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LIO 85.- PIUMERA/ COPJ.A.- ESCRITtJRA NUMERO: VEINT1.CLJAl’RO. 

2 1,SUST1TUC16N PARCIAL 1)E I’ODER: MESSERER, Daginar a favor d 

OLARTE, Carlos Reinaldo y otro dcl Poder otorgado poi- BAYER SCJIJR1N( 

PHARMA AG.- En la Ciudad Autónoma de Buenos Aires, Capital dc la RcpiThiic 

(0 
5 Argentira, ci dia NUEVE (Ic MARZO del aflo DOS MIL SIETE, aute ml Mai:h. 

Qr).�.==; 
H ____________ 

" Silvina Lasarte, Escribana Autorizanie, titular del Registro Notarial numero IM! 

N 7 COMPARECE: Dagmar MESSERER, argentina, nacicla ci 28 de mayo de 1.968 

o hija (Ic Walter Messerer y Elsa. Onelia Rotnanelli, soltera, titular del Documento Na-

U!  
-  

o cional de Identidad Nniero 20.383.892, Clave tiliiica de IdeutiflcaciOn Thbutaria 27-

10 20383892-7, con domicillo especial en la. Avenida Leandro N. Alem 1.134, l’iso 10". 

ti de esta Ciudad (Ic Buenos Aires.- La comparccieiite es mayor de edad.- 1NTERVH-
C)  

12 NE: pot su propio derecho.- Y la comparecleute EXPRESA: PRI.MERO: Quc Ia 

LO 
13 SociedaU "BAYER SC1IERING PIIARMA AG", con domicilio en Mtillerstiassc 

__ 

0 

46 14 178, 13353, Berlin, Alemania, Ic coufirió con fecha 22 (Ic enero (IC 2007 en diclio Im-

to  i Is, Un 1’der, el. cual mediante escritura ni.imero 1.4 de fecha 16 (IC lebrero (IC 2007. 

Uj oiorgada ante la Escribaiia Mariela Vanina Scarda.ccione, a! ibijo 44(prolocok! Cu-

(. S 
11Notarialente 

// 

de cste Registro Notarialintermamenle a su cargo, Inc incpprado y tscri p-

8 to al numo, cuya p1 imeia CO1 a lengo pai a esle ado a eIi !() 

19 nente ti tsciihiie en la p1ese1ite 
- SEGUNDO uk-

20 
A 16.1  rido j)odvr, se encuentra Illenaulente vigente en itPde nhaJci? ievocado, 

I suspendido in I imilado cii ninguna (Ic si? I 61lscdicid, I 

CL QUO en uso de la faultad EN1E el. jodi 

23 menLiolUldo a Favor do Cailos Rein Id0 pE4Ø )/oJp c it, I IS rCK, of 

I solo y utlido objcto (Ic que en noinbie ylepiesel)laoion de h Soucdad "BAYER 

25 SCHLRJNG PIIA.RI\1IA AG", y actuarido..enforina individual, uidisUuta y/n altcriia-
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damente, se presente exciusivamente ante las autoridades de COLOMBIA que co- 2�; 

ITeSpOndan 
y 

realicen los actos enumerados en el citado poder 
y 

con las f’acultades quo 27 

surgen del mismo, ci que transcripto en lo pertinente dice: "FOLIO 44.- PRIMERA 

COPIA.- ESCRITURA NEILMERO: CATORCE.- .....En la Ciu ad Aiitónonia de m 

Buenos Aires, Capital de la RepiThlica Argentina, ci clia DIECISEIS de FEI3RER0 del 

aflo DOS MIL SIETE, ante ml ..., Escribana Autorizante, ..., COMI ARM,: Dagmar a 

MESSERER, argentina, nacida el 28 de mayo de 1.968, hija de Walter Messerer Y 32 

Elsa Onelia Romanelli, soltera, titular del Docurnento Nacional de Identidad N(imero a:’; 

20.383.892, Clave 1iJnia de Jdentificación Tributaria 27-20383892-7, domiciliada  

legalmente on Ia Avenida Leandro N. Alem 1.134, Piso 10°, de esta Ciudad de Buenos a; 

Aires.- La compareciente es mayor de edaci.- INTERVIENE: pot s i propio derecho.- 36 

Y Ia compareciente EXPRESA: Que a los eleclos quo hubiere Iuga, sohcita de ml, la 37 

Autorizante, LA INCORPORAC16N y TRANSCRIPCION en este prolocolo del aa 

PODER qi.ie Ic fuera conferido en Berlin, Alemania, ci 22 dc enero de 2007, por la 

Sociedad "BAYER SCHER1NG PHARMA AG", con ciomicilio en MtillerstuassŁ 178, 40 

13353, Berlin, Alernania, sobre cuya plena vigencia responde la r quirente bajo jul-a- ’ii 

mento.- \T, la Autorizante, hago constar: a) Que ci instrumento ci poder cuya incor  - il 

poración 
y 

transcripción a este protocolo solicita la comparecient 
, se encuentra ex- 43 

tendido on idioma eastellano, certiticadas las firmas por notario en idioma aIiii 

debidamente legalizado on idioma alemui (Sello de ApstiUa de 1,9 .’ 

TTaya del 5 de octubre de 1961) y traducido cii hpL’rlilicIItc iii i.&Ji in 

Inuductora Püblica Laura Thieberger.- hi-..y-iu mIaIecicnIc r 
I. . 

’. i.s(acIo tiene mterØs ICI! II ui ei.ti’ iIUImlicnto.- CUI . . . ii .t� 
. I,.. .�::’-

este ado del ori!!IuwI dcl iii IiuuicI.dc. th icr I ionad ) C 

� 

’tIIicci(bIl iii iclionia imciuiL : 
I�lLs 

i suectiva tm-

ripto dice: "MOE-

KI 
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I LER &. CO. (Sguc aclarac!ii en idioma itigles) - I’ODER Los abao hrmante/s 

2 3AYER SCI-IERING PI1ARM. AG domiciliaclos cii Mii1!erstrasse 178 13353 l3erlIn 

a }- A!cmania declaran por ci presnte otorgar a Dagmar MESSERER poder general am-

, illo y suticiente para recabar cip Ins autorida.des ., sud 
y 

centroawericanas que co- 
( l ) 

STespondan, veion, ci registro 
y 

la renovacion de war-la obtenwon depa1ntes de mnc 
: ) 

6 las y modelos y/o derechos de propiedad intelectual y/o nombrcs de doniinio, a cuyo 
’ �k) 

. 

(i� F 
-’fccto los laculta/n pa .ra ilevar cabo ante diehas autoridades todas Ins gestiones nece- ’’ 

I 2 
On ’arias at oheto indicado, pi-esntar solicitudes, fomiular descripciones, oposiciones, 

(c .) 
it jrotestos, declaraciones, apelaioncs 

y 

reclamos, oblar impuestos, justificar explota-

I it iofls, solicitat testimoutos, acptai transtetencias, i cibii documentos 
y 

valoi cs, per- 2 
y 

liacer cuanto fuere necesario ante las autoi’idades administrativas de cuaiquier 

12 )1dCll. For otra pal-te, les confireii mandato para que en su nornbre 
y 

representación 

13 mcdall iniciar y proseguir cualuierjuicio quo actualmente los que suscriben tengau o 

i’i ii ci futuro tuvieran ., en SudawØrica, CeutroamØrica .., con motivo dc su nombre, 

Pi  naicas do fÆbrica o de ConierciO, patentes do invención y inoclelos y/o de sus deiechos 

lo 
(( 

to IJiopiediad intelectua.1 quo ackialwent.e posean o adquieran en to sucesivo, promover 
11)) 

, 

H uicios do cualquier jurisdicciôn, cr.ftuinaies, correccionales, civiles 0 comerciales,  

’IN ouiia los 1a1siflcadorcs, usiti-padores o imitadores 
y 

contra los tenedores do articuIo  

INuc in tiinjan de 

., 

su nowbre, marca o patentes invención, seguir los JuiciosiriØsi-4  � -iou 

u ott-os cii que tueran part como actores o dcniandados, defenderino.m In 44 
I} r\ 

- - -’v. ’ 

%,J  
 

2 I narcas, patentes 
y 

wodetos y/d de de.rechos do propiedad ii,aI 
y/zoifres, 

22 Ioniinio, liaciendo Ins protestas del caso o diciendo dç uulad. 4je0 pt,. 
) 

Ob 
2 1 ict-itai-se con esciltos, queiellas, pedidos, 

y 

to quo fuere0 

?’l

 

fr’ . ., iu ( ç id ad 
judicial, piesentat testigo, documentos 

y 

dema 
justificaervos, iendipjebas d \) 2L J ’naiqu m 

ier especle, pedir nomhrieiitos 
de perjtos, pcdir 

y absolver posiciones, asistir 
, J 



juicios verbales, declinar y prorrogar de jurisdicción, tachar, 
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, apelar, iransar, 

a arbitraje o mecliación, liacer renuncias, exigir y dar cauiones, 1edii’ eml)ar-

s preventivos, definitivos 0 ininbiciones y su levantamiento, pedir Ia yenta de los 

bienes de los deudores, solicitar y ohte;ner ci cumplimiento de s ntencias, prestal jtI 

ramenlos, decir de nulidad, desistir, percibir, otorgar recibos y n general practicar 

lodos los actos y diligencias que sean precisos at desempeilo de e to mandato. Podræn 

sirnisino substituir ci presente poder en todo o en parte. Dado ’ firmaclo en Berlin 

