


2 

adrnin,strada por via tópica a travØs do un dtsposthvo transdermtco, incumple 

los requisitos de patentabilidad estableciclos por los articulos 14, 16 
y 

18 de la 

Decision 486 de 2000, y que por ello no merece recthir el beneficio patentario 

II. COMPLEMENTO DE INFORMACION. 

)’ La formulacton transdØrmica en forma de parche Para la pie1, es una forma 

de dosificacron quo se comercializa ampliamente desde aproximadamente 

1979, fecha en la quo ía FDA aprueba dicha forma do dosrficacion Para 

administrar escopolamina Para el tratamiento de nauseas 
y 

mareo1 

Especificamente los parches transdØrmicos tipo deposito (que pueden ser 

de tipo mathctal o de reservono) son formas do administractori do 

Itberacion controlada ampliamente descritas 
y 

aplicadas en el estado de ía 

tecnica234 

� Si nos referimos especIficamente a los parches transdØrrnicos utiIizdos 

como formas do adcninistraciOn de formulaciones contraceptivas tamblØn. 

existen infinidad de publicaciones que dernuestran Ia anterioridad en el use 

de este tipo de dispositivos y Para este tipo de terapia; como ejemplos de 

� dichas apllcaciones se pueden mencionar la publicacion intemacional 

W0119941005237 publicada el 17 de marzo de 1994 
y 

titulada. 
� "PROTECTION AND UNDECEITFUL RIGID PATCH FOR 

CONTRACEPTIVE SHEATH. CONTRACEPTIVE SHEATH PROVIDED 

WITH SUCH PATCH", la patente europea EP 0754456 publicada el 22 de 

enero de 1997 
y 

titulada ’TOPICAL APPLICATION OF 511435 AS A 

CONTRACEPTIVE AGENT";

 

la patente americana US 5,798347 publicada : 

el 25 de agosto do 1998y titulada "THERAPEUTIC METHODS AND 

DELIVERY SYSTEMS UTILIZING SEX STEROID PRECURSORS" , la 

patente americana US 690711531 publicada el 06 de junio do 2000 
y 

titutada 1’TRANSDERMAL PATCH AND METHOD FOR ADMINISTERING 

FDA approves scopolamine patch to prevent penoperative nausea Food and Drug 
Administration 1997-11-10). Food and Drug Administration U.S. Department of Health and 
Human Services Public Health Service 5600 Fishers Lane Rockville, MD 20857 T97-59 Print 
Media (301) 827-6242 November 10, 1997 
2 J L Vile Jato, P Bustamante  ’Martinez  M Guzman Navarro Tecnologia FarmacØutica 
Volumeri if Pare 1, Capltulo 8, paginas 416 a 422 Ed St S A Madrid Espaæa 2001 

La patente amencana US 5352457 publicada el 04 de octubre de 1994 y titulada 
"TRASDERMAL DEVICE". 

: 
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17-DEACETYL NORGESTIMATE ALONE OR IN COMBINATION WITH 

AN ESTROGEN" y la publicación internacional W012000/076522 publicada 

el 21 de diciembre de 2000 y titulada "ADMINISTRATION OF NON-ORAL 

ANDROGENIC STEROIDS TO WOMEN", todas estas, pubhcaciones que 

demuestran la gran utilidad y anterioridad en el uso de dichos dispositivos 

para este tipo de terapias contraceptivas 

De esta manera, queda demostrado que la inclusion de estos principios 

activos (androgenos, estrogenos, anticonceptivos) dentro de este tipo de 

dispositivos transdØrmicos no puede ser considerados como novedosos, o 

que tengan altura inventiva con respecto at arte anterior, ademas, es 

importante tener en cuenta que dicha inclusiOn puede obtenerse aplicando 

los respectivos ensayos de preformulacion y formulaciOn que todos los 

productos del mismo tipo deben seguir para poder obtener medicamentos 

eficaces, eficientes y seguros 

> Teniendo en cuenta lo anteriormente dicho, se ha demostrado hasta el 

momento que se cuenta con suficiente informacion para deducir una 

formulaciOn en un dispositivo tipo parche transdØrrnico que contenga 

drospirenona y/o etinil estradiol con la finalidad de utilizarlo en terapia 

contraceptiva A esto podemos sumarle el hecho que en el estado de la 

tecnica tambien se encuentra ampliamente descrita la aplicabilidad de la 

combinación de estos dos principios activos en dicha terapia (etinil 

estradiol. + drospirenona), como Jo demuestran publicaciones como las 

siguientes, veamos: 

+ La patente americana US 5,583,129 publtcada el 10 de dictembre de 

1996y titulada "COMPOSITION FOR CONTRACEPTION" revela 

La pubiicaciOn internacional WO/1996/030000 pubticada el 03 de octubre de 1996 y titulada 
"PHARMACEUTICAL COMPOSITION FOR TRANSDERM1C DELIVERY’ 
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se utilizan diversos solventes orgÆnicos, podria aplicarse, por ejemplo, el 

mØtodo Hfldebrand6; as[ mismo, son reconocidos por cuaiquier persona 

medianamente versada en la. materia, la existencia de diferentes mØtodos 

para mejorar. la solubilización de fârmacos7, entre los cuales se puede 

mencionar (a co-disolución, mØtodo que se caracteriza por Is combinaciôn 

de diversos solventes que favorezcan La solubilidad del fÆrmaco, tat y como 

sucede en et caso de Ia mezela entrŒ isopropanol, etanol y 

polivinilpirroHdona que se reivindica en la solicitud colombiana en trÆmite. 

En conclusiOn, la solicitud colombiana en trÆmite busca reivindicar no solo (a 

combinaciOn farniacØutica de dos principios activos, en formulaciones 

farmacØuticas, ambos lo suficiØntemente descritos en el estado de la tØcnica, 

sino que adernØs, to contenido. en sus respectivas reivindicaciones ya se 

encontraba descrito y aplicado pars dar respuesta at mismo asunto en el 

mismo estado de la tOcnica, con to que se hace evidente que (a solicitud 

colombiana en trØmite carece inobjetabtemente de novedad y de nivel 

inventivo. S 

Por todo to anterior, ruego se analicen los argumentos expuestos con el rigor y 

detenimiento habituates y. que en consecuencia se decrete, ademØs de La 

negación de Ia solicitud en comento, el archive del expediente que la. contiene. 

Ill. ANEXOS 

> TecnologIa FarmacØutica. Volumen I, Parte 1, Capituto 3, paginas 175 a 

183y195a205. 

