1 Filmshaped nedi canent for oral adm nistration, containing estriol The
present invention relates to fil mshaped nedi canents which are to be

adm nistered orally and which are intended for transnmucosal adm nistration
of estriol and/or at |east one of its pharnacol ogically acceptable esters,
alone or in conbination with at |east one gestagen. The present invention
further relates to the use of estriol 1l and/or at |least one of its

phar macol ogi cal |y acceptable es- ters, alone or in conbination with at

| east one gestagen, for the production of a filmshaped, orally

adm ni stered | capent for .the treatnent of cl.inpacteric.conplaints. The
nmenopause of mgﬁgﬁ_Fg%Pﬁgbngﬁgfmﬁg%a%ﬁgr953 oFdFFPéS%§3%§?3?Png t he
fertile phase fromthe peri occomtainiohg restptobucti on is no | onger

possi ble. The climacteric period is characterized by a continuous decrease
in the hornone pro- duction of the ovaries as well as by a decrease in, and
ul- timately the cessation, of the nenstrual period which is associated

t her ew t PheAbrienkegnvankgoal rbilatelsi #BCERNnCshApeHOMediBamaaEEagEN | evel

in the bl pod,decreases and after several _years |ess.estrogen i r oduced
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The ebbi h i r i 0 Lats ng.t hese are
dry, thi SR deo s BRATEbIBai 8110 4edBtaba e R BED, ag SR G EPE P
hai ri - nesabanagicon wWath et Rgast anehgeisgiageand nyal gia, in- creased water
deposition in the tissue, leading to tension in the breasts, a dry and

itching vagi na, nore frequent in- flammtions of the vagina, inflapmations
of the bﬂyﬁdgpgsent invention further relates to the use of estriol

and/or at least one of its pharmacologically acceptable es-
ters, alone or in combination with at least one gestagen,
for the production of a film-shaped, orally administered

medicament for the treatment of climacteric complaints.

The menopause of women {(climacteric) is a period of life
separating the fertile phase from the period in which re-
production is no longer possible. The climacteric period is
characterized by a continuous decrease in the hormone pro-
duction of the ovaries as well as by a decrease in, and ul-
timately the cessation, of the menstrual period which is
associated therewith. At the beginning of the climacteric
pericd, the gestagen level in the blood decreases and after
several years less estrogen is produced as well, until the

body ceases to produce these hormones entirely.

During this phase of hormonal chgnge, complaints occur in
around 80% of women. The ebbing hormone production causes
organic complaints. Among these are dry, thin and slacken-
ing skin, a reduction in muscular tension, altered hairi-
ness or even loss of hair, arthralgia and myalgia, in-
creased water deposition in the tissue, leading to tension
in the breasts, a dry and itching vagina, more frequent in-

flammations of the vagina, inflammations of the bladder,




2 and dribbling of urine, as well as a decrease in bone nass
(osteoporosis). Organic conplaints my be acconpani ed by neurovegetative
conpl aints such as hot flushes, outbreaks of sweat, dis- turbed sl eep,
vertigo, tachycardi a or headaches. These synptons determ ne the picture of
the climacteric com plaints for about 2 to 3 years. Additionally, psychic
conpl ai nts may occur. Anpng these are? anxiety states, irritability and
aggressi veness, inner ten- sion, bad nood, nervousness, nood sw ngs and
depression, fatigue and |lack of drive, forgetful ness, dimnished con-
centrationcfﬁg_% and aI ered sexuallr(.jl}ﬁt Thes conpl ai nts usuall¥ | essen
agai n whé&® Pgldﬁ‘igsr% ha& *§rowd Sud€ax 6° fh e|°§<?k"58f RoPRERT25The

conpl ai nt{®sdsopoiratsded)wi th the clinmacteric period are felt to be rather
mld by 30 to 40% of the wonen affected, in 25% of those affected the
psychic and somatic conplaints are very stron and 5% of the wonen
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admini stered to conpensate  for the hornpne deficit and to.treat the
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post meno qutélsanltsor}aése a%%d f(}r % &O%phsyl axis of osteoporosis and

car di ovascC diséases i's me Ven There is, however, also a
possibility of unwanted side ef- fects occurring in hornonal replacenent

therapy. A@ng dh8 1 &fmiatsyfcrh‘i@l%p‘i'ai%ﬁ BSt Y @&{?‘i‘n%s%‘ikefs%r a@ld on of
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anxiety states, irritability and aggressiveness, inner ten-

sion, bad mood, nervousness, mood swings and depression,
fatigue and lack of drive, forgetfulness, diminished con-
centration power, and altered sexuality. These complaints
usually lessen again when the organism has grown used to

the lack of hormones.