Sigue fecha en idioma ingles). Bayer Schering Pharma AG (Sithie texto en idioma 

inglØs). ppa. Sigue una firina ilegible. (Aclaraclo) Dr. Noeske-JmgbIut. rpa. Sigue 

firma ilegibie. (Aclarado:) Dr. 1(lose", ES COMA FIEL, doy Ic.- En hoja ad junta 

I;consta la cerlificación notarial de ]as firnias obrantes en el pocIei en idioina aleniÆn, 

:efecttiada el 22 de enero de 2007 por el Escrihano Diniitri Rempei , de Berlin, Alenia-

y a continuación consta Ia respectiva lega!izacióri de la firma y sello del nonibra-

9do Nolario (Sello de Apostilla de la Convención de La I-Iaya cci 5 dc octubre de 
:4) 

196 1),  cii idioma aIemn, efectuada por ci President   del Tribunal Regional dc Berlin, 

lemania.- En hojas adjuntas Sigue La :referida traducción al idioma nacional  la que 

nscripta textualmente, dice: "TDUCC.ION PUBLTCA - (Sore papel con mciii-

)-etc dc "MUELLER y CO" - America Latina - Agentes de In Prpiedad Inlelectual 

hgura tin Poder otorgado por Ia Socledacl "BAYER SCHERING PT lARM01
 

on 

ede en Berlin, Aleniania, redactado en ichoma nacional, luegoct I ’qqparec To 

siguientes textos, que traducidos dicen:) "BAYER SCI-TiRid I)Itf.AMA’G’:* 
- U 

Patentes y licencias - (1 iiniido y AJaido)pti Nskcjg1 

Aclarado:) Dr. Kiose.- La version en hilCs cc para a t .- ]e-

-p 

gistro de Actas N° R 17/2007. -Me lie -iiip?la prohih c ención segt’in 

ci artIcubo 3, pÆi-ralo I, N° 7; de in Ll ife ertipiOnes4 Irita de si ha existi-

2 



I) 
771 

do una inteivenuon pievia en I sentdo de La noinia me fue contestaba poi La negati- 0,6j 

va li Las unas tiu n adas ante 1 po el Di Walter Kiose, que nacio el 26 de diLleinbic 

1e 1952, y de la Dra. Chistiane Noeske-Jtingblut de soltera Noeske, que nació el 26 de 

.i junto de 1957 Ambos de mi personal conocimiento - Ambos con doiniciiio comef-

cial en 13353 Berlin, MQl1erstasse 178 son autØnticas, de 10 que doy fe- Al mismo 
(I A) 

o liempo certifico en base a que uve a la vista on ci dia de hoy has actas del Registro de 

7 Comcrcio del Tribunal de Piiiiera Enstancia dc Charlottenburg, N° de Registro 1JR B 

i 

283, que La Sociedad "Bayer $chering Pharma Aktiengesellschaft", con sede en Ber-
fl) 

liii csta inSulpta con el iiuin90 menLionadlo an iba en ci Regisito dL Conieicto 
y 

que 

I  

:. 

Ia aruiba mencionada Dra. Noske-iuugb1u1 
y 

ci arriba mencionado Dr. Walter Kiose 

cstÆn theultados en su carÆctqr de mandatarios a representar en forma conjunta a la 

2 Socicdad "Bayer Schering Pil3nna Aktiengesellschaft" de Berlin. Berlin, 22 de enero 
i 

(. 
rli de 2007- EL escribano (firma ilegible) 

y  

liquidaciôn de dereehos. (1-Jay Lin sello en 
UO 

ii obica sobre precinto:) Diiriitii Rempcu, Escribano de Berlin.- 91018 B-F.- APOSTI-. 

i ) ( 

is LLA 
- (Convención de La 11iya del 5 de Octubre de 1961) - Pals: Reptiblica Federal 

I c, 
d 

Ic Aleniain i - I ste ins1wmenIo publico Cue Iii mado pot Dimitti Renipen, acttiando en 
.! 

it su cantctcr de escribano de Briln, cstando provisto del sello del escribano.- Certifica- ( 
�

 
fkol  

18 
� 

lo en Bet 1w, ci 24 de eneio dv, 2007, por ci Pi esidcntc del Tribunal Regional de Be- 
A 

’ 

19 
A �I 

Iii, con ci N° 9101 a B-F 536i7 
- Sello (hay un seilo:) ci Presidente del TxibWRc-

A’ 

1() 

A 

t()l)cll de Bet 
un - Firma ci Fiuncionauo autoi l7ado (Lii niado 

y 

aclara’dq1t) i Ioi1tG)I’t 
l) 

L 

. - 

I IUcz I’iiiicipctl del liibunal Regional.- ES TRAI)LJ�CION ritce aIL pel,t-

22 

P  

iicfltes Ci) los idiowas aleman ç inglØs del docutnen(cj qiIe 
accj$ Mfue4 

vertid W’ J) ) i ii idiowa 

nacionai, en 
Buenos Aires, 

a 6 de febicio 
de 200 g Ic I ,,, , ’’ 4 AP lily un sclio quo dice "LAURA 

1IIIEBLRGFR � MAFR1CLA DL t1DUCTO- I) . ) �Q,i h) 25 A) RES ALEMAN FRANCES Tomo 11 Folio 254 (Cap.) Tomo iF?A_ 98 - (La Plata) AA) ))) � ’�,) A))) 
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Plata) - COLFGIO I 

DE TRADUCTORES PUBLICOS N° 173".- ES COPIAFIEL doy fe.- A continua-

don hay un sello que dice: "COLEGLO DETfDUCTORE PUBLICOS DE LA 

CIUDAD DE BUENOS AIRES Corresponde a la Legalización ° T1-3278/07. Sigue 

nun firma itegible: Esteban Santiago Aliegreiti".- ES COPIA FIIEL, doy fie.- Al dorso 

cii el margen superior hay tm sello tinibrador ....... A continu 

iOn de Ia firma de Ia nombrada tradtictoi-a, ....... ES COPIA 

sigue Ia legaliza-

doy fe.- En esle 

estado Ia compareciente DICE: que en Ia forum expresada dqjo INCORPORADO y 

TftANSCRIPTO en esle Protocolo ci, Poder que agrego a Ia 

iiii, Ia Escrihana Atitorizante, cx.pida priniera copia dc in 

apoderada Dagmar MESSERER.- Constancias_Notari’: id 

ciente (Articulo 1.002 del COdigo Civil): Sc jtistifica la iiiisnia 

Autorizant.e.- ...- LEO esta escritura a Ia compareciente, quien 

ha de coniormidaci, la firma ante nil, cloy fC.- Dagmar MESS 

nie, solicilando (IC 

pain la nombrada 

ad de in compare-

conociniiento dc la. 

Ia otorga y en prue-

Ante ml: MA -

26 

27 

20 

29 

30 

31 

RIELA VANINA SCARDACCIONE, Escribana. EstÆ nii 
sell
 

 CONC1JERI)A con 
10

 

su escrili.ira matriz que pasO ante nii, al folio 44 del Registro NtariaI nümero 1788, 
i-i 

interinamente a mi cargo.- PARA LA APODERADA expido lal presente PRIME-RA 

COPIA en tres (3) sellos de actuación notarial nunierados corrIativamente desde ci 

’niimero N 007376153 al presente inclusive, que sello y lirmo en In fecha 11, m 

otorgamiento, doy fe.- Siguc una Firma ilegible y un sello 

7e o 
daccione - Escribana - Mat. 4527.".- IS COPIA 1FTQt paites jrtit’e ?Te 1 

.w’ 

escritiira de rel’erencia, doy fe.- CUARTO: Finalmente ,L&mic&ite iifesa: a)] i7_" 

Que el presente otorgamiento no significa .renilnciar al 

tituidas; y h) Que los nombracIosapodeiick iiiIt 

poder en ninguna de sus pares;-Consf 

allei

s 1i!hiIs: kieni 

iaci$jçsiis- 0 

ti presente 9 

ttl i Compare- 0 
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i ciente (ArtIculo 1.002 dcl CóIigo Civil): Sc justifica Ia misnia por conocimiento de 

2 Ia Aulorizantc.-Yo, la Escriban Autorizaiite impongo y advierto a la coinpareciente, a 

tenor de lo dispuesto en ci artlulo 77 inciso h) de la Ley OrgÆnica Notarial Nciinero 

404, respecto de los aleances y o11secuencjas de las ciÆusulas contenidas en la presen-

; Ic escritura y del derecho de eer por si este iustruineito.- LEO esta escritura a la 

(3 COtllpareciente, quien as! la otcrga y en prueba de confi)rmjdad la firma ante ul, cloy 

i Ic.- Dagmar MESSERER. Ante ml: MARIA S1I,VINA LASARTE. Escribana. EstÆ 

wi sdllo. CONCUEluA con At escritura matriz que paso ante ml, a! folio 85 del Re-

i gisiro Notarial niTimero 1788, a mi cargo. PARA. LA PODERDANTE expido la pre-

lo sente P.l.UMERA COPIA en ciatro (4) sellos de actuaciOn notarial numerados corre-

ii laiivamene desde ci nmero N 1007422051 al l.)resdnte inclusive, que sello y firmo en 

i la fecha y lugar de su otorgamiento, cloy íŁ.-

Id 

9 

19 

2() 

.2 I 

23 
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(57) ABSTRACT 

Varying the daily dose the q51Lw,,vu and 

the pgston administered for hormone replacement 

therapy (HRT) is readily and inexpensively accomplished, 

without the necessity of the physician prescribing a new 

product each time the daily close of the estrogen or progesto-

gen is changed, by administering preferably trausdermally 
the estrogen and the progestogen contained in separate 

extrudable pharmaceutical compositions from a dispenser 
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response to a defined digital dispensing manipulation of the 

dispenser thereby facilitating optimal compliance to a com-
bination of tlR’i’ with individually adjusted dosages of the 
estrogen and progestogen. 
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ii 
HORMONE REPLACEMNT THERAPY 

RELATED APPLIQATIONS 

This application is a continuatio of U.S. patent applica-
tion Ser. No. 09/288,225 filed Apr 8, 1999, now U.S. Pat. 
No. 6,083,528 which is a division c   U.S. patent application 
Ser. No. 08/72.1,968 filed Sep. 27, 1996, now U.S. Pat, No. 
5,922,349 having priority from Prc visional Application No. 
60/077,182 filed Sep. 27, 1.996 wt ich was converted from 
U.S. patent application Ser. No. 08/535,402, filed Sep. 28, 
1995, now abandoned of which U.S. patent application Scr. 
No. 08/721,968 is a continuation-ii-part-ontinuation-’ -part.