> La publicación informativa de la. FDA: "FDA TALK PAPER: � FDA 

APPROVES SCOPOLAMINE PATCH TO PREVENT PERt-OPERATIVE 

NAUSEA". S 

> Tecnologia FarmacØutica. Volumen LI, Parte 1, CapItulo 8, paginas 416 a 

422. 

6 JLVUa Jato, P. Bustamante Martinez, M.Guzman Navarro. Tecnologia FarmacØutIca. 
Volumen I, Parte 1, Capitulo 3, paginas 175a 183. Ed.Sintesis S.A. Madrid Espaæa, 2001. 

J.LVIIa Jato, P. Bustamante Martinez, M.Guzmari Navarro. TecnologIa FarmacØutica. 
Volumen 1, Parte 1, Cap1tuo 3, paginas 195 a 205. Ed.Sintesis S.A. Madrid Espaæa. 2001. 



La patente americana US 5,352,457 publicada el 04 de octubre de 1994y 

titulada "TRASDERMAL DEVICE" 

> Portada de la publicación intemacional WO/19961030000 publicada el 03 

de octubre de 1996 y titulada "PHARMACEUTICAL COMPOSITION FOR 

TRANSDERMIC DELIVERY" 

> Portadas de aphcaciones Publicacion intemactonal W0119941005237 

publicada el 17 de marzo de 1994 
y 

titulada "PROTECTION AND 

UNDECEITFUL RIGID PATCH FOR CONTRACEPTIVE. SHEATH; 

CONTRACEPTIVE SHEATH PROVIDED WITH SUCH PATCH", la patente 

europea EP0754456 publicada el 22 de enero de 1997 
y titulada 

"TOPICAL APPLICATION OF ST1435 AS A CONTRACEPTIVE AGENT’, 

(a patente amencaria U55,798,347 publicada el 25 de agosto de 1998 y 

titulada "THERAPEUTIC METHODS AND DELIVERY SYSTEMS 

UTILIZING SEX STEROID PRECURSORS" , la, patente americana 

U96,071,531 publicada el 06 de jun10 de 2000 
y 

titulada "TRANSDERMAL 

PATCH AND METHOD FOR ADMINISTERING 17-DEACETYL 

NORGE$TIMATE ALONE OR IN COMBINATION WITH AN ESTROGEN" 

y 

la publicaciOn internacional W0120001076522 publicada el 21 de 

diciembre de 2000 y titulada "ADMINISTRATION OF NON-ORAL 

ANDROGENIC STEROIDS TO WOMEN". 
: > 

Portadas de: La patente americana US 5,583,129 publicada el 10 .de 

diciembre de 1996 
y 

titulada "COMPOSICION FOR CONThACEPC1ON"; 

la publicaciOn internacional W0/95 17194 publicada el 29 dejunlo de 1995 

y titulada "COMPOS1CTION FOR A1CONTRACEPTIVE COMPRISING AN. 
H.......... ESTROGEN AND A GESTAGEN"; la publicación internacional WO 

98/04269 publicada el 05 de febrero de 1998 
y 

titulada "MONOPHASIC 

CONTRACEPTIVE METHOD AND KIT COMPRISING A COMBINATION . 

OF A PROGESTIN AND ESTROGEN" 
y 

La patŒnte americana US � 

5,858,405 publicada el 12 de enero de 1999 
y titulada "ORAL 

CONTRACEPTIVE" 
� . . . 

Abstract de la publicación cientIfica. 
. 

.UDROSPIREJONE: 

PHARMACOLOGY AND PHARMACOKINETICE’.. OF A UNIQUE: 
� : PROGESTOGEN". . . � . .. > 

La publicación internacional WO 97/11680 publicada el 03e :abril de 1997 d  

y 

titulada "HORMONE REPLACEMENT THERAPY METHOD AND 
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1. 2 
other "solvents" are sometimes. present in the ultroglyc. 

� TRANSDERMAL DEVICE -. erin adhesive mixtures either as permeation enhancers, 
or forthe purpose of "solvent casting" the mixture onto 

� The invention relates to a method of preparing a a backing layer. 
� device for trausdermal delivery of an active ingredient 5 Where the active ingredient to be incorporated into a 

and to transderinal devices prepared by that method. trausdermal device is a solid any solvent for the agent 
The administration of drugs through the skin 

is a must be carefully chosen to be compatible with the 
� concept which is now well established and this route adhesive in W086/00814 for example the problem is 
has several advantages over more conventional forms overcome by choosing a single solvent which is both a 
of drug delivery such as injection or oral ingestion. A 10, solvent for the drug and a solvent for the adhesive. 

� particular advantage is that tranaderrual drug delivery however such a method restricts severely the number 
� S devices can provide a sustained and controlled release of different drugs which are compatible with a particu-

of the active ingredient over a prolonged period so that lar adhesive and also the type of adhesive which can be 
� the resulting blood levels remain constant. This is is used. . 
contrast to other forms of administration where surges 15 Alternative methods have therefore been used in 
of the agent occur in the bloodstream immediately after which a drug/adhesive mixture is prepared )which In-
administration and then drop away rapidly until the. eludes a solvent for the drug and a solvent for the adhe-
next dose is given. In the case of oral administration the sive. The mixture Is spread onto an appropriate backing 
blood level is further Influenced by contents of the material and then dried to evaporate the solvents leav-
üitcstinei and therefore difficult to control. Trans- 20 lug the drug dispersed in the adhesive in particulate 

� � dermal administration permits direct access to the form. A variation of the method is described 
� 

in 
bloodstream without first passage through the gastroin- W089/07951 in which the solvents for the adhesive are 
testinal tract and liver and also without the Inherent evaporated during a drying stage leaving the drug, in 

� problems associated with Injection such as risk ’of mice- this case oestrogen, dispersed in particulate Form in very � 
tion and need for sterile administration equipment 25 high boiling point solvents which do not significantly 

Because of the advantage of trai,sdermal administra- evaporate on drying but which have a low capacity for 
� � 

tion, in recent years a very large number of devices the drug. S S 

� � � 

have been developed and described for the tranadernial � While the active ingredient can be taken up by the 
� � � � administration of a variety of pharmaceuticals. The skin from a dispersion of the solid compound, the rate of � � 

devices are usually in the form of a patch or plaster to 30 uptake can be for better controlled if the agent is in a 
� � � � 

be attached to the sldnliarly devices such as for exam- supersaturated solution, particularly where the. solvent � � 
pie, that described in U.S. Pat. No. 3,598,122 comprised has an. adequate capacity for the active ingredient As 

� � a reservoir containing the active ingredient, either in the ingredient is taken up by the skin more will become 
� solid or liquid form. The reservoir walls were corn- dissolved In solution so maintaining a concentration � � 

