no mayor de 6 dias yen un regimen (z, z+6), Is fase libre de 

hormone as de por Ia menos 6 dias pero no mayor de 7 dias. 

Un regimen de Is invenciOn objeto tiene por lo menos dos ventejes: primoro quo 

20 todo Se posibilita un cumpliriliento porque es mucho mÆs fâcil de recordar, para 

una niujer utilizer una forma de dosis particular, qua an una ma particular de 

cualquier mes ella tiene qua remover (detener) Is forma de dosis y 3, 4, 5, 0 6 dias 

mÆs tarde (dependiondo del regimen qua ella escoje), dando como resultado 

tambien mind one feche numØrica fija de cualquier mes, el’a tiene quo insoitar 

25 (iniciar) una forme de dosis. El segundo, un regimen de Is invenciOn objeto 

emblem mentions 0 majors Is supresiOn d& desarrollo folicular debido al periodo in 
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situ mayor de Is forma de dosis y el periodo fibre de hormone mars carto; an otras 

palabras, un regimen do Is invencion objeto mantiene 0 on ciortos Casos sun 

majors Is supresiOn de los 0/arias. 

5 La invencjon objet o tambiØn prey e an kit contraceptivo pare Is cantracepcion 

femeniria humans qua cornprende par Ia menos doe tarmac de dosis, code forma 

do dosis pare so, utillzada en mm do dos ciclos secuencialos, y code farma de 

dosis pars ser iniciada an Is fecha numerics n+3 do un mes y removida on Is 

fecha numerics W del siguiente mes an dondo Wes Is fecha numØrica de un mac 

� 10 do 1-25. 

La invenciOn objeto tanbien prevØ un kit contraceptivo para contracepcion 

fomenina humans qua comprende par Ia menos dos formas de dosis, cada forma 

de dosis pars ser utilizada an una de doe ciclos secuenciales y code forma de 

IS dosis hacer iniciada an Is fecha numerics ’m+4’ de un mes y removida an Is fecha 

numerics "rn’ del siguiente mes an donde m" as Is fecha numØrica de un mes de 

1-24. 

La invencion objeto ademØs involucra un kit contraceptivo pare contracepcion 

20 femenina humane qua comprendo par lo menas dos formas de dosis, cada fauna 

de dosis pars car utilizada an uno de dos ciclos secuenciales, y cada forms de 

dosis pars ser iniciada an Is fecha numerics y+5" de un mes y removida an Is 

fecha numerics ’y" del siguiente mes, an dondo "y" as una fecha numØrica do un 

mes do 1-23. 

25 

La invenci6n objeto suministra adicionalmento un kit contraceptivo pars 

contracepcion femenina humans qua compendia par to menos dos formas de 
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dads, coda forma do dosis para ser utilizada on one de dos ebbs secuenciales, 
y 

coda forma de dosis pare ser jnjciada an Is fecha numerica z+6’ do un mes 

removida an Is fecha numerics 1’ del siguiente mes, on donde !Z! as una fecha 

numØrica do on mes do 1-22. 

5 

Un kit contraceptive do Is invoncion objeto so puede suministrar pare cualquier 

nümero do moses iniciarido con on  kit pare par to moos dos cictos, as decir, on kit 

para doe, ties, cuatro, cinco, said, etc. ebbs. Si of kit os per ejemplo para tree 

mesos eritoncos el curse de cada forma de dosEs as para ser utilizado an uno de 

* 10 tres ciclos secuencialos. Siof kites per elempbo pare cuatro meses, entonces code 

forma de dosis Va ser utibizada an one do cuetro ciclos, etc. 

La invencion objeto tambiØn suministra on sistema de recordatorio Use un 

regimen do dosis quo comprende selecctnar Una fecha numerics particular do un 

Is mes de 1-25, independientemente del mes, como Is fecha numerics an Is coal Is 

forma de dosis as siempre removida y siempre iniciando una nueva fornia de dosis 

tres dias mae tarde. 

La invencion objeto ademØs prevO on sistema de recordatorio pare on regimen de 

20 dads qua comprende seleccioner une fecha numerica particular de une mes de 1-

24! independientemente del mes, coma Is feche numerica an Is cual Is fornia de 

dosis as sbempre removida y sierripre iniciando una nueva forma de dosis cuatro 

dtas mM tarde. 

25 La invencion objeto adicionalmente involucra on sistema de recordatoria pare on 

regimen de dosis quo comprende seleccbonar une feche numØrica particular de un 

mes de 1-23, independientemente del med. come Is fecha numerica an la cual Is 
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forma de dosis as siempre removFda y siempre iniciando one nueva forma de dosis 

cinco dies mØs tarde. 

La invencion objeto tambien suministra un sistoma de recordatorio pare un 

5 regimen de dosis qua comprende seFeccionar una fecha numerics particular de un 

moe de 1-22 indopendientemente del moe, came Is fecha numerics an Is cual Is 

forma de dosEs as siempre removida y siempre iniciando one nueva fame de dosis 

sois dias mas tarde. 

19 10 La invoncion objeto tambión comprende  on regimen contraceptivo pars una forma 

de dosis de a invencion objeto on donde las hormones son administradas durante 

one duracion definida caracterizada porque las duraciones del ciclo varian tel 

come corresponds can el ncmero de los dias del mes an el coal el bible as inicio. 

La duracion delinida probe ser cualquier nUmero de meses iniciando can par lo 

15 manes dos meses, es decir, dos, tres, cuatro, once, seis, etc. moses- En una 

modaIdad especifica, Is duracIon detinIda as de tree meses. 