BACKGROUNDBACKGROUND OF TJ-TEi INVENTION 

This invention relates to a meth o of conducting hormone 
replacement therapy (HRT) and to dispensers and kits 
adapted to practice the method. 

HRT in women during the menopausal and post-
menopausal period of their live, to prevent or at least 
diminish the adverse physiologica effects thereof, such as 
bone loss and resultant structuraleformation, is now con-
ventional therapy, irrespective of 1hether the menopause is 
surgically induced or is the result of the normal aging 
process. HRT usually involves eitt. er the concurrent admin-
istration of both an estrogen aid a progestogen on a 
constant, e.g., daily, basis or cons ant administration of an 
estrogen and intermittent, e.g., on I he 10th to 14th days of a 
28 day cycle, administration of th progestogen, at respec-
tive dosages which often are chaEged during the period of 
HRT, depending on the symptoms urrently being displayed 
by an individual as a result of the Ti cnopausal state, the HRT 
or both. Those doses may be changed infrequently, e.g., 
every six months or longer at the ’ e the individual visits 
her doctor for a routine exarnina ’on, or more often, e.g., 
from month to month or even more frequently, if the 
individual is experiencing undesir ble menstrual symptoms, 
e.g., irregular menses, break thro igh bleeding, which is a 
common consequence of an im alace of estrogens and 
progestogens in a continuous mhinccl IIRT regimin, 
excessive blood flow, severe blee ling pain or cramps or a 
number of other symptoms consist wilt with the dosage of one 
or both of the estrogen and the progestogen being too high 
and thereby creating hormonal side effects, e.g., breast 
tenderness, nausea, edema, mensuual disorders, etc., or too 
low and thereby limiting the effica y of the HRT or creating 
other side effects. Moreover, because menopause involves a 
gradua.l reduction in circulating serum estrogen and 
progestogen levels, it is usually esirable to initiate HRT 
during the pen -menopausal perio at lower dosages of the 
estrogen and/or progestogen and gradually increase the 
dosage thereof as menopause progresses. In addition, a full 
replacement dosage of estrogens inay not be tolerable in a 
postmenopausal woman whose bdy has been adapting to 
estrogen deficiency over a certain period and who may 
experience breast tension, nausea, oedema and other typical 
side-effects when receiving the fall dosage. In these women, 
one may wish to start with a very small dosage and increase 
it only gradually until symptoms hive disappeared or plasma 
levels have reached premenopausal values. Modifying the 
progesterone dosage level also is frequently necessary dur-
ing menopause to deal with menses irregularities. 

Thus, a fixed combination of 4n estrogen dosage and a 
progestogen dosage that is suitable for all menopausal 
women is impossible to design, for a variety of reasons. One 
reason is the wide variation from individual to individual in 

2 
the resorption rate which exists with all modes of adminis-
tration except lntraveflcOUs, which is not practiced in HRT. 
These differences in bioavailability can reach 100% or more, 
For example, the bioavailability of estradiol orally averages 
5% of the oral dose, which means that in an individual it an 
he as low as 3% or as high as 6%. Another reason why a 
fixed combination is not suitable is because of variations in 
body weight and fat mass proportion, which has an endro-
crine function because it contains enzymes to transform 
hormonal precursors into estrogens. A third reason is the 
interaction between estrogens and progcstogens, i.e., 
progestogens may only become effective in the presence of 
estrogens because they stimulate the production of progesto-
gen recepton. 

15 
Consequently, estrogens and progestogcn which are for-

mulated commercially for IIRT typically are sold as com-
bined estrogen/progestogen tablets in more than one dosage 
strengths. However, the physician is still limited as to the 
size of the single dose of the estrogen and the progesterone 

20 
which can be prescribed by those commercially available. 
Moreover, providing an estrogen/progestogen combination 
in tablets of multiple strengths adds to the manufacturing 
cost of producing a combination of a specific estrogen and 
a specific progestogen and increases significantly the inven-

25 
tory required of pharmacies to make any commercially 
available combination available to the patients to whom it is 
prescribed. Therefore, some pharmacies do not stock their 
estrogen/progestogen products in tablet form in all of the 
dosage strengths which are commercially available, which 

0 
can limit the flexibility desired by physicians in a dosage 
protocol for an individual patient, which ideally is custom-
ized in accordance with the symptoms of that patient which 
are currently manifested by is her. 

For the foregoing reasons, there is a need in IIRT for a 
method of administering successive doses of a specific 

-. estrogen and a specific progestogen whereby the dosage of 
either or both can readily he changed by the attending 
physician or even, if desired by the physician, by the patient, 
without the necessity of either the patient physically altering 

40 
the physical form of that daily dosage, e.g., by cutting a 
tablet into segments, or the doctor prescribing a different 
form thereof, e.g., tablets of one or both of the hormones in 
higher or lower strengths. There is also a need for an IIRT 
method which does not require the manufacturer to produce 
a plurality of products of different strengths in order to 
practice the method. 

There is a farther need for a method of self-administering 
the hormones during HRT by which the individual doses of 
the estrogen and the progestogen can easily and inexpen-

so sively and accurately be altered separately or simultaneously 
at various times during long term HRT without changing the 
prescribed dosage form for that patient. 

There also is a need for a dispenser of the horritc.nies which 
are prescribed and a kit comprising the dispenser for the 

ç HRT which permit the strength of the individual doses of the 
estrogen, of the progestogen or of both to be altered as 
frequently as and to the precise degree which the attending 
physician deems desirable. 

The. method of this invention meets these needs by 
to employing in HRT a specific estrogen and a specific 

progestogen contained in separate extrudable pharmaceuti-
cal compositions and administering the compositions 
concurrently, i.e., either simultaneously as a mixture or in 
succession as separate cxtrudates. 

t5 The dispensers and kits of this invention meet these needs 
by dispensing the extrudable pharmaceutical compositions 
in metered or measured extruded segments. 



US 6,551,611 B2 

3 
There are a number of prior patents which disclose 

devices for dispensing a plurality of fiowable materials, i.e., 
an extrudable solid or a viscous liquid. For a review of that 
art, see U.S. Pat. No. 5,020,694 and the references cited 
therein. Sec also U.S. Pat. Nos. 4,34,787, 4,687,663, 4,826, 
048, 4,838,457, 5,152,432, 5,240,146 and 5,339,990. Some 
of these, e.g., U.S. Pat. Nos, 4240,146, 4,838,457 and 
4,826,048, disclose dispensers which comprise means for 
varying the ratio and/or the quuntity of the respective 
fiowable materials which are dispnsed in a single dispens-
ing manipulator of the device. In J.S. Pat. No. 5,240,146, 
both the dosage of two separate injectable pharmaceutical 
compositions and the ratio thereo can be varied. 

None of the prior art devices ate directed specifically to 
the 14RT method of this invention which involves, inter alia, 
one or more of transdermal administration, dosage and 
cstrogen/progestogen ratio regulat on and control; adminis-
tration of the estrogen and the ptogestngen as extrudable 
semi -solids; a device or kit for administration of the estrogen 
and the progestogen which is simple and preferably contains 
a safeguard against the wrong dose of estrogen or progesto-
gen or ratio thereof inadvertently being self-administered. 

OBJECTS OF THE INVENTION 

An object of the invention is to provide an HRT r.niethocl 
of administering a combination of an estrogen and a 
progestogen in which the dosage of the estrogen or of the 
progestogen or of both can readily he changed periodically 
without the necessity of changing the prescribed form of the 
pharmaceutical composition. 

Another object is to provide such a method in which the 
size of the dosage of only the estrogen or of only the 
progestogen or of both is changed only by the attending 
physician. 

A further object is to provide such a method in which the 
size of the dosage of the estrogen only or of the progestogen 
only or patient to whom the hormones are prescribed, 
pursuant to instructions from her attending physician. 

A further object is to provide such a method which 
permits a gradual approach to finding the lowest effective 
HRT dosage. 

A further object is to provide a dispenser whereby the 
initial individual dose of either the estrogen of the progesto-
gen employed in the methods of this invention or of both can 
readily and reliably be adjusted to any desired level and that 
close can be increased or decreased by necessity of the 
physician prescribing a different gommercial form thereof. 

A further object is to provide such a method which 
permits an individual adjustment of the dosages of the 
estrogen and progestogen and wiich assures at the same 
time a concomitant use of both, sinilar to a fixed combina-
tion product. Thus, it provides tit freedom of individual 
dosage and the reliability of compliance that can be achieved 
with a fixed combination. 

A further object is to provide a dispenser whereby the 
initial individual dose of either the estrogen or of the 
progestogen employed in the methods of this invention or of 
both can readily and reliably be adjusted to any desired level 
and that dose can be increased or decreased by the attending 
physician or by the dispensing pharmacist by any amount 
desired by the physician without the necessity of the phy-
sician prescribing a different commercial form thereof. 

Yet another object is to provide such a dispenser whereby 
such a change in the individual doses of either the estrogen 
or of the progestogen employed in the method of this 

4 
invention or both can he readily and reliably be changed, 
either by the physician only or by the patient to whom the 
hormones are prescribed pursuant to instructions from her 
attending physician. 