S 

� posed of a material permeable to that ingredient and it 35 gradient over a prolonged period which drives uptake � � 

was stuck to the skin by a thin layer of adhesive which through the skin. Transderivai devices arc known � was also 
permeable to the active ingredient. The outer which contain saturated drug solutions. They are de-surface of the reservoir was covered with a backing scribed for example in G,B. 2,156,215 and U.S. Pat. No � 

material impermeable to the active ingredient. Such � 4,201,211. However these documdnts fail to describe a 
� devices were bulky and solvents in which the active 40 way in which the level of saturation can be precisely 

agent 
was dissolved tended 

to 

Interfere with the ability controlled to produce a supersaturated solution. S S 

� of the adhesive to stick to the skin. 
� The present invention provides an improved method 

� With improvements in adhesives available It was soon 

for preparing transdertnal devices which contain super � � found possible, and indeed 
preferable, to prepare trans- saturated solutions of an active ingredient within an 

dermal devices In which the adhesive 

layer itself pro- 45 adhesive layer by use of a carefully selected mixture of � vided the 
drug reservoir. Thus more modern trans. solvents and selective evaporation of a particular sd-� S derrual devices usually comprise 

at least 
an impernie- vent or solvents by drying at a temperature 

above 
the � able backing material, a layer of drug-containing adhe- 

boiling points thereof, to influence the final concentra-sive attached to 
the backing material and a release liner tion of the solution Of active ingredient in the device. � on the other adhesive surface which is removed for so In accordance with the Invention a method of prepar- � � " � � application of the device to the skin. Additional inem- lag a device for transdernral delivery of an active ingre- � � � � branes are sometimes Included within the device to client which is a solid at room temperature 

and in which � regulate the rate of passage of the active agent from the 
part 

or all of the active ingredient is present in a 

super-
� � � adhesive to the skin. � saturated solution comprises the steps of: � � Various methods have been used to achieve

 suitable 55 (a) preparing a mixture comprising at least , S drug/adhesive mixtures in which the active ingredient (I) a polymer adhesive � � is dispersed in the adhesive without affecting the ability (31) a vehicle for the polymer 

adhesive 
of the adhesive to stick to the skin. One of the earliest (lii) the active ingredient � � S � drugs to be administered by a trausdernial device 

was (iv) a solvent mixture, for the active ingredient S 

� nitroglycerin which is used in the treatment of angina 60 which comprises at least two solvents � � 

S 

� pectoris and congestive cardiac failure. Nitroglycerin Is (b) forming the mixture prepared in step (a) into a well absorbed by the skin and therefore particularly film, and ’ 

S 

S amenable to transdermal administration. Conveniently, (c) drying the film prepared in step (b) wherein the � � it is a liquid 

at 
room temperature and so the approach � vehicle for the polymer 

adhesive and at least one of that 
has 

been taken is to absorb It on to a solid such as 65 � the solvents in the solventmizture for the active’ � S lactose which is then dispersed in

 a polymer adhesivi. ingredient have boiling points below the drying Such devices are described In, for example U.S. Pat.’ temperature’ and at least one of the solvents In the No. 4,776,850, G.B. 2,081,582, and others. One or-more � � solvent mixture for the active ingredient ’bat a boil-
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lug point above the drying temperature and dient in the transdermal device are those having boiling. 
wherein the solubility of the active ingredient in points in excess of 110* C. Preferred solvent mixtures 
the said solvent or solvents having a boiling point include one or more of diethylene glycol, propylene 
above the drying temperature is greater than 10%. glycol, propylene carbonate, glycerol, lower molecular 

The above method provides a very precise way of 5 weight polyethylene glycols, propylene glycol esters, 
preparing an adhesive/active ingredient mixture which polyol fatty acid esters, fatty alcohol derivatives, oleic 

onta1ns a supersaturated solution of the ingredient after acid, iso-octyl stearate, Iso-propyl myristate, isopropyl 
drying. .. palinitate, ethyl oleate, dilsopropyl adipate, diethylsuc-

It’ is to be understood herein that the term "active cinte, bexylaurate, triglycerides of caprylic 
or capric � 

ingredient" is intended to mean a single active agent or 10 acids, diethyltoluamide, laurocaprain, n-methylpyrroli-
� a combination of more than one active agent. done and diethylene glycol monoether. Also suitable as 

Dissolving the active ingredient in a mixture of sol- solvents which are not evaporated from the device on 
� vents and then drying at a temperature which facilitates drying are essential oils such as eucalyptus oil, tea-tree 

� the evaporation of the vehicle for the adhesive and one ’oil and lavender oil. Preferably at least one of the $01-
of the solvents for the active ingredient, because it is Is vents which remains In the device will lso act as a 

� above their boiling points, leaves the active ingredient permeation enhancer to assist uptake by the skin of the 
in a supersaturated solution in the solvent or solvents active ingredient.. Preferredsolvent systems are propy 
that remain.. Supersaturated solutions are particularly lene glycol-diethyitoluanilde, n-methylpyxxoijdonc-die-
advantageous from the point of view of trausdermal � thyltoluamide, propylene glycol - diethylene glycol 

� administration because they assist in controlling the rate 20 monoethyl ether and dietbyltoluamide-diethylene gly-
’of migration of the active ingredient through the skin as col monoethyl ether - tea tree oil. 
previously mentioned, . ’ .Among the active agents which may be included in 

The choice of particular solvents, adhesives and dry- transdermal devices produced by.. the method. of the 
lug temperatures is dictated by the solubility of the invention . are anti-histamines such as, for example, 
particular active ingredient in the solvent or solvents 25 clenasthie fimarate, steroid hormones such as oes-

� 

remaining in the device alter drying. Thus with careful tradlol, progestins such as norethisterone acetate, 

. � 

selection of all the components the method of the inven- norgestrel, ethynodiol diacetate, inedroxy progesterone 
tion can provide transdermal devices which can admin- acetate, gestodene and desogestrel, vasodilators such as 

� ister .a very wide range of drugs The solubility of the nifedipine and diltiazern, ’antihypertensives such as 
active ingredient in the solvent or solvents having a 30 elonldine and propranolol, bronchOdilators such as sal-
boiling point above the drying temperature needs to be butamol and c1enbuteol, anti-tumour agents such as 

S greater than 10%. . suetbotrexate and 5-thiouracil, alkaloids such as physo-. 
The polymer adhesive may be a polyisobutylene or stigmine and analgesics such as .fentSnyi, sufentanil, 

silicone adhesive although acrylate polymer adhesives buprenorphine and bydromorphone. The device may 
are particularly preferred. Suitable vehicles for the 35 contain an active ingredient which is a combination of 
acrylate adhesives are for example methanol, ethanol, more than one of the above active agents, for example 
industrial methylated spirits (EMS), isopropanol and an oestrogen with a progestin. 
water. Suitable vehicles which may be used with poly. While the solvents to be used in the method of the � ’. 
isobutylene are toluene, nylene and methylene chloride, invention must be selected in order that a supersatu- S 