The complaints asscociated with the climacteric period are
felt to be rather mild by 30 to 40% of the women affected,
in 25% of those affected the psychic and somatic complaints
are very strong, and 5% of the women concerned are even

temporarily incapable of working.

In the so-called hormone replacement therapy (HRT), estro-
gens combined with gestagens are administered to compensate
for the hormone deficit and to treat the complaints associ-
ated with the climacteric period. The benefit of hormone
replacement therapy for treating c¢limacteric complaints in
women in postmenopausal phase and for the prophylaxis of

osteoporosis and cardiovascular diseases is well proven.

There is, however, also a possibility of unwanted side ef-
fects occurring in hormonal replacement therapy. Among the
most frequent side effects are increased formation of oede-

mas, increased risk of thrombosis, increased risk of ac-




3 quiring an endonetrial carcinoma, feeling of tension in the breasts,
gain in weight, nausea, hyperpignentation and spotting. In addition, a
continual adm nistration of hornmonally ac- tive estrogens pronotes the
proliferation of vaginal epithelial cells and increases the risk of

hyperpl asia of the endonetrium In view of the disadvantages associ at ed
with continual es- tradiol admininistration it has been proposed to use
estriol, which scarcely induces proliferation of the endo- netrium i nstead
of estradiol within the franework of hor- none replacenent therapy. Estriol

((re(x 17(3)-.estra- 1,3 5(1Q)~triene-3, 16, 17-triol) ds the final tabolic
b oduot SRFTTRE P SPRRIEEEY e CAEOLPE o 80 Gs Al EF 2P SERt in ¢ he
uri ne, obrelstest gagen imewalighits maBsieag hypespdguientatdbnesndadi ol , t he
hormonal £ffgGh0f estriol is also substantially smaller than that of

estradi ol . Howéver, when administered perorally in the formof coated
tabl ets, capsules or tablets, estriol is quickly inacti- vated in the liver

by for matrin0mdefi tiloh ,dlal cRn@Anta 10 Qldnidi sltiré®iochN b nembnh1lly 3%-of the
adm ni ster.ed estriol dose enters_the bl.qod circul ation i.n Qioavail abl e
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ef fectiveun tr nt of hot flushes, dis- turbed sleep and several

ot her pro ebﬁéﬁggfggﬁéﬁgd with the climacteric period. Because of the
relatively high dose (2 ng/day) adm nistered, there is also a possibility

of side sof hQGHS J2C AN ISR taYAUIR AN SPH it TicRn tAhudl dsternative
to peroral adm_nistration, the vadginal
tradiol admininistration 1t has been proposed to use

estriol, which scarcely induces proliferation of the endo-
metrium, instead of estradiol within the framework of hor-
mone replacement therapy. Estriol ((16a,17p)-estra-
1,3,5(10)-triene-3,16,17-triocl) is the final metabolic
product and the intermediary metabolic product, usually
predominant in the urine, of the estrogen metabolism. Being
a metabolite of estradiol, the hormonal effect of estriol
is also substantially smaller than that of estradiol.
However, when administered perorally in the form of coated
tablets, capsules or tablets, estriol is quickly inacti-
vated in the liver by formation of its glucoronide deriva-
tive. Thus, only 1 to 2% of the administered estriol dose
enters the blood circulation in biocavailable form. For this
reason, for peroral administration of estriol a dose of 2
mg per day has been found optimal to prevent vaginal atro-
phy and effective in the treatment of hot flushes, dis-
turbed sleep and several other problems associated with the
climacteric period. Because of the relatively high dose (2
mg/day) administered, there is also a possibility of side

effects occurring such as nausea and mastalgia.