S Still another object is to provide a kit by which one or 
more of the foregoing objects can be facilitated. 

Other objects will he apparent to those skilled in the art to 
which this invention pertains. 

10 SUMMARY OF THE INVENTION 

In a method aspect, this invention relates to an HRT 
method of self-administration by a human female of suc-
cessive closes of an estrogen and of a progestogen, wherein 
the female dispenses and self-administers successive mdi-

15 vidual closes of the estrogen and of the progestogen over a 
protracted period of time, during which period of time at 
least one of which doses is changed at least once, which 
method comprises the steps of: 

a) dispensing to a delivery surface, from a first source of 
20 a first semisolid or viscous liquid pharmaceutically 

acceptable composition containing a plurality of nun -
discrete doses of the estrogen, a metered volume of the 
first composition as a single dose of the estrogen; 

25 
b) concurrently dispensing to the delivery surface, from a 

second source of a second semisolid or viscous liquid 
pharmaceutically acceptable composition containing a 
plurality of non-discrete doses of the progestogen, a 
metered volume of the second composition as a single 

30 
dose of the progestogen; 

c) transporting the metered volumes of the first and 
second compositions and the delivery surface concur-
rently to the site of administration of the estrogen and 
progestogen and administering the dispensed doses of 
estrogen and progestogen thereat; 

d) repeating steps a)�c) on a predetermined schedule; and 
e) periodically, in response to the physiological symptoms 

associated with menopause or the HRT currently exhib-
ited by the female, changing the metered volume of at 
least one of the first and second compositions which are 
dispensed to the delivery surface as a single close 
thereof. 

In an article of manufacture aspect, this invention relates 
to a dispenser adapted for dispensing and self-administering 
a plurality of successive individual doses of an estrogen and 
a progestogen from a dispenser containing multiple doses of 
thereof in separate extrudable pharmaceutically acceptable 
compositions, in metered single dosage amounts which can 
simply and accurately be varied by mechanically modifying 
the dispenser, which comprises: 

a) a first container comprising: 
(i) a first chamber containing a plurality of doses of the 

estrogen in a first extrudable semi-solid or viscous 
liquid pharmaceutically acceptable composition; 

55 (ii) a discharge port through which a volume of the first 
pharmaceutical composition in the first chamber can 
be discharged therefrom when discharging pressure 
is applied to the first container; 

(iii) means for applying discharging pressure to the first 
so chamber; 

b) a second container comprising: 
(i) a second chamber containing a plurality of doses of 

the progestogen in a second extrudable semi-solid or 
viscous liquid pharmaceutically acceptable eompo-

65 samon; 
(ii) a discharge port through which a volume of the 

second extrudable pharmaceutical composition in 
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the second chamber can lIe discharged therefrom 
when discharging pressure is applied to the second 
container; 

(iii) means for applying discharging pressure to the 
second chamber; 

c) a first metering means adapted to receive a volume of 
the first extrudable pharmaceutical composition 
extruded thereinto from the first chamber and digitally 
reciprocally convertible from a receiving mode, where 
it communicates with the first chamber through the first 
port and can be filled with a predetermined volume of 
the first extrudable pharmacutical composition, to a 
discharging mode, where a vlume of the first extrud-
able pharmaceutical compustion therein can he dis-
charged therefrom and dispefised from the dispenser, 
which first metering means comprises: 
(i) a first adjusting means for varying the volume of the 

first extrudable pharmaceutical composition winch 
can be extruded into the first metering means a single 
dose of the estrogen; 

d) a second metering means adapted to receive a volume 
of the second extrudable pharmaceutical composition 
extruded thereinto from the second chamber and digi-
tally reciprocally convertible from a receiving mode, 
where it communicates with the second chamber 
through the second port and can be filled with a volume 
of the second extrudable pharmaceutical composition, 
to a discharging mode, where a volume of the second 
extrudable pharmaceutical composition therein can be 
discharged therefrom and dispensed from the dispenser, 
winch second metering means comprises: 
(i) a second adjusting means for varying the volume of 

the second extrudable pharmaceutical composition 
which can be extruded thereinto as a single dose of 
the progestogen; and 

e) dispensing means for dispensing from the dispenser, as 
a single dose of the estrogen and the progestogcn, a 
volur.ue of the first pharmac.itical corr.Iposition and a 
volume of the second pharmaceutical composition 
from the first and second metering means, respectively. 

BRIEF DESCRIPTION OF THE DRAWINGS 

Various other objects, features and attendant advantages 
of the present invention will he more fully appreciated as the 
same becomes better understood when considered in con-
junction with the accompanying drawings, in which like 
reference characters designate th same or similar parts 
throughout the several views, andj wherein: 

FIG. 1 is a cross-sectional scheratic front elevation view 
of an ointment or creme dispensr in accordance with the 
present invention; 

FIG. 2 is a cross-sectional front elevation view of a first 
alternative embodiment of an ointnent or creme dispenser in 
accordance with the present invention; 

FIG. 3 is a cross-sectional side elevation view of the first 
alternative embodiment shown in FIG. 2; 

FIG. 3a is a perspective view ol a valve member utilized 
with the embodiment of FIGS. 2 4nd 3; 

FIG. 4 is a side elevation of a single tube configured in 
accordance with the the present invention, having a pair of 
chambers and a metering and dispensing nozzle, adapted for 
use in a kit which includes metering means for measuring 
the size of the single doses dispensed thercfrorn, such as 
shown in FIG. 9; 

FIG S is a side elevation of a single tube similar to that 
shown in FIG. 4 but having a differently configured metering 

6 
and dispensing nozzle and showing the tube partially rolled 
up from the bottom, in a partially emptied configuration,-

FIG,
onfiguration;FIG.

 6 is a cross-sectional view along line 6-6 of the 
metering and dispensing nozzle of the embodiment of FIG. 

5 4; 
FIG 7 is a corresponding view of a first alternative 

embodiment of the metering and dispensing nozzle shown in 
FIG. 6; 

FIG. 8 is a corresponding view along lines 8-8 of FIG. 
10 5 of a second alternative embodiment of the dispensing 

nozzle shown in FIG. 6; 
FIG. 9 is a perspective view of another embodiment of a 

kit of this invention in the form of an ointment tube of the 
type shown in FIGS. 4 and 5, dispensing a mixture of two 

- ointments, as a single extrudate, onto a chart having a liner 
graph thereon. 

HG. 10 is a perspective view of a kit of this invention 
which employs a pair of ointment tubes dispensing separate 

20 extrudates of two ointments on a chart having a pair of linear 
graphs thereon; 

FIG, ii is an exploded perspective view of a stick-type 
dispenser and metering cap therefor with the forward wall of 
each partially removed to show the pair of spreadable stick 

25 pharmaceutical compositions housed in rntahle lipstick-type 
housings mounted in the former and the conformation of the 
metering chambers in the latter; and 

FIG, 12 is a vertical plan view, partially in cross section 
to show the pair of a dual dispenser and cap, similar to the 

30 stick-type embodiment shown in FIG. 11, which also has a 
lock mechanism which prevents the pharmaceutical compo-
sitions from being dispensed therefrom except when the 
metering cap is mounted on the dispenser. 

15 DETAILED DESCRIPTION 

As used herein, the terms "menopause" and "meno-
pausal" include both the perimenopausal and post-
menopausal states; "metered" means measured visually or 
predetermined mechanically; "concurrently" means simut-

40 taneously or in immediate succession; "successive doses" 
means doses which are administered at periodical spaced 
intervals, usually daily; "protracted period of time" means 
longer than a month and includes periods of from several 
months to several years; "delivery surface" means a surface 

45 adapted for administering a single dose and onto which a 
single dose of the pharmaceutically acceptable compositions 
are dispensed and which is used to transport the single doses 
to site of administration thereof; "site of administration" 
means the area of the body where an HRT pharmaceutical 

50 composition is administered e.g., an area of the skin or other 
topical area, when the pharmaceutical composition is 
adapted for topical administration, or rectal or vaginal 
cavity, when the pharmaceutical composition is adanl 
oral or rectal or vaginal administration; "fiowable" means 

5ensahle in non-discrete form; "non -discrete"ean&__. 
4non-ijc"; "spreadable" means administerable by 
?ng onto the skin, in a manner similar to a stick 
deoderant; "extrudable" means dispensable by mechanical 
force from a multiple dose source thereof as an extrudate 

60 having a defined physical conformation for at least the 
period between when it is dispensed and when it is trans-
ferred to a delivery surface; a "rigid extrudate" means one 
which has a stable physical conformation; a "fiowable 
extrudate" means one which has an unstable physical 

5 conformation, i.e., which flattens at a perceptible rate under 
the influence of gravity; and "sheet" includes films, woven 
and non-woven fabrics and paper. 
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h. a dispenser as described in 4 f or g), above, which positions are in stick form and mounted in the dispenser 

comprises means for changing the volume of the meter- in lipstick-type containers and clispensible therefrom by 
jog chamber into which pharnaceutical composition is twisting of the base of the container, which containers 
dispensed from the storage bhamber thereinto as a preferably are removable therefrom for replacement 
single dosage of the hormon contained in the phar- 5 when empty and the first and second metering means 
maccutical composition; are chambers in a cap for the dispenser which limits the 

i a dispenser as described in e)i f or g), above, whose length of the sticks of pharmaceutical composition 

metering means comprise a pair of extrusion dies which can he discharged from the dispenser when the 

mounted on the discharge ends of the storage chambers, cap is mounted on the dispenser and thus the size of the 

which dies determine the diameter of the extrudates 10 single doses dispensed therefrom. 
discharged from the dispensing means and thus the 

The Estrogen and Progestogen ratio of the estrogen to the dose of the progestogen in 
the extrudates which are extrded as a single dose; The pharmaceutical compositions employed in the meth-

j a dispenser as described in e), f) or g), above, whose ods present in the article of manufactures of this invention 
metering rr.icans comprise a pair of metering conduit or 15 comprise an estrogen and progestogen. 
chambers whose length or death determine the volume Examples of estrogens which can he employed in this 
of the pharmaceutical compositions discharged from invention (dosages shown are oral; transdermal dosages will 
the storage chambers as single dosages of the estrogen 
and progestogen therein; 

vary therefrom in accordance with the adsorption efficacy of 
the vehicle employed are ethinyl estradiol and mestranol 

20 
k. a dispenser means described in any of e) to i), above, (5-15 meg/day),estradiol and their esters, e.g., vaicrate, 

in which the metered volunie of the pharmaceutical acetate, benzoate and uridecylate (0.5-4 mg/day), estriol, 
composition discharged from a storage chamber can he estriol succinate, polyestriol phosphate (2-8 mg), estrone, 
adjusted: estrone sulfate and conjugated estrogens 0,3-1.2 mg/day). 