Suitable vehicles for silicone adhesives are chloxo- 40 rated solution is produced on drying, solvents may also 
fluorocarbons such as, for example, triclilorotrifluoro- be selected which modify  the properties of the adhesive 

�
 

ethane. For acrylate adhesives aqueous dispersions are so that it possesses the required degree of adhesion and preferred. In this latter 
case 

drying temperatures used in tackiness to stick to the skin for the required period, drying the film must always be in excess of 100° C. at which could 
be several days, but at the same time can be normal 

atmospheric 
pressures. Where the vehicle for 45 easily removed as required. The method of the present the 

adhesive is  lower boiling solvent such as methanol invention allows polymer adhesives which are normally . (bp 65° C.), ethanol (bp 78.50 C.) or 
isopropanol (bp too aggressive to be used in transdermal devices to be ’ � 82.4’ C.), a 

lower drying temperature may be used pro. rendered suitable by choice and ’Incorporation of an viding it
 is above the boiling point of the low boiling appropriate solvent mixture..: ... . � � solvent included in the solvent mixture 

for the active so The assembly 
of a transdermal device 

prepared in. 
S 

� ingredient. ’ . accordance with the method of the present invention � In one embodiment of the Invention the vehicle for will now be described by way of 
example with refer.’ the adhesive and the solvent to 

be evaporated during ence to FIGS. 1 and 2 of the accompanying drawings � drying from the solvent mixture for the active ingredi- and Examples 1 to 4. � . �..’ S ent both are chosen to have a boiling point below that of 55 

ethanol. A drying temperature can thus be chosen BRIEF DESCRIMON OF THE DRAWINGS which allows the ethanol to be maintained within the PIG. 1 is a vertical section through a first embodi-device. This is advantageous because ethanol Is a useful maul of the invention without the inclusion of a rate skin permeation enhancer. for some drugs. For acrylate control membrane. " S . . � � � systems a suitable solvent which may be evaporated 

40 FIG. 2 is a vertical section through a second enibodi- ’. while ethanol is retained is methanol,. For non-aqueous meat of the invention including a rate control rnem-systems ether or chlorofluorocarbons maybe used. 4 branc. � ’ 

S 

In another embodiment of the Invention the solvent In . P10.3 shows mean plasma concentration time curves S the solvent mixture for the active ingredient which Is . following tran$ermal administration of norethisterone evaporated on drying may be ethanol, lsopropanol, 65 acetate to four post menopausal women using a trails-industrial methylated spirits (EMS) or water. � dermal device prepared in accordance with the method High boiling point solvents suitable for forming the of the invention -. results from samples assayed by saturated or supersaturated solutions of the active ingre- R.IA at Liverpool University. a�n results from same 
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samples assayed by RiA at Hammersmith Hospital t The device of PIG. 2 is formed as previously dc-
� transdermai patches applied or replaced. 

. tranadermal scribed except that when using conventional coating/4- 
patches removed. tying equipment the process becomes two stages. The 

� FIG. 4 shows mean plasma concentration time curves backing material 6, coated with adhesive layer 4b is 
� following tranaderami administration of ocstadlol using S laminated to rate control membrane S. The second stage 

� the devices of Example 4 (-J) and known product is the lamination of this laminate to the adhesive layer 
� Estraderm 50 (X�X). The arrows indicate patches 4a which has been coated on to the release paper 2. 

applied, replaced or removed as above. Alternative znanuflscturing methods are possible and 
An already described, a mixture, is formed which more than one rate control membrane can be ineorpo-

� 

S comprises a polymer adhesive in a suitable vehicle, the 10 rated at any location within a muitilayer device. Prefer-
active ingredient to be administered, and a solvent mix- ably aN of the above described layers are assembled on 

�
 

tare for the active ingredient which comprises at least a single large sheet which is die cut into tranaderinal 
two solvents one of which must have a boiling point devices of the appropriate size. 

� above, the drying temperature and one below. Prefera-
bly the active ingredient is first dissolved in the solvent 15 EXAMPLE 

� mixture and the solution slowly added to the adhesive Trausdermal Device Containing Norethisterone 
� polymer previously dispersed in a suitable vehicle. Dc- Acetate Without A Rate Control Membrane 

pending on the coating technique and adhesive used the 
of an adhesive thickener may be required. The A mixture of acrylate polymer adhesive amid the ac-

mixture � mixture of adhesive polymer and active ingredient Is 20 tive ingredient ncrethisterone acetate is formed contain-
formed into a filth, preferably by coating Onto a flexible ig the following.. S 

sheet material. A typical embodiment of a device S � 

formed in accordance with the method of the invention 
-. 

ct 

is shove in PIG. 1.The adhesive mixture is formed into 
� a layer 4 on a siliconised release paper 2. The layer Is 25 

- S - 

Ncrettzkterone acetate (micrenised)  

� preferably about 5 to 500 j.m thick. The coated release 
. glycol 2125 S 

Ihtky1te1asmide 1000 
� paper is dried at the appropriate temperature to drive � (5515) or 045 1500 

S off the necessary solvents and then lam laminated to a back- Pd usl N58) (aerylate 44300 
adhesive dlspetsion in � ing material 6 impermeable to the active ingredient waw) . S 

� Suitable siliconised release liners are 3M Health Care 30. 5 
� Aciyath ASn 50 (thickaen for. .9-0 

� 

Type 660 or 1360, Daubert BDPE 164Z or L. Stace 
� 

adhesive diluted 505 . 5 

types 635/6. Preferable backing materials include 
poly- . 

Tote! 5(1 JCg � 

ester film laminate (e.g 3M Health Care Type 1012 or 
. S 

� S . S 

� 1220), metalised polyester laminate (e.g. 3M Health The norethisterone acetate is dissolved in propylene 
Care Type 1109) and co-extruded high hastier films 35 glycol, 

dicthyltoluaxnide and ethanol by sonicatlon or � � either clear (e.g. BXL Plastics Hybar) or skin-tone (e.g. warming.. This solution is added slowly to the 

aqueous 
Grace- Cryovac MP200); Backings having higher cay- acrylate adhesive dispersion (Primal N560, Robin & gen and water vapour transmission rates 

are preferred S �Hass) 
with mixing. An adhesive thickener (Acrysol S � for devices intended for. treatment

 for more than 24 ASE 60) Is then added to the mixture as a 50% sohm-� hours. A suitable backing 

material in these circum- 40 S � iicn/wnterniix sufficient to produce a thicker spreading � stances is Semex polyester-urethane film type MP S solution of around 800 cP (Brookfield) for reverse roll � 438700. 