As an alternative to peroral administration, the wvaginal
administration of estriol has also been tested in order to

be able to reduce the amcunt of the hormone which has to be




adm ni stration of estriol has also been tested in order to be able to
reduce the anmount of the hornone which has to be 4 admnistered while
retaining the same systemc effect. A snmaller dose additionally has the
advantage of a smaller deflection of estrogen-nodulated Iiver functions.
Al t hough vaginal adm nistration proved to be nore effective than peroral
admi nistration since intravaginally adninistered estriol was initially
qui ckly absorbed and is therefore in principle suitable for |ocal as well
as system c hornone replacenent therapy, but the hornification of the

vagi nal .t hel i umwhich occyrs i.n prol onged applicatio n ich has a
negati ve a??‘é‘@ts t@ﬁeﬁué’h&g‘ orpt ad‘r?"&lgp & is%l'"emsg’ips-tef“é‘tce?%fggi%ns t he
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effects on the micosa of the uterus. It was therefore the object of the
present i4AFOR 3gRiMSt the vaginal application of estriol. Moreover,

the vaginal administration of estriol was not accepted by
the probands.

Apart from a vaginal administration, in EP 0 630 248 it has
been described that transdermally administered estriol is
also suitable for the therapy of climacteric ostecporosis.
However, the very high estriocl amounts (12 mg per 24 hours)
which had to be continuocusly administered transdermally to
the male subjects in order to achieve a serum level of free
estriol that corresponded to the physiological concentra-
tions of estrogenic hormones in the female cycle (50 to 350

pg/ml) must be considered to be disadvantageous.

Apart from this, the transdermal administration of estriol
should result in a largely constant blood level of estriol
which, it is true, has a positive effect on the bones, but
also promotes the unwanted effects on the mucosa of the

uterus.

It was therefore the object of the present invention to
provide a medicament for administration of estriol which is
to be administered orally and is suitable for the treatment

of climacteric and/or postmenopausal complaints, and which




provi de a nedi canent for admi nistration of estriol which is to be

adm nistered orally and is suitable for the treatnent of clinmacteric
and/ or postnenopausal conplaints, and which 5 avoids the aforenentioned

di sadvant ages of the known pero- ral admi nistration forns as far as
possible. It has surprisingly been found that this object is achieved by a
nmonol ayer or multilayer filmshaped nedi canent con- taining estriol and/or
at | east one pharmacol ogically ac- ceptable ester of estriol. Suitable

phar macol ogi cal | y acceptable esters of estriol are for exanple, estriol

tri acetate tr I tri r9 |on- t tr estrlol 6- acet ate,
estriol - fgjfgﬁ Sc F% e, 3? %1 %m apgfeo %?I POTQ Y? i sul at e,
estriol - Saduhﬁmue}5¢gaﬁﬁoh £¢rmalhatéﬁres$rpoBS3bﬂen1- succi nate or
estriol-16, 17-heni succinate. Estriol and/or the pharmacol ogically

acceptabl e ester(s) of estriol may optionally be contained in the
fi | m shafdd s srexisdngly bespi Formeh thath this ekdectndsgashagdrd The

fil mshapgd 2 eidineABRRES oIC aRNEHiNG teha ni-RRapdo hedivanlhn® tba-
transmucqsal .absor tloq of estrlo nd/or of the phﬁrnacol |caIIy

accept ab/B*&dPG B3P g 1ezst ope P, £81°8L¥h8Sgest agen( s)
addi t i onaleptabdet asted olmetsl‘l:&‘:l.ﬂﬂdl canent, via the oral nucosa by appl yi ng
the ne- dicanment sublingually or buccally. The active substance or the
active substances contained in the fil mshaped nedica- nent is/are rel eased
f r om t he Suiltabdieq pharmadicdeediraldy acosphalleofestiersacfi estaficdal i va, and

subsequenidyy G likaaiy1es 0lhtd 1412 Ezjlpadért%!term%%ohn thip$ opa¥n-t he
so-called "first pass effect”, which is _responsible for e %UICk i n-

activati@ﬁebfeﬁéﬂi%%W%/%%ﬁﬁﬁﬁestéﬁéﬁﬁaﬁﬁ%QﬂaCQ@éﬁévoFﬁ§&1° -1

diacetate, estriol-3-17-disulfate, estriol-16,1l7-disulfate,
aestriol-3-sulfate, estriol-l1l7-sulfate, estricl-3-hemi-

succinate or estriel-16,17-hemisuccinate.