1. a dispenser as described in any of a) to d), above, 25 
Of these, ethinyl estradiol, conjugated estrogens, estrone and 

wherein the metering means is adjustable and the points especially 17p-estradiol are preferred. 

of adjustment thereof are identified by a series of Examples of progcstogen which can be employed in this 
indicia associated with the metering means which are invention (dosages are shown; transdermal dosages will vary 
successively individually visible as the extrusion die is therefrom in accordance with the adsorption efficacy of the 
adjusted and which correlate the amount of pharnia- 30 vehicle employed) are micronized 
ceutical composition which determined by the point of progesterone (100-200 mg/day) 
adjustment is extruded when a volume thereof is norethisterone acetate (0.5-2 mg/day) 
extruded through the die; norgestrel (80-250 meg) 

m, a dispenser as described in any of a) to 1), above, levonorgcstrel (40-125 meg) 
wherein the pharmaceutical compositions are viscous :5 gestodene (20-80 meg) 
flowahle liquids and the first and second metering CPA (1-2 mg) 
means comprise a pair of pumps which are connected chiormaclinooc acetat (1-2 mg 

to the first and second containers, each of which is drosqjorenon1-3 mg) 
adapted when activated to first transfer a portion of the etodesogestrel (40-120 meg) 

viscous liquid composition from the container to which 40 The pharmaceutical compositions of this invention 

the pump is connected to a metering chamber and then contain, for example, 1713-estradiol in a 2% concentration or 

to discharge the metered portion from the metering levonorgestrel, for example, in a 1% concentration or a 
chamber and from the dispenser; S biologically equivalent concentration of another estrogen or 

n. a kit which comprises a dispenser as described in any gestagen, respectively. Amounts of 0.25-1. g of each of the 

of a) to f), above, and, as a second component, a sheet 45 compositions would he sufficient to ensure the release and 

as the delivery surface; absorption of minimum daily therapeutic amounts approxi-

o. a kit as described in in), above, and which has as the 
mately equal to 50 meg of 1.7ci-estradiol and approximately 
40 meg of levonorgestret. 

metering means a series of indicia on the sheet used as 
the delivering surface; 

50 
The. Pharmaceutical Compositions 

p. a kit comprising a dispenser as described in any of b) The pharmaceutical compositions employed in the 
to 1), above, which comprises a plurality of means for method of this invention and present in the dispensers of this 
altering the volume of the conduit or chamber into invention contain the multiple doses of the estrogen or the 
which the pharmaceutical compositions in the clis- gestagen in non-discreet form so that individual doses of any 
penser are discharged for metering a single dose 5 desired size can he dispensed therefrom, i.e., they are an 
thereof; and wherein one of those means are mounted extrudahie viscous liquid, e.g., one which will flow after 
in or on the dispenser; being transferred to the delivery surface, or an extrudable 

q. a kit comprising a dispenser as described in any of a) semi-solid, e.g., a get, ointment or creme which is dimen-
to I), above, and as a delivery surface, a sheet in the sionally stable on the delivery surface, during the period 
form of a skin patch with adhesive on a face thereof so between extrusion and application to the sldn, or a’f1’sL: 
adapted to receive first and second compositions dis- able solid, similar to a stick deodorant, When the composi-
pensed from the dispenser and which is adapted to be tion is ’a viscous liquid, it preferably has a viscosity of 
applied adhesively to the skin after the first and second 2,000-100,000 cps, more preferably 5,000-50,000 cps, so 
compositions are applied thereto to deliver the hot- that it can be dispensed by a lotion-type pump dispenser and 
mones therein transdermally. as administered by spreading onto the skin by rubbing (topical 

r, a kit comprising a dispenser as described in any of e) to administration. When the composition is a semisolid it 
h), j) and k) above, wherein the pharmaceutical corn- preferably has a viscosity of 50,000-500,000 cps so that it 



US 6,5 

11 
can be extrudated as a pasty mass aid administered by either 
the oral or transdermal route. TheF compositions preferably 
have micropenetraton values of lss than 1000 mmxlO 
preferably more than 1000 mmx1O1, Measured by another 
method (extenso meter test) the etensometer values are in 
the range of from 200 mm’ (mot viscous) to 4000 mm’ 
(more fluid), preferably more thah 4000 rum2 As will be 
appreciated by those skilled in tie art, there is no clear 
distinction between a very viscou extrudable liquid and a 
very soft extrudable semi-solid. For the purposes of this 
invention, they are both suitable. 

The vehicle in which the es4ogen or progestogen is 
dissolved or suspended can be iqueous, if the selected 
hormone therein is storage-stable, or nonaqueous, e.g., etha-
nol or methanol, and can contain one or more of the 
pharmaceutical carriers, adjuvants Or excipients convention-
ally employed in a composition adapted for transdermal 
drug administration, and include aiy such materials known 
in the art, e.g., any liquid, gel, solvent, liquid diluent, 
soluhilizer, or the like, which is notntoxic and which does not 
interact with other components of the composition in a 

�deleterious manner. Examples of suitable adjuvants are 
water, liquid iesterwith low molecular weight 

Lacids or wax-like esters, lozer alkanols, natural oils 
such asc,jl groundnutoil

 
, esarne oil, castor oil or 

condensation products thereof with ethylene oxide, and the 
like, hydrocarbons such as pharmaceutical grade mineral oil, 
silicones, emulsifiers such as monoglycerides or diglycer-
ides of Catty acids, phospholipic acid derivatives such as 
lecithin or cephalin, polyalkylene glycols such asjh 
ylene glycol, aqueous phases to which a swelling agent such 

sodium alginate, 
jnylçoli. etc., has bedri added and to which, in 

addition, dispersion agents or eiulsffiers such as lecithin 
may be added, ethylene-1erivatjgs and the like. 
The adjuvants may, in addTiTon, ontain additives such as 
preservatives, stabilizers, wetting agents, emulsifiers, etc. 
The composition preferably alsc contains a transdermal 
absorption enhancing agent, which can also serve as a carrier 
component, When the compositicn is a semi-solid, a con-
ventional extrusion assist agent ’hich reduces the energy 
required to extrude the compositicini preferably is present. 

Although this invention employs, in a preferred 
embodiment, a pharmaceutical composition adapted for 
HRT transdermal self-administration of an estrogen and a 
progestogen, it will he apparent to those skilled in the art that 
the principle upon which this invention is based, viz., the use 
of pharmaceutical compositions containing a plurality of 
doses of an estrogen and a progestogen in non-unitary 
dosage form, Le., an extrudable semi-solid or a viscous 
liquid ass,pposed to dragee or transdermal 
patch containing a single dose of the estrogen and of 
progestogen, in combination with a dispensing means 
whereby the individual dosage of each of the hormones and 
preferably also the ratio thereof can be varied by making an 
adjustment in the dispensing means, can he used in oral 
therapy by use of an appropriate vehicle for the hormones 
which is adapted for ingestion and a transport composition 
suitable for introduction into the mouth, e.g., a spoon with 
volume indicia for measuring the doses. 

Topical Compositions 
The pharmaceutical compositions employed in the 

method of this invention and in the dispensers of this 
invention are preferably administered by application to an 
appropriate area of the skin (or mucosa). Therefore they 
preferably contain an effective amount of an absorption 
enhancing agent. 
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The term "topical" as used herein embraces both trans -

dermal and transmucosal administration. 
The term "effective" amount when used herein with 

respect to a topical absorption (or permeation) enhancing 
agent means an amount that effects a significant increase in 
the permeability of the area of the skin or mucosa to which 
the pharmaceutical compositions of this invention are 
applied and, correspondingly, the desired depth of 
penetration, rate of administration, and amount of drug 

10 delivered systemically. 
Examples of absorption enhancing agents are those 

described in is PCT/US90/01469, viz., a mixture having as 
a first ether component a diethylene glycol rnonocthyl or 
monomethyl ether, or both, e.g., the commercially available 

is product Transcutol, and as a second ester component a 
compound of the formula [CHa(CH),,,COO],,R wherein n is 
the integer 1 or 2, in is an integer from 10 to 18 and R is a 
lower alkyl (C,�C,) moiety which may be either unsubsti-
tuted or substituted with one or two hydroxyl groups, e.g., an 

20 ester component which includes one or two capric, laurie, 
myristic, palmitic or stearic acid residues and one or more 
lower alkanol, ethylene glycol and propylene glycol 
moieties, such as the commercially available material sold 
as "PCiML," which is typically a mixture of propylene 