S 

� coating or 60,000 oP to suit knife over roll coating. S � The reverse manufacturing method is also possible The mixture Is coated on the backing polyester (3M and in some cases advantageous i.e. spreading the ad. ’heave/solvent Health Care Type 1109) at about 100 I= wet coating mixture onto the backing material and 45 thickness and dried at about 105’ C.. to drive off the then laminating it to the release liner, water and 

the 
ethanol or IMS from the acrylate adhe-� S . PIG. 2 shows a second embodiment of the invention sive. The resulting dried, adhesive layer is about 55 rm in which the 

adhesive/active 
ingredient layer is divided thick. The release liner (Stace type 636) is laminated to by a rate control membrane S. The layer 4a which, in the adhesive layer. The final sheet is die-cut to

 form S use, is in direct contact with the skin provides an initial 50 trausderinal devices of about 19 or 28.5 cm2 each con-loading dose of the active ingredient. As this migrates. tamIng 1.5 or 2.25 rag norethisterone acetate respec-S into the skin the 

consequent 
concentration difference lively, which are packagedindividually, S S .� between layer 4a and 4h causes the layer 4a to 

be 
re-plenisbed with 

active 
ingredient from the layer 4b at a � EXAMPLE 2 rate dictated by the rate control membrane. Thus the 55. Transdermaj Device Containing Oestradiol With Rate inclusion of such a membrane provides a Anther means . � Control Membrane � to control the rate of uptake for a pre-determinedA iOd, firstly by 

selection 
of. the appropriate membrane S mixture is prepared containing time following: � and secondly by varying the thickness of the layers 4a . S . . S � S S � and 0 on either side of the membrane. Suitable nmtttrl- 60 � 5 .. � Qatlt als for forming the rate control membrane include poly-170 OeWadW *7.5 5 propylene film (e.g. Celgard ndcroporous fiLm), polyvi- . nyl 

acetate film (e.g. Mowiol film (Hoechst) and ethyl
 S thyitoivanuee 100 vinyl acetate film (e.g 

controlled caliper MSP series 95% Bthdol or 048 100 � films obtained from 3M Health Care Speciality Dlvi- 65 PrOyowtft20 12.5 Prbnal N560 (acrylate 4262,5 sion). The thickness of the layer 4cz may be in the xangej adhesive dispersion) S S � Sto5Ojou and the thicknessof the layer 4b may be’m .Acsysol ASE 60(thlckener the rsrige5otoS0o.p.m. S for adhesive) 5th$Owater . . S � � 

55 

S 5 

5 

5 � �5�5� 
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.......ued - - 
Compoenut 

- Quantity (g) 
- 

S 

- Component 
- Quantity (g) 

Total 5000 g Bnrenorpbine . 42 
.. Eol Or rs 100 

The Oestradiol is dissolved in the solvent mixture and 
Diethyltotuamide 150 
Dlethyiene G)oo1 Mo,oethO ether ISO 

slowly added to the aqueous adhesive to which an Tea Tree 
on. �. 100 

Acrysol ASE 60 thickener is also added masnuilarway3908 
Wheal  

I 
MW582 500 

to Example I. The mixture is coated onto a sWconised 
release liner (3M Health Care Type 66o)to give, asoprn 

ASS W. mW soso j. 10 . 
.� 

wet coating which is dried at 1050 C. as described 
Total 5000 g 

.. . . 
above. When dried the adhesive layer and liner are 
laminated to a rate control membrane sheet materialin 

The devices are prepared and assembled as described  
(3M ethyl vinyl acetate membrane, MSP 987192) Example I except that the release liner is coated to a 
is then coated with a 250 p.m wet coating of the samenate 

15 wet coat thickness of 150 jm and after’drying the lami  
adhesive mixture aild dried. as before. The adhesive is out to 20 and 5() cm2 devices containing 2.5 

mgf2O cm2 or 6.3 mg/SO cm2 bupreno4bine respec-layers are then laminated 
to the clear polyester 

film . tivelyi laminate backing material as 

described. The sheets areIt 
into 20 cm’ transdermal devices each containing is to be noted  that the terms Hybar, Cryovac, CO-10.5 10.5 mg oestradiol 

and 
individually packaged. for use. 20 gard, Mowiol, Contrast, Primal, Acrysol, Brookfield, Triton and Estrad=4 used in the specification are � EXAMPLE 3 : Registered Trade Marks. Transdermal 

Device 
Containing Oestradiol Without A ithod of preparing a device for transderma1 Rate Control Membrane 25 delivery of an active ingredient which isa solid at roam A mixture is prepared containing the following: . temperature 

and in which part or all Of the active ingre-dient is present in a supersaturated solution comprising 

5 . . the steps df: . . - Component Quty () (a) preparing a mixture comprising at least lW oestradk,J 440 30. (1) a polymer adhesive which Is selected from the � Dethyitoluatnide . . 2250hoptopawl 60  group consisting of acrylate polymer adhesives, PdvW NSW� . 47000 . . polyisobutylene adhesives, and silicone adhe AQ rysol A:water . -. 81Ve8; Total 50 Kg . (Ii) a vehiclà for the 

polymer adhesive, which vein-35 cle is selected from the group consisting of wa-S . jr The devices 

are 
prepared and assembled as 

described ter, ethanol, industrial methylated spirits, isopro-in Example 1. The release liners’ coated to a wet-coat panol, tolueft, zylene, methylene chloride, and chlotàftuoroearbor, thickness of 101) p.m and after drying 

and laminating the (lii) the active ingredieut laminate Is die out to 28.5 cm2 devices each containing 40 (iv) a solvent mixture for the active ingredient 2.5 mg oestradiłl. 