La presents invencion as describe edemas an los siguientes ejemplos bus no 

pretenden do ninguna manners limitar el alcanco do Is invenciOn comO Se 

20 reivindica 

EJEMPLO 1- Ensayo farmacodinØmico: n, 1+3 an donde n1 

Un ensayo farmacodinaniico comparative aleatorizado de una etiqueta as Ilevada 

25 a cabo durante (Cs meses do Febrero, Memo y Pbru can on anI((O ’/agina( 

contraceptive conercialmente disponiblo (Nuvaring) an un regimen mensual do 

Is invencion objeto an donde el amlo as inserts an cads 4" dia del mos (n+3) 
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Lego as remueve an el primero (n) del siguiente flies versus an regimen ostØndar 

21/7. Este ensayo Be Have a cabc an voluntarios hembras saludables para evaluar 

los e fectos del anillo vaginal an este regimen m ensual an funcion del ovarlo 

(famiacodinamics) versus los efectos sobro Is tuncion del ovariO an el regimen 

5 est6ndar21/7. 

Cuarenta (40) mujeres premenopausicas saludables entre 18 y 40 anos de edad al 

momento de seleccionar participaron an el ensayo durante tree ciclos do 

tratam iento, 

.l0 

Las mujeres son divididas an dos grupos brazo de ensayo A y brazo de ensayo B. 

el brazo de ensayo A utiliza un anillo vaginal siguiendo el regimen estandar an 

condo or anillo as portado durante 21 dies luogo do un periodo libre de anillo de 7 

dies, El brazo de ensayo B utilize el anillo vaginal on un regimen de Is nvenciOn 

15 abjeto an dondo el anillo vaginal as insertado cada 410 dia del mes y romovido 

cads primer da del siguiento moe. 

Ties veces a Is semana el eslxadiol del suem (E2), Is progesterona (p), LII y FSH 

as miden y so Have a cabo una exploracion de ultrasonido transvaginal. Un 

20 examen fisico y ginecologico as llevado a cabo a seleocion y al final del 

tratamiento y Is citologia cervical as rovisada a soleccion. 

EJEMPLO 2 

Ensayo farmacodinÆmlco m, m+4 an donde nn= I 

25 

Un ensayo farmacodinamico comparativo aloatorizado de una etiqueta 

esencialmente como as describio anteriormente an el ejemplo 1 as lave a cabo an 
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un regimen mensual do to invencian obeto an donde el anLIc es insertado cada &° 

dia del mes (m+4) y luego removido el primero (m) del siguiente mes versus el 

regimen estÆndar 21/7. 

5 EJEMPLO3 

Ensayo farmacodinàmico y, y+5 en donde y = I 

Un ensayo farmacodinamico comparativo areatorizado do una etiqueta 

esencialmente como so describio anteriormente an el ejemplo 1 as Ilevada acabo 

IV 10 an un regimen mensual do Is invencion objeto an donde el onillo Se inserta code 

6° dia del mes (y+5) y buego as remueve an el primero (y) del siguiente mes 

versus el regimen cstÆndar 2117. 

EJEMPLO 4 

15 Ensayo farmacodinÆmico z, z+6 on donde z = I 

En un ensayo farmacodinamico comparativo aleatorizado do una etiqueta 

if esencialmonte coma Be describio anteriormente an el ejempbo I so bova a cabo an 

un regimen mensual de Is invenciOn objeto an donde el anillo se inserts code 7’"° 

20 dia del mes (z+8) y as romueve el primero (z) del siguiente ms versus un rØlimen 

estandar 21/7. 

EJEMPLO 5� Ensayo comparativo exploratorio 

25 En un ensayo multicentro comparativo de grupo aleatorizada do cinco brazos de 

etiqueta abei1a Can as cegnienes coma as describeron an Jos eemp(os 1,2,3, 

4 versus el regimen estAndar 21/7 as Have a cabo can los mismos anillos 
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contraceptivos vaginales comercialmente disponiblos pars investigar diferentes 

regimenes mensuales de Is invenciOn objeto an voluntarias henibras saludables. 

La etcacia contraceptive, las caracte(istcas do sangrado vaginal, Is seguridad, el 

cumplinliento, y Is aceptabilidad de Østos diferentes regimenes monsuales as 

5 evalüa comparado con el regimen estØndar 21/7. 

Quinientas (500) mujeres premonopausicas saludables entre 18 y 40 solos do 

edad al momenta de Is seloccion participaron an el ensayo durante no and  Os 

decir, durante 12 mesos pars los regimenes de Is invoncion objeto a durante 13 

10 10 ciclos de tratamiento pare el regimen estÆndar 21/7. 

Las mujeres son divithdas an cinco (5) grupos: 

Brazo de ensayo A: regimen estÆndar, 21 dIas do usa del anillo, seguda par un 

IS periodo libre do anillo de 7 dlas. 

Brazo de ensayo B: regimen mensual de Is Invenci6n objeto an donde el anillo Se 

inserts el 40 de cada mes (nt3) y Se remueve el primero del siguiente mes (n); (3-

4 dias de periodo libro do anillo); 

20 

Brazo de ensayo C: regimen mensual de Is invenciôn objeto an donde el anillo Se 

inserla an el 5(0 de cada mes (m+4) y so remueve el 1° del siguiente mes (m) (4-5 

dias de periodo fibre de anilbo); 

25 Braze de ensayo 0: regimen mensual dole invencion objeto an donde el anillo Se 

inserta an el 610 do cada mes (y+5) y as remueve el 10 del siguiente mes (y) (5-6 

dias do periodo libre de anilbo); 