25 glycol monolaurate itself, propylene glycol dilaurate, and 
either propylene glycol, methyl laurate, or both. The ratio 
(v/v) of the ether to the ester components in this enhancing 
agent composition ranges from about 90:10 to about 10:90, 
more preferably from about 90:10 to about 40:60. The 

o preferred ratio may vary depending on the patient and the 
device used, which device hears volume-indicating indicia 
for metering the individual doses of the estrogen and of the 
progestogeu, if the dispensing means lacks a metering 
means it can be the surfaces of a pair of a pair of applicator 

s halls fitted in dual chamberered "roll-on" applicators, com-
parable to the deodorant dispensers with single applicator 
balls which are widely used today, the volume of whose 
reservoirs below the bottom of the balls determine the 
volumes of the respective single doses of flowable liquid,-, 

40 containing the hormones which are dispensable therefrom 
while the applicator is held in a vertical position; it can be 
the upper surface of a dual "stick" screw-type dispenser 
whose cap contain metering cavities which determine the 
heights of the respective single doses of a pair of tubes of 

45 solid spreadable gels which are dispensable therefrom as 
single doses of the hormones contained therein when the 
screw dispensing means are turned until the respective tubes 
fill the metering cavities in the dispenser cap; or it can be a 
sheet of paper, a plastic film or woven or non-woven cloth, 

50 which bears indicia which correlates the size of the extrudate 
containing the estrogen or the progestogen or both which is 
applied thereto to the dose of the hormone(s) contained 
therein, when the multiple dose source of the extrudate 
applied thereto lacks a device for metering the size of the 

55 individual doses. Preferably, the pharmaceutical composi-
tion is adapted for transdermal administration and the dcliv-
cry surface is a hand of the patient receiving I-flU’. 

When a sheet or film is employed as the delivery surface 
for transporting the pharmaceutical compositions to the area 

to of the skin selected for transdermal administration of the 
hormones, the sheet or  filin can also be used as a transdermal 
patch to extend the contact time of the compositions with the 
skin, in which case the face of the sheet or film bearing the 
extradate(s) thereon preferably also has thereon, alone the 

es periphery of the area hearing the extrudate(s), a strip of 
adhesive When the mode of administration is oral, the 
delivery surface can he edible, such as a sheet of rice paper, 
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invention, and without departing from the spirit and scope 
thereof, can make various changc& and modifications of the 
invention to adapt it to various usages and conditions. 

What is claimed is: 
l.A method for self-administration by a human female of 

a plurality of successive doses of ab estrogen and a plurality 
of successive doses of a progestogcm according to a protocall 
of self administration, wherein te female dispenses and 
self-administers successive individual doses of a selected 
volume of the estrogen and a elected volume of the 
progestogen over a protracted period of time, during which 
period of time the amount of at letst one of which doses is 
changed, the method comprising: 

providing a first containerized surce of a first extrudable 
pharmaceutically acceptable tomposition containing a 
plurality of non-discrete doss of the estrogen, 

providing a first meter for meas*riog and determining the 
volume of the dispensed doses of estrogen and varying 
the volume according to the protocall of self-
administration; 

providing a second containerized source of a second 
extrudahie pharmaceutically acceptable composition 
containing a plurality of non-discrete doses of the 
progestogen; 

providing a second meter for maasuring and determining 
the volume of the dispensed doses of progestogen and 
varying the volume according to the protocall of self-
administration; 

placing the first and second meters in proximity with one 
another wherein measured doses of estrogen and 
progestogen are immediately available for topical 
application by the patient so as to facilitate a the 
protocol for self-administration of the estrogen and 
progestogen on a repeated schedule, periodically in 
response to the physiological symptoms associated 
with menopause or the hormone replacement therapy 
currently exhibited by the female, so that the metered 
volume of at least one of the first and second compo-
sitions may be dispensed. 

2+ A method according to claim 1, wherein, the pharma-
ceutical compositions arc semi-solids which are dispensed 
as extrudates. 

3. A method according to claim 1, wherein the first and 
second containerized sources are positioned adjacent to one 
another so that the pharmaceutically acceptable composi-
tions are dispensed simultaneously from the respective 
sources thereof. 

4. A method according to claim 1, wherein the meters 
have merged outputs into a mixing chamber so that dis-
pensed doses of the first and second pharmaceutically 
acceptable compositions are mixed before being dispensed 
for application. 

5. A method according to claim 1, wherein the contain-
erized source of the first pharmaceutical composition is a 
first compartment of a unitary dispenser and the container-
ized source of the second pharmacutical composition is a 
second compartment of the unitary dispenser; 

wherein the first and second pharmaceutical compositions 
are first extruded from their respective compartments 
into the first and second meters, which meters are 
configured as first and second metering chambers, 
respectively; and 

wherein the contents of the metering chambers are then 
formed into a single extrudate which is then dispensed 
through a dispenser nozzle. 

6. A method according to claim 1, wherein the extrudatos 
of the first and second pharmaceutical compositions have 

24 
lengths which are extruded from the respective container-
ized sources which are constant and the dosage of the 
hormones therein is changed by changing the diameter of 
one or both of the extrudates, or wherein the diameter of the 
extrudates of the first and second pharmaceutical composi-
tions which are extruded from the respective sources thereof 
is constant and the dosage of the hormones therein is 
changed by changing the length of one or both of the 
extrudales. 

10 
7. A method according to claim 1, wherein the estrogen is 

ethinyl estradiol or estradiol or an ester thereof, estrone, 
estrone sulfate or conjugated estrogens and the progestogen 
is micronized progesterone, norethindrone or ester thereof, 
norgestrel, chlornadione acetate, cyproterone acetate, 
desogestrel, 3-ketodesogestrel, drospirenone, norethindrone, 

15 riorgestirnate, levonorgestrel or gesiodetie. 
S. A method according to claim 1, wherein the estrogen is 

ethinyl estradiol or 1713-estradiol and the progestogen is 
gestodene, levonorgestre) or 3-ketodesogestrel. 

9. A method according to claim S, wherein the pharma-
20 ceutical compositions are semi-solids; 

wherein the pharmaceutical compositions are metered 
from a dispenser in which the first and second contain-
erized sources are both housed, arid 

25 
wherein the dispenser includes adjusters for changing the 

+ volumes of the pharmaceutical compositions which are 
dispensed from the containers in response to a defined 
constant digital manipulation employed to extrude the 
pharmaceutical compositions from the container. 

30 
10. A method for using an HRT kit for self-administration 

by a human female of a plurality of successive doses of an 
estrogen and a plurality of successive doses of, a 
progestogen, wherein the female dispenses and self-
administers successive individual doses of the estrogen and 

35 
of the progestogen over a protracted period of time, during 
which period of time the amount of at least one of which 
doses is changed, which kit comprises: 

a first containerized source of a first extrudahle pharma-
ceutically acceptable composition containing a plural-

40 ity of non-discrete doses of the estrogen, 
a second containerized source of a second extrudable 

pharmaceutically acceptable composition containing a 
plurality of non-discrete doses of the progestogen, 

first and second meters in proximity with one another for 
45 receiving and indicating measured volumes of the first 

and second compositions thereon, wherein first and 
second measured doses of estrogen and progestogen are 
immediately available from the meters for topical 
application by the patient so as to facilitate a protocol 

110 for self-administration of the estrogen and progestogen 
on a repeated schedule, periodically in response to the 
physiological symptoms associated with menopause or 
the hormone replacement therapy currently exhibited 
by the female, so that a metered volume of at least one 

55 of the first and second compositions may be dispensed 
and applied. 

11. The method of claim 10, wherein the first and second 
containerized sources are squeezable tubes containing the 
plurality of doses of estrogen and progestogen, respectively, 

on and 
wherein the first and second meters are first and second 

arrays of linear markings on panel means, the first array 
receiving an estrogen extrudate in juxtaposition there-
with and the second array for receiving a progcstogcn 

65 extrudate in juxtaposition therewith, whereby the ratio 
of estrogen to progestogen is visually apparent by the 
length of the extrudates on the panel means 
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Problema TØcnico Planteado: Necesidad de mejorar la solubilidad y 
biodisponibilidad de compuestos lipofilicos, como P01 ejemplo, molØculas 
esteroides en particuIr drosperidona. 

Soluciôn: Composickn farmacØutica y su proceso de fabricaciôn (de acuerdo a 
las reivindicaciones 115, folios: 284 a 287). 

IPC: A61 K9/00, 9/1071, 9/48, 9/16, 9/20, 9/14, 9/70,31/565. 

3. De la solicitud do Patente 

3.1. Reivindicaciohes (artIculo 30 D 486) 

En la reivindicaci6nj 1 aparece la expresión "p01 to menos un vehiculo 
farmacØuticamente ceptabIe, to cual no define con concision la composiciOn 
reclamada. 

En el nuevo capitulo reivindicatorlo se observa un error en la numeración en 
, donde se repite el nimero 11 y 12 (dos veces y se termina con la reivindicación 

13). De acuerdo a lo mencionado en la respuesta a la oposiciOn (folio 274), el 
nuevo capitulo reivinjicatorio consta de 15 reivindicaciones. 

4. Anªlisis de las Oosiciones: (artIculo 43 D. 486): 

PROCAPS S.A, argurnenta to siguiente: 

Frente at documento Dl, la presente solicitud no es novedosa. 

(SIC) -Se aclara que Dl no anula la novedad porque aunque revela la 
drosperinona y un vehiculo, no es una forma farmacØutica sOlida. 

.-D2, en las clAusula$ 1,6 y 7 y en la cotumna 1 Imnea 10 a columna 3 Ilnea 43 y 
ejemplo 2, se define ona composición en presentación tableta. 

(SIC) -Se aclara que D2 SI anula la novedad porque revela una forma 
farmacØutica sOIida que contiene drosperinona y un vehiculo. 