S which comprises at least two solvents having � . A " 4 . different boiling points; 

S (}) forming the mixture prepared in Step (a) into a � Tranadennal Device Containing Oestradiol Wlthout.A film, and S 

S 

. Rate Control Membrane 45 (c) drying the film prepared in step (b), A mixture Is prepared containing the following wherein the vehicle for the polymer adhesive and at ’lent one of the solvents In the solvent mixture for 

_S 
S . the active ingredient have .boUing points below the .......... . Coxuouent - quantity (g) drying temperature, and at least one of the solvents 17-OestradIol.(nticrcniaed) S. S 50 in the solvent mixture for the active ingredient has � 

Dletbyitolnnmldn . . . 100 . a boiling point above the drying temperature, and � Dioctylsodium aulpbosucthiate � � � � isopropanoL/water SOiSO � 2 wherein the solubility of the active Ingredient in � .5PdMat the said solvent or solvents having a boiling point 11581 

S � 5 � above the drying temperature is greater than 10%. Acl ASS viterS0i50 . q.s 10 55 .2.A method asclainnedin claim lwherein the vehicle � � TOW woo � . for the polymer adhesive is a solvent having a boiling � - � point below that of ethanol. � S � S � � � � � The devices are prepared and assembled as described 3. A method as claimed in claim 2 wherein the vehicle in Example 1 except that the devices are cut to 20 cm2..4,A for the polymer adhesive is methanol. � � Results obtained in a 4 subject pharniacoidnetic study in method as claimed in claim 1 wherein the vehicle � � � � � comparison with an existing product (Estraderm 50) areS. for the polymer adhesive Is water. shown in FIG. 4. A method as claimed in claim 1 wherein the solvent � � in the solvent mine 

for the active ingredient with a EXAMPLE 5 � � boiling point below the drying temperature is selected � 

S � � S Tran&lermal Device Containing Burenoephine 65 from the group consisting of ethanol, industrial methyl.Without A Rate Control Membrane. � ated spirits, isopropanol and water. 6. A method as chimed in claim 2 wherein the solvent � � � A mixture is prepared containing the follôwing � � in the solvent mixture for the active ingredient with a 
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boiling point below the 
doing 

temperature is a solvent 19. A method as claimed in claim 14 wherein the 
having a boiling point below that of ethanol. coated surface of the backing material is laminated to a 

7.Amethndas claimed læ claim 6wherein the solvent rate control membrane, the free surface of which is 
in the solvent mixture for the active ingredient with a further coated with the mixture prepared in step (a). 

� �.. biltng 
point 

below the drying temperature is methanol. 5 20. A method as claimed in claim 18 wherein the 
8. A method as claimed in claim 1 wherein the solvent coated rate control membrane is laminated to a further 

� . rnlzture for the active ingredient comprises at least 
one 

rate control membrane or to a backing material Imper-

sólveætbavingi .bGi1in point above the 4tylng temper- nimble to the active ingredient 
� . ature selectI from the group cmsisting of didhylwe 21. A method as claimed in claim 18 wherein the 

glycol propylene glycol, propylene honate, gyc. 10 coated rate control membrane is laminated to a further 

� crol, lower molec*dur weight polrethy1ee ghyco1s rate (XIntrOI membrane or to a sthcłmsed release Inter. 

propylene glycol esters, polyol j’ay eaes, 22 A method as claimed in claim 18 wherein the 

alcohol derivatives dde ho.g1r . thicknew of the adhesive/active ingredient layer on 

propyi. ristate,sopropy1 PaWtate, ethyl . Itber aide of the rate control membrane is varied to 

isopropyl 15 control the rate of migration across the membrane. 

glycerides of caprylic or capric itii toi 23. A method as claimed in claim 19 wherein the 

wide, laurocapram n-metjlyjpyrroljdonc,. diethylene thickness of the adhcsive/actrve zngredzett layer on 

glycol atunoetbyl edW and. aseatial __ �.. either side of the rate control membrane varied to 

9 A methodsclairnedhiclAimiwhercinthe dry4 control the rate ofnugration across the me brane. 

Step (c) Is cartled out ator above � me as claimed in wherein e 
� . 10. A method as claimed in claim I whmek -the drj 

thlekness Of the adhesive/active ingredient layer on 

jug step (c)is cairled out at a’’’ 
below 

the either sile of the rate control membrane is varied to boiling oit of ethanol. : control the proportion or amount of active ingredient � . it Amethod as claimed in. claim I wherein the active higredicut immediately available adjacent 

to the skin for absorp-25 comprises at least one active 

agent selected . � �� . . 2$. method as 
claimed In olami 19 wherein the A . . . .. ., � *,ww wC Cn:w S iiwuCS, WtU iMJLULUU’, � �.� � � � �� thIckns .1 1 I S 0 a e active ingredient 

layer on - � � � prOgeS, vors, an vC5, ULViAVU’ either side of the rate conttol.memhrane is varied to lators, anti-tumor age 2lkaiOid and avalgesic&. control the proportion or amount of active ingredient � � . 12 A method as claimed In claim iwiierein the. fllm3c laimedintely available atijacent to the skin for absorp prepared in step. 0) is formed by coating the æiixtre � prepared in step (a) onto a thin ficiible shWmetCXlaL �4. A method 

as 
claimed in dali 14 wherein the � 13. A method as claimed In CiSIW 12 wherein the Wa � backing material impermeable to -the active ingredient is � flexible sheet material is a silfeorused release IIU& selected from the group consisting of a polyester film 14 A method as claimed in claim 12 wherein the 3. laminate, metaligedpolyesterlaminateco-extrudedlugli � S flexible sheet material is a. backing material pe- �. barrier film and an air 

and water permeable polynre-� � � � able to the active Ingredient. : � � : - thane. � � 15. A method as claimed in CWJfl 12 Wherein the film.’k 21. A method as claimed in claim 18 wherein the rate � � formed step (b) is betWeefl500 .Ufli thick. � control membrane is selected frond the group consisting � 16 A method as claimed in claim 1$ wherein the 40 ôfolyp*opylene film, apolyvixtyl acetate film and an � � � . coated sace of the release liner is laminated to a back- -eI acetate film. � � lag niaterW impermeable to the active higred1cnt 28. A method as claimed in claim 19 wherein the rate � � � � � � �. � 17. A method a$ claimed in claim 14 wherein the. control membrane is selected from the group consisting coated surface Of the Impermeable backing material is of polypropylene film, polyvinyl acetate film and ethyl-Insinuated to a slhconised release hncr 45 vinyl acetate fthri. 18. A method as claimed In claIm 13 whenth. 29, A device for ttansdermal delivery of an active coated surfaàeof the re e.&Or is lauffnated toalate ingrediitprepared by the method 

as claimed in claim control membrane the free surface -of which Is further 1. coated with the mixture prepared in step (a). * * * * � 50 � 55 60 65 
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Varying the daily dose of either or both of the estrogen and the progesidgen administered for hormone replacement thei*py (MItT) j readily and inexpensively accomplished, without 
the necessity of the physician prescribing a new product each time the daily dose of the estrogen or progastogen is changed, by 

administering preferably tranadermally the estrogen and progestogen contained in separate estrudable pharmaceutical compositions from a dispenser which contains means, preferably adjustable only by the attending physician or dispensing pharmacist, for varying the volume of either or both of the 

respective compositions which is disptnsàd as a single dose from the dispenser In 
response to a defined digital dispensing manipulation of the dispenser, thereby facilitating 

optimal compliance to a combination IIRT � 

with individually adjusted dosages of the estrogen 
and 

progestogen. 
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an exirudabló semi-solid, cg!, a gel, ointment or creme which is dimensionally 
stable on the delivery surface, during the period between extrusion and 
application to the skin, or a spreadable solid, similar to a stick deodorant When 
the composition is a viscous liquid, it preferably has a viscosity of 2,000-100,000 

cps, more preferably 5,000-50,000 cps, so that it can be dispensed by it lotion-
type pump dispenserand administered by spreading onto the skin by tubbing 
(topical administration). When the composition is a semisolid It preferably has a 
viscosity of 50,000-500,000 cps so that it can be extrudated as -a’ pasty mass and 

administered by either the oral or transclerrnal route. The compositions preferably 
have mnicrópenetraton values of less than 1000mm x 10, preferably mor6 than 
1000mm .x .10. Measured. by another method (extenometer test) the 