Estriol and/or the pharmacologically acceptable ester(s) of
estriel may optionally be contained in the film-shaped me-

dicament in combination with at least one gestagen.

The film-shaped medicaments according to the invention en-
able the transmucosal absorption of estriol and/or of the
pharmacologically acceptable ester(s) of estriol and, as
the case may be, of the gestagen(s) additicnally contained
in the medicament, via the oral mucosa by applying the me-
dicament sublingually or buccally. The active substance or
the active substances contained in the film-shaped medica-
ment is/are released from the film-shaped medicament as a
result of the action of saliva, and subsequently can be ab-
sorbed via the oral mucosa. In this way, the so-called
"first pass effect", which is responsible for the quick in-
activation of perorally administered estriol, is avoided.
The dose of estricl and/or estriol ester, relative to the
known administration forms for estricl, can thereby be re-
duced to less than 2 mg/24 h, preferably to approximately

200 pg per 24 h, released by the inventive medicament, in




The dose of estriol and/or estriol ester, relative to the known
admnistration forns for estriol, can thereby be re- duced to less than 2
ng/ 24 h, preferably to approximately 200 pg per 24 h, released by the

i nventive nmedicament, in 6 order to achieve the sane systemc effects as
wi th markedly higher doses of perorally or transdermally adm nistered
estriol. Furthernore, no changes of tffe” oral mucosa anal ogous to the
proliferation and hornification of the upper cell layers in the vagina
observed in the vaginal adm nistration of estro- gens were observed with

buccal or i . I hstratio f estrigl. These. chan i he
vagi na mod%téwbﬁ%?hﬁ%gggon% ors%%"ﬁeggbs-%eéné"ﬁvee Teggts faﬁatw,lt\?\ﬁ _&%igcﬁg]'&ame

t r eat nenthighe¢ricioses o pegioriadllyl eveltsransdebmadlyoddiviog sivexedr abl y after
some tinggyign estriol is applied vaginally, but not when it is ad-

m ni stered transnmucosally via the oral mucosa. Thus, even in the case of
| ong-term use, there should be no unwanted absorption conditions at the

oral gugm%m:&mh e3PRid faiair@@fs ss'ﬁ:t Q:h]@_"@raihﬁﬂc%s%h&:ﬁﬁ_ﬂ.of;@ﬁ:_st e \&_Eesg,
provi ded _that. the .treatnent of. ifhe climc ic conmplaints.is carried out
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preferablof @05ighto 2 nm and with even greater preference 0.1 nmto 1

mm The area of the inventive nmedi canents is between 0.5 to 20 cn®;

preferably, the_ area amounts to 1 to 10_cn2. The shape of_ the_indivi dual
medi Carrerﬁ’sesﬁafh\?é’rgﬁs -Fﬁle)’:%)}raglna might be the reason for the ob-

served fact that, with the same treatment and dose, the
estriol levels in the blood drop measurably after some time
when estriol is applied vaginally, but not when it is ad-
ministered transmuccsally via the oral mucosa. Thus, even
in the case of long-term use, there should be no unwanted
absorption conditions at the oral mucosa as the application
site that show a change for the worse, provided that the
treatment of the climacteric complaints is carried out us-

ing a film—éhaped medicament according to the invention.

The film-shaped administration forms according to the in-
vention are medicaments of small thickness. The thickness
of these film-shaped medicaments is 0.01 mm toc 5 mm, pref-
erably 0.03 to 3 mm, especially preferably 0.05 mm to 2 mn,
and with even greater preference 0.1 mm to 1 mm. The area
of the inventive medicaments is between 0.5 to 20 cm?;
preferably, the area amounts to 1 to 10 cm?2.

The shape of the individual medicaments may vary. They may
be of round, oval, triangular, rectangular or polygonal
shape.