- D3, revela con antrioridad la misma materia sobre la cuat busca protección en 
la presente solicitud, afectando novedad. 

(SIC) -Se aclara que D3 Si anula la novedad porque revela una forma 
farmacØutica sOlida c’ue contiene drosperinona y un vehiculo. 

LAFRANCOL S.A, a1gumenta que: 

Las pubticaciones inernacionales: W095/07081, W095/17194, US 5, 583, 129, 
W097/23228, W097/11680 y 
Las publicaciones ientIficas: "Evolution of progestins: Focus on the novel 
progestin Drospirendne" ; Effects of estrogens and progestogens on the rennin-
aldosterone system and blood pressure"; "The acceptability of a novel oral 
contraceptive contaiping drospirenone and effect on well-being"; "safety and 
efficacy of a new oral contraceptive containing drospirenone". 
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Anulan la novedad yel nivel inventivo, puesto que reivindican formulaciones tipo 
extrudados semisóliclos, que como se demostró anteriormente, se encuentran 
descritas en el estadO de la tØcnica, asI mismo la combinación de drospirenona 
junto con estrOgenos. 

Esta oficina aclara que: 

El D4, El D5, El D6, El D8, El D1 0, D1  si anulan la novedad porque revela una 
forma farmacØutica slida que contiene drosperinona y un vehIculo. 

El D7, El D9, El D12, El 13, no anulan la novedad porque aunque revela la 
drosperinona y un vehiculo, no es una forma farmacØutica sólida. 

-RESPUESTA DEL SOLICITANTE (folios 273-287) 

El solicitante adjunta un nuevo capitulo reivindicatorio, (folios 284 a 287). 

Esta oficina lo acepts, porque no amplia materia. 

A los argumentos de PROCAPS SA responde: 

-El documento Dl, (US5789442) en las composiciones orales sólidas de La 
descripción (columna 7, lIneas 37-41) y en el capItulo reivindicatorio; no hace 
mención de la drosperinona para administración oral de una composición sólida 
que contiene drosprinona, en forma molecularmente dispersa. Por Ia tanto la 
totalidad de las reivirdicaciones de 1-15 son novedosas respecto de lo revelado 
en Dl. 

Se aclara que Dl no anula Is novedad porque aunque revela la drosperinona y un 
vehIculo, no es una forma farmacØutica sólida. 

-El D2, (US5569652), no revela composiciones sOlidas de drospirenona para 
administración oral. For 10 tanto lo divulgado en D2, no esta contenido en el actual 
pliego reivindicatorio;, por lo tanto este pliego resulta novedoso frente a este 
d ocu mento. 

Se aclara que D2 Si anula la novedad porque revela una forma farmacØutica 
sólida que contiene cirosperinona y un vehiculo. 

-El D3, se relaciona con el uso de combinaciones de drosperinona y 
etinilestardiosi para anticoncepción oral, pero se focaliza en la drosperiniona en 
forma micronizada. Sin embargo no muestra una forma sôlida, ni estªn adaptadas 
para administración oral. Evidentemente, todas las nuevas reivindicaciones son 
nuevas frente a D3. 

Se aclara que D3 si anula la novedad porque revela una forma farmacØutica 
sólida que contiene drosperinona y un vehiculo. 

A los argumentos de LAFRANCOL S.A, responde: 

-D4 (W095/07081), no describe composiciones sôlidas orales que contengan 
drosperinona, en forrça molecularmente dispersa. 
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-D5 (W095/17194), Se refiere a anticoncepción oral para mujeres jóvenes, 
donde el anticoncepthio oral contiene un progestÆgeno (tal como drosperinona) y 
un estrógeno (tal como  etinilestradiol). Este documerito no revela composiciones 
sOlidas orales que contengan drosperinona, en forma molecularmente dispersa. 

D6 (W097/23228), se refiere a anticonceptivos multifacØticos que contienen un 
progestÆgeno (tal cot-no drosperinona) y un estrógeno. Este documento revela, 
entre otras, comprimdos para admiriistraciôn oral (columna 8, lInea 4) pero no 
describe composiciones sólidas orales que contengan drosperinona, en forma 
molecularmente disprsa 

D7 (W097/11680), Se relaciona con composiciones para terapia de reemplazo 
hormonal (HRT). D7 no parece ser relevante en el presente contexto, ya que no 
revela una composici5n oral sôlida. 

D8, D9, D10 y DII, no revelan composiciones sólidas orales que contengan 
drosperinona, en forma molecularmente dispersa. 

D12, se refiere a ernulsiones, incluyendo microemulsiones, sin embargo, tales 

S emulsiones no son slidos y, por tanto, son muy diferentes de las composiciones 
sôlidas reivindicadas. 

D13, (ES2180738= W096/25151=US 5939099) revela composiciones sôlidas de 
liberación retardada :que contiene un principio activo en forma molecularmente 
dispersada. La drosperinona no es mencionada entre los principios activos por lo 
tanto, todas las actuales reivindicaciones resultan novedosas. 

Se aclara que los documentos D4, D5, D6, D8, D10, Dli, si anulan la novedad 
porque revelan una forma farmacØutica sôlida que contiene drosperinona y un 
vehIculo. Y que los documentos D7, D9, D12, 13, no anulan la novedad porque 
aunque revelan la drosperinona y un vehIculo, no es una forma farmacØutica 
sólida. I 

-Sustento de NIVEL INVENTIVO: 

El seæor solicitante considera que el problema a ser resuelto es mejorar la 
biodisponibilidad de lia drosperinona por administraciôn oral. Una solución a este 
problema ha sido descrita en D3, a saber, proveyendo drosperinona en forma 
micronizada. 
Todas las otras referencias son completamente silentes con respecto a este 
problema. Los presentes inventores han encontrado sorprendente que una 
soluciôn a este problma de aumentar la biodisponibilidad oral de la drosperinona 
puede ser logrado por la provision de una composición sólida, en donde  la 
drosperinona estØ presente en un estado de dispersiOn molecular,,. AsI, los 
presentes inventoresiI han proveido composiciones farmacØuticas que tienen las 
mismas propiedades benØficas de las composicones farmacØuticas que contienen 
drosperinona microrhizada, pero sin la necesidad de procedimientos de 
micronizaciOn costoss y complicados. 
Desde el punto de vista del solicitante ninguno de los documentos citados por los 
opositores enseæan Q sugieren esta soluciOri, y la invenciOn tal como es definida 
en las presentes reivndicaciones deberla, por 10 tanto, ser considerada inventiva 
sobre las referenciao citadas del arte previo. AdemÆs, D13 aunque divulga 
principios activos presentes en forma molecularmente dispersa, se centra en una 
composiciOn do libración retardada y no en composiciones deliberación 
inmediata como en Ila presente invenciÆn. Finalmente se hace referencia a los 
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,ai4 
ejemplos de D13, eh doride los ejemplos 1, 2 y 3 solo liberan 32%, 31% y 
24%, respectivamenbe, del principio activo despuØs de las pruebas de disolución 
para 1 hora. De hecho, pruebas de disolución de 3-8 horas son requeridas para 
completar la disolución del principio activo de Ia invenciOn. Esto va en contraste 
con las composicianes de la presente invención. Al menos 70% de la 
drosperinona debe ser liberada dentro de las 0,5% horas. Ws aCm, la 
composición preparada en el ejemplo 18, liberô 95% de drosperidona despuØs de 
solo 10 minutos de la prueba disolución. 

-ConclusiÆn: 

Esta oficina considera coma relevantes, para realizar el examen de 
patentabiliadad, los clocumentos W09711680 (D8) (US6551611), ES 2180738 y 
(las copias del libro: Aspectos fundamentales de los sistemas farmacØuticos", 
folio 175, capItulo 3: disoluciones, dispersiones sólidas). 

5. Determinación del Estado de la TØcnica 

La fecha que se ha tenido en cuenta para determinar el Estado de la TØcnica es: 

Fecha de presentaciOn de la solicitud prioritaria Marzo 10 de 2004. 

Teniendo en cuenta la fecha indicada se realizO la bCmsqueda en el estado de la 
tØcnica de documents relacionados con la solicitud encontrândose los siguientes 
documentos mÆs relevantes: 

No Documento TItulo Fecha de publicación* 

Dl U86551611 Hormone replacement therapy 04/22 de 2003 method  

LD 2 ES2 180738 Preparaciones sólidas de 03/12/1997 __________________ productos_activos  
Dl (folios: 303-309); D2 (folios: 217-222) 

6. AnÆlisis de patentabilidad (artIculo 14 D486) 

6.1 Novedad (artIculQ 16 D486) 

La reivindicaciÆn I cçnsiste en -Una composicion oral sOlida caracterizada porque 
comprende drospirenona dispersa a nivel molecular en por lo mermos un vehIculo 
farmacØuticamente aeptable. 

Dl (W09711680 equivalente a US6551611), da a conocer composiciones 
farmacØuticas que contienen uno o ambos principios activos: estrogenos y 
progestÆgeno (drospirenona) (abstract), (folio 305, columna 4, lmneas 43- 67; 
reivindicaciOn 7, folio 309, columna 24, reiviridicaciOn 7) y un vehIculo 
farmacØuticamente aceptable coma: polietilenglicol, ªcidos grasos, aceites 
vegetales, triesteres de glicerilderivados de polioxietileno, carboxymetilcelulosa, 
polivinilpirrolidona. 

Las caracteristicas esenciales de la composiciOn de la reivindicación 1: 
drospirenona dispersa a nivel molecular en un vehiculo farmaceuticamente 
aceptable, habian sido divulgadas en Dl, (drospirenona) (abstract), (folio 305, 
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columna 4, lineas 43- 67; reivindicaciôri 7, folio 309, columna 24, 
reivindicaciOn 7) y (vhIculos: folio 308, columna 11). 