� extensoineter values are in the range of from 200mm2 (more viscous) to 4000mm 

(more fluid), preferably more than 4000mm2. As will be appreciated by those 

� skilled in the art, there is no clear distinction between a very viscous extrudable 
liquid and .a very soft extruclahle semi-solid. For the purposes of this inventiori 

� . 

theyare.both suitable. ... 
The vehicle in which the estrogen or progestogen is dissolved or suspended 

can be aqueous, if the selected hormone therein is storage-stable, or nonaqucous, 
e g, ethanol..or methanol, and can contain one or more of the pharmaceutical 

carriers, adjuvauts or excipients conventionally employed in a composition 

adapted for transderinal drug administration, and include any such materials 
known in the art, e g, any liquid, gel, solvent., liquid diluent, solubilizer, or the 
like, which is nontoxic and which does not interact with other components of the 
coroposthon in a deleterious manner Examples of suitable adjuvants are water, 
liquid glyceryt triesters with low molecular weight fatty acids or wax-like esters, 
lower alkanols, natural oils such as corn oil, groundnut oil, sesame oil, castor cil 
or condensation products thereof with ethylene oxide, and the lake, hydrocarbons 
such as pharmaceutical grade mineral oil, silicones, ernulsiflers such as 

inonoglycerides or diglycerides of fatty acids, phospholipic acid derivatives such 
as lecithin or cephalin, polyalkylene glycols such as polyethylene glycol, aqueous 
phases to which a swelling agent such as sodium carboxymetbylcdliulose, sodium 
alginate, polyvmylpyrrohdorie, etc, has been added and to which, in addition, 
dispersion agents or emulsifiers such as lecithin may be added,. po)yoxyethylene-
derivatives and the like. The adjuvants may, in addition, contain additives such 

� � 

as preservatives, stabilizers, wetting agents, emulsifiers, etc. The composition 

� � � 
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WHAT IS CLAIMED IS 

1 An HRT method of se1-adnnnistratiou hy a human female of successive 
doses of an estrogen and a plurality of successive doses of a progestogen, wherein 
the female dispenses and self-administers successive mdividual doses of the 

Jestrogen and of the progestogen over .a protracted period of time, during which 
� period of time the amount ofat least one of whieh doses s.cbanged, which 

method comprises the stepsof 
a) dispensing to a delivery surface, from a first source of a first semisolid of 

visous liquId pharmaceutically acceptable composition containing a plurality of 
non-discrete doses of the estrogen, a metered volume of the first compositidn as a 
single dose of the estrogen; 

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 estrogen, a metered volume of 
the sccoa4 composition as a single dósà of the progestogen; 

.c) transporting the dispensed doses of the first and second compositions 
from the delivery surface .simultaneotisly to the site of administration of the 
estrogen 

. and progestogen and 
. administering the dispensed estrogen and 

progestogen thereat; 
d) repeating steps a) 

- c) on a predetermined schedule, and 

C) periodically, in response to the physiological symptoms associated with 

menopause or the RET currently exhibited by the female, changing the metered 
volume of at least one of the first and second compositions which is dispensed 
onto the delivery surface as a single dose thereof. 

2. A method according to claim 1, wherein the predetermined schedule of 
Step d) is daily. 

3. A method according to claim 1, wherein the site of administration is tin 
area of the skin of the female àud..the  first and second pharmaceutically acceptable 
compositions are adapted 

to transderrnal administration. 
4. A method according to claim 3, wherein the delivery surface is the 

� . ... female’s band and the compositions thereon are administered at the selected site of 
tranadermal administration on the skin of the female by rubbing the hand against 

� the the skfn. 

SUBSTITUTE SHEET (RULE 26) 
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11 
A method according to claim 1, wherein the estrogen is ethinyl estradiol 

� or estradiol or an ester threof, csttoæe, estrone sulfate or conjugated estrogens and 
the progestogen is micromzecl progesterone, norethmdrone or esters thereof, 
norgestrel, chionnadinonc acetate, cyproterone acetate, desogestrel, 3-
ketodesogestrel, drosprenonc, norgestimate, levo-norgestrel or gestodene 

12 A method according to claim 1, wherein the estrogen is ethinyl 
estradiol or 1713-estradiol and the progestogen is gestodene, levonorgestrel or 

S.. 3-ketodesogestrel. 
� 13. Am ethod  according to claim 14 wherein the predetermined schedule of 

Step d) is daily, wherein the pharmaceutical compositions are semi-olids, 

wherein the pharmaceutical compositions are metered from a dispenser in which 

the first and second containers both are housed, winch the dispenser comprises 
mechanical means for changing the volumes of the riharmaceutical compositions 
which are dispensed from the containers in response to a defined constant digital 
manipulation employed to extrude from the container. 

.14. A dispenser adapted for .dispcnsing andself-administering a plurality of 
-successive individual doses of an estrogen and a progestogen from a dispenser 

� 

S containing multiple doses of 
. 

flereof in separate extrudable pharmaceutically 
acceptable compositions, in metered single dosage amounts which can 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 estfogen in a first 

extrudable pharmaceutically acceptable cdthpsition; 
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). meazs for applying discharging pressure to the first chamber; 
b) a second container comprising 

(i) a second chamber containing it plurality of doses of the progestogen in 
a second extrudable liquid pharmaceutically acceptable composition, 

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

(ill) means for applying discharging pressure to the second chamber, 

� sussTm.rtE 

SHEET (RULE 26) � 
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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 where it can be filled with a 
volume of the first extrudable pharmaceutical composition, to a discharging mode, 
where a volume of the first extrudable pharmaceutical composition therein can be 
discharged therefrom and dispensed from the dispenser, which first metering 
means comprises: 

(1) a first adjusting means for varying the volume of the first extrudable 
pharmaceutical composition which can be extruded thereinto, 

d) a second, metering means adapted to receive a volume of the second 
extrudahie pharmaceutical composition extruded thereinto from the second 
chamber and digitally reciprocally convertible from a receiving mode, where it 

� communicates with the second chamber  through the second port and where it 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, which Second metering means comprises-omprises:(i)a

 (i) asecond 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 a volume of the first pharmaceutical 
composition and a volume of the second pharmaceutical composition from the 
first and second metering means, respectively, from the dispenser as a single dose 

� S 

. of the estrogen and the progestogea. 

� 15. A dispenser according to claim 14 which comprises means for blending 

� . 

the single dose of the estrogen and the single dose of the progestogen discharged 

from: the first and second metering means into a single extrudate prior to being 
dispensed from the dispenser. 

16. A dispenser according to’ claim 14, wherein the first and second 

adjusting means are positioned internally in the dispenser and not readily 

accessible by an individual dispensing single doses of the estrogen and the 

progestogen therefrom. 
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EXAMPLE 6: Menoatasa1 Symptoms {)131) For aropential symptoms, the foIlowitg parameter 
- and categories will be used: 

[)11 Objective: To demncstrate that the therapeutic e-
eacy of E24)RSP regarding menopausal symptoms is supe-
nor to placebo-

Pxamwr 

fl2 Primary Objective: Hot flushes 

0121j Secondary Objectiv-esi Sweating episodes, sleep 
trcred frenry oofyes 

of wjat?o, 
roblems, depndssed moods, nervousness, urogenital symp- oocuria ncyes yar" uraes at teast 2 uthalteu tertn 2 or 

roms (vaginal
 

drynesspoliakiniria, noctunia), bleeding pat-,  _ 

tetus. General safety. 

[0i221 Synopsis Doatbin-blirad, n piacei,o 132 Data Araslysis For the efticeoy parmuoters, both a 

with healthy, post-menopausal women randomly asinrd to 
valid-case analysis (VCA) and an intention to treat (ITT) 
analysiwwill be performeth The primary target variable is the 

QUO Of 4 groupsindMduai relative iraue ((TI) in the number of hot flushes. 

0123 I tog E2?i nag DRSI Taridll are dividual means. ed CteB)iB, where in C is defin as 
Tis the mean number of hot flushes per week, calculated by 

[0124)- 1 nag E2+2 nag DI.SP the O  VatIQS during the weeks 3 tbrotigh 16 of the 
treatment phase. B is the mean number of hot flushes- per 

fI125j I nag E2-3 rug DRSP placebo week, calculated from the observations of the 2-eck pre-
treatment phase. 

t0126 Synopsis: 
EXAMPLE 7: Lipid Profile 

[01127) Main inclusion criterion: A minimum of 5 moder- [0133)- Objective: The primary goal of this study is to 
- ate to severe hot liushe par day on at ieat 7 days of the compare two 2/DRSP treatments, and PremiquacfifPre-

2weelcprc=rreaaanaent period. me1le regarding Lipid profile. Lipid profile is generally 
accepted as the surrogate endpoint to estithate cardiovascus 

[012$) The duration of the treatment will be if weeks (4 tar risk. 
28-day cycles). [0134)- Primary Objuorivesa Lipid pattirrn including I-fOE 

[0129)  Hat flushes will be assessed by means of recording choleturol, LOL cholesterol 

the frequency arid severity (tuild. moderate and severe) and {0135} Secondary Ob)ecitives: Lipid pattern including total 
eciutapa drag these between the venam groups -and placebo. cholesterol, triglycerides, HDL2 cholesterol, HIX3 eboles 
The ptient will record the incidence atad severity of the hot tarot, VLDL cholesterol" apolipoproteins (A-i, A-2, 3z, F), 
flushes and diary ctrds. In addition, the investigator WWk Lp(a) Menopausal symptoms; Bleeding pattcrm Endonne-
the 

patient aTt each visit. abour other typical menopausal trial saty; General safety 

sytoptums (sweating episodes, sleep problems, depressed [U126) Design: The statdy is performed as an open4aflel, 
moods. nervousness, urogenital syruptouts. The intensity of multicentre, comparative study in 300 post-menopaarsai 

- the symptoms ivill be assessed as mild, moderate or severe, women randomly assigned to one di 3 groups of lOft after 
giving their infOrmed consent. 

[0130) If the patient has an iratapt uterOs, the occurrence of 
[0131) - Gcoup4: 

laeeding will be recorded every day during the study on 
- - 

- 

diary cards. The patient wilt make daily entries in the chars- f0l31 I. iug E2+2 nag tillS? - 

card according to the bleeding intensity definitions given [0139)- i g E-2?3 sag DRSP PrcmiçuePremefiefla: 
below - 0.625 ’pg eonjpgated estrogens +5 nag MPA 

[0140) All Ire ors are applied daily orally chunirag the 
- - whole treatment period of 2 years without 4 treatment free - 

- 
- Caee Con-5orv Oefio’ieo 

interval. Measurements of lipid profile -are performed at 
- 

-- screening and after 11 28,-52, and 104 -weeks of ti-eatnacur 
C or uc \agtoai bieeatoe as well as six weeks after treatinenu - 

1 a000tr- ea the: a&wcioaed with -to-rear.’ earnatrorcior. 1. Apharinaceutical cenaptasitton comprising 
� reir.tive unite rat Vexperteocr. with ar 

- 

as- a first aCtive agent. 4n estrogen (Or naturally or syru-
- nee tea meiury protr.alen (euept t Aq,1tsMI 

theti der,  thereof) in sufficient armunts to treat 
2 light lear. thaa rematch. whit no-roel neartreaou 

diseases, disorders and ayrnptorns associated with deli-
riive r., t1e r.obtc"r excarirrea with erent endogearous levels of estrogen in women, and 

- no- tread sriitr.ry protear.to-n - - 

2 no-rmi lita nerntcl nuurrruatinui rnlartvatc the viitjec:’s us a second active agent, 6ll,7;l5l;163-dimethyleue-3- 
- 

-eosrieaaea 
- 

oxcr-17a-preg-4.enue-21,17-carbolactone (fire-
4 teavy note then ucroat mrosueatioa releXtve o- spircrioæe> in suvlent a’pouigt8 to protect the - - 

� cohieetr. erpea-tecea endomatrinsa from the adverse effects of estrogen, - 

� - - -- - - - - - - - ----- - 
- together with. a pharutaceuticafly acceptable excipient or, 

-- - 
- Cartier. - 

� - - -- - - - - -. 
-- ._i_ - 
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