Por lo cual la reivindicaciOn no es nueva, asi como tampoco sus dependientes 2-
7. 

6.2 Nivel inventivo (rticuIo18 D486) 

La reivindicación 8 consiste en una forma de dosificación de acuerdo con la 
reivindicación 7, caracterizada porque dicha forma de dosificación es un 
comprimido, es un comprimido cubierto por una pelicula , grÆnulos, un pellet, una 
pildora, una capsula 6 un polvo. 

El Estado de la Tcnica mÆs cercano es Dl (W09711680 equivalente a 
US6551611) que da a conocer composiciones farmacØuticas que se pueden 
adaptar para adrninistraciOn oral en forma sÆlida dispersa (folios 306 y 307), que 
coritienen uno o ambos principios activos: estrógenos y progestÆgeno 
(drospirenona) (abstract), (folio 305, columna 4, lIneas 43- 67; reivindicación 7, 
folio 309, columna 24, reivindicación 7) en un vehiculo farmacØuticamente 
aceptable come: poletilenglicol, ªcidos grasos, aceites vegetales, triesteres de 
glicerilderivados de polioxietileno, carboxymetilcelulosa, polivinilpirrolidona; en 
donde dichas composiciones se obtienen por el proceso de extrusion (folio 305, 
columna 4). 

La cornposiciOn objet de esta solicitud se diferencia de las composiciones de Dl, 
en que Se refiere espcIficarnente a otras formas farmacØuticas sOlidas, como: un 
comprimido, comprinido recubierto par una pelIcula, granules, un pellet, una 
pildora, para administrar por via oral, el activo drospirenona,. 

El hecho de presentar, el activo drospirenona, en otras formas farmacØuticas, 
como: un comprimido, comprimido recubierto per una pelIcula, granules, un pellet, 
una pildora; distintas a las composiciones que se daban a conocer en Dl (por 
ejemplo unguentos o cremas), causa que la drospirenona se disuelva 
rapid amente. 

El Problerna TØcnicd Objetivo era "cOmo obtener composiciones, del activo 
drospirenona, presentadas en otras formas farmacOuticas, como: un comprimido, 
comprimido recubierto por una pelIcula, grªnulos, un pellet, una pildora, que Se 
disuelvan rÆpidamente. 

D2 (ES2180738) describe una manera de solucionar el problerna tØcnico, 
mediante preparaciones (composiciones) en forma de tabletas, pellets, grÆnulos o 
cÆpsulas, con un recijbrirniento (grageas), de IiberaciOn rÆpida (folios 221, pg 5 y 
folio 20, pg4), que se elaboran par el proceso de extrusiOn en fusiOn. 

Adicionalmente se rnnciona que es de amplio conocimiento por el experto en la 
materia, escoger los Oxcipientes adecuados, que actüen  como promotores de la 
disoluciOn para inarementar la solubilidad de los fàrmacos (Aspectos 
fundarnentales de los sistemas farmacØuticos’, folio 175, capItulo 3: disoluciones, 
dispersiones sOlidas). 

Por tanto, la presente reivindicaciOn, es obvia, porque el Experto en la Materia 
erifrentado al problems de cOrno obtener composiciones, del active drospirenona, 
presentadas en otras formas farmacØuticas, como: un comprimido, comprimido 
recubierto por una pØlIcula,  grÆnulos, un pellet, una pildora, que se disuelvan 
rapidamente", incluira las enseæanzas reveladas en D2, dentro de las 
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corn posiciones que se divulgaban en DI, logrando de esta forma la 
composición objeto de esta solicitud. Como consecuencia no tiene nivel inventivo 
la reivindicaciôn 9, dpendiente de la 8. 

La reivindicación 10 donsiste en: un proceso para preparar una composiciôn tat 
coma se define en Ia reivindicación 1, caracterizado parque comprende los 
siguientes pasos de: 

a) Proveer drosperinona y uno o mÆs vehiculo (s); y 
b) Disolver la drosperinona completamente en dicho uno o mÆs vehiculo (s) y 
c) Secar la mezcla que se obtuvo en el paso b). 

Los pasos anterioresde: 
a)proveer un fÆrmacq y uno o mÆs portadores 
b)Disolverlo en dichoportador (vehIculo) y 
c)Someterlo a desecación; 
son bien conocidos por el experto en la tecnologia farmacØutica, para elaborar 
una cornposición farnacØutica en dande se dispersa un fÆrmaco, en el seno de un 
portador a matriz (q 6e puede ser PVP, PEG) mediante tØcnicas de disolución-
desecaciôn a una rnzcIa de ambas ("Aspectos fundamentales de los sistemas 
farmacØuticos", folio 175, capItulo 3: disoluciones, dispersiones sólidas). Par Ia 
anterior la presente reivindicacion, no preserita altura inventiva. 

La reivindicaciôn 11, consiste en el proceso de acuerdo a la reivindicación 8, 
caracterizado porque el paso de disolver drosperinona, paso b), se realiza par un 
media que se selecciona entre el grupo que consiste en calentamiento, 
tratamiento ultrasônio, mezala vigorosa, agitación, V extrusión en fusion. 

D2, revela un proceso de extrusion en fusiOn para elaborar composiciones 
farmacØuticas sOlida$, con diversos principios activos entre otros, un estrOgeno y 
vehiculos coma: me*cla de mono-di y triglicØridos, Æcidos grasos, ceras y un 
polimero hidrofIlico como la carboximetil celulosa (folio 220, pg4), de liberaciOn 
rÆpida. 

La diferencia entre I proceso de la presente reivindicación y D2, es que el 
, primero menciona especIficamente el principio activo drosperinona. 

El hecho de incluir drosperinona, en el proceso divulgado por D2, causa que se 
obtenga una composición sólida extruida del activo drospirenona, que se disuelva 
rÆpidamente. 

El Problema T6cnicoi, Objetivo era "cOma obtener una composición sólida par el 
proceso de extrusiOi en fusion, del activo drospirenona, que se disuelva 
rÆpidamente. 

Se observa que el resultado mostrado en el ejemplo 25 (folio 81) de una 
disoluciOri in vitro de 10 minutos para la drospirenona, de una composiciOn de la 
invenciOn (ejempto 24), era de esperarse, de acuerdo a Ia ya enseæado par D2, en 
donde se revelaba que se puede modificar la velocidad de IiberaciOn del principio 
activo recomendandł cantidades (%) pequenas del mismo, para obtener su 
liberaciOn rÆpida (folio 220, pg 4 lineas 26-31). Par lo anterior las reivindicaciones 
11-15, no presentan altura inventiva. 
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7. Conclusion 

Los requisites de p 
as!: 

entabilidad de la presente solicitud se encuentran afectados 

No Documento N Reivindicaciones - - Requisito que afecta afectadas  

Dl US6551611 1-7 Novedad 8-9  Nivel Inventivo 
D2 ES218073$ 10-15 Nivel Inventivo 

En cumplimiento del artIculo 45 de la DecisiOn 486 de Is Comisôn de  la 
Comunidad Andina, e le iridica que debe dar respuesta dentro del tØrmino de 
sesenta dIas contaos a partir de la fecha de notificación de la presente 
comunicación. En cao de no dar respuesta at presente requerimiento, o si a 
pesar de la respueta subsistieran los impedimentos para Is concesión, se 
denegarÆ la patente. 

Notifiquese el present oficio conforme a to dispuesto en et numeral 5.2, literal e), 
del capitulo quinto delitulop(mero de la Circular Uriica N° 10 de 2001. 

ALIX cARMENZqCESPEDES DE VERGEL 
Dirección de Nuç’(ias Oreaciones (C) 

El anterior requerim ento fue notificado per fijación en lista, de fecha 

IC 21110 

CONCEPTO TECNRO No.2527 EXAMINADOR TECNICO 
Codigo No.202078 
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SUPERINTENDENCJA DE INDUSTRIA Y COMERCIO 

Scilores IIIIJIJJIIJIIII1IIIIHIIIIIJ!IJJIIJp No. 06-100796..00012.0000 
SUPERINTENDENCIA DE INDUSTRJA Y COM.1 Feche: 2010-11-11 17:02:44 Dep. 2020 DIR.NUEVASCR 15. 11 PATENYEIYII Eve: 378 FASENACIONALI 
DIVISION DE NUEVAS CREACIONES Act. 487 SOLICIPRORROGA Folios: 2 

a 

Re: Expediente No. 06.10 .796 

Solicitud de patcute e invcncion titulada: "COMPOSIC1ONES QIJE 

COMPRENI)EN DROSPIRENONA DISPERSADA A NIVEL MOLECULAR" 

Solicitante: BAYER SCHERING PH.ARMA AI(T1ENGESELSCIAFT. 

Nuestra Ref.: P200611
 
001.91 

SOLICITUD DE PRORROCA 

PARA JiXAMEN DE FONDO (Art. 45 Decision 486) 

.L IAN .RA1SJ3ECK mayor de edad y vecino de Bogota, D.C., identificado tal como aparece al 

pie de mi firma, en mi condi4iôn de apoderado de la sociedad de Ia referencia, respetuosamenle 

me permito solicitar una próiroga de 30 dIas adicionates, permitida por ci Art. 45 de la Decision 

486 de Ia ComisiOn Andina, para dat respuesta adecuada al auto notificado por estado No. 289 de 

fecha 20 de Aosto de 2010. Adjunto recibo por valor de $83.000 pesos para cubrir la tasa de 

pràrroga segün la kcsoluciOn No. 69699 del 30 de Diciernbre de 2009. 

Atentaiii ente, 

4, 
CC. No.79.376.996 de Bogota 
F.P. 135.799 

Ancxo: Recibo por .$83.000 pesos 