The medicaments according to the invention are also called
"wafers". They are capable of conforming to the irregular

surface contour of the oral mucosa after having absorbed




be of round, oval, triangular, rectangular or polygonal shape. The

medi canents according to the invention are also called "wafers". They are
capabl e of conformng to the irregular surface contour of the oral nucosa
after having absorbed 7 noisture. In addition, the nmedicaments according
to the in- vention may be gel atini zabl e or capable of swelling. In a
preferred enbodi nent, the inventive fil mshaped ne- dicinal preparations
are already pliable before they are applied and can absorb noisture from
the saliva. The active substance content of a filmshaped nedi ci nal

preparation according to..the inyention.i s 0.5 to 40%wmt, r kl%rabl_y lto
S0%% w B SES c Fn ARy 13, Me G e, ACCRRALRY 4o R4
medi caneentdioms msty &fe gyedebinsrzabdiet aimiaoapablsy ef eaweddiimgi.se at | east one

pol ymer-contai ning |layer that serves as an active substance reservoir.
This layer contains the active substance and is capable of liberating it

upon act ildh dPrsfenred FreqmEnsy, Jde iinventive £idgiphaped @em ai ni ng
reservoi iqilcavei ?Ji@#ﬁr%ﬁi%n]so dr@ W%dday JAeiAAMNERR the{0%t , and
particularly pre erd:bl 38 to. 60% wt. ‘Fhe pol ynmers suitable for the
product i GPPIEehén ﬁ?)f‘/" rh meiaturg iﬁfé”%d%’set &4 YBeservoir can be
selected fromthe group which consists of polyvinyl alcohols, polyvinyl

pyr- ol l.dones., Rel Yol acel o, 0ol o e Arep R ialy ethyl ene
oxi de polymers, poef yuret hanes, polyacrylic acids, ~po yacrﬁ at es,
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gel ati ne,zdo%u_lvltul an, gel -

The film-shaped medicaments consist of a polymer-containing
layer or comprise at least cne polymer-containing layer
that serves as an active substance reservoir. This layer
contains the active substance and is capable of liberating
it upon action of saliva. The polymer portion in this poly-
mer—containing reservoir layer amounts to 10 to 90%-wt,
preferably 20 to 70%-wt, and particularly preferably 30 to
60%—wt.

The polymers suitable for the production of the layer serv-
ing as active substance reservoir can be selected from the
group which consists of polyvinyl alcohols, polyvinyl pyr-
rolidones, polyvinyl acetates, polyethylene glycols, poly-
ethylene‘oxide polymers, polyurethanes, polyacrylic acids,
polyacrylates, polymethacrylates, poly(methyl vinyl ether-
maleic acid anhydrides), starch, starch derivatives, natu-
ral gums, alginates, pectins and gelatine, pullulan, gel-
forming proteins, chitosan, agar-agar, agarose, carra-
geenan, xanthan, tragacanth, dextrane and cellulose ethers
such as ethyl cellulose, hydroxyethyl cellulose, propyl
cellulose, carboxyl methyl cellulose, Na-carboxymethyl cel-
lulose, hydroxypropyl cellulese, hydroxypropyl methyl cel-
lulese, hydroxypropyl ethyl cellulose, cellulose acetate.




form ng proteins, chitosan, agar-agar, agarose, carra- geenan, xanthan,
tragacant h, dextrane and cellul ose ethers such as ethyl cellul ose,

hydr oxyet hyl cellul ose, propyl cellul ose, carboxyl nethyl cellul ose,

Na- car boxynet hyl cel - | ul ose, hydroxypropyl cellul ose, hydroxypropyl nethyl
cel - lul ose, hydroxypropyl ethyl cellul ose, cellulose acetate. 8 The

pol yners can be used alone or in conbi®nation with one another to prepare a
medi canment according to the invention which has the properties desired,
such as adhesion, release or disintegration properties. In its sinplest
embodi mep the i nventlv%lglluse R % ne- dlcagpn jpo |stsl%L a3 ngle

pol ymer Iayep & er Siod) §EEFCE ™ Y GRS JrEanments having a
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contains the active su ance/active sub-" stances, these |ayers may differ
in terms 95 disdintegnation arepestd@scontent and their active substance
conposition, but also in terns of their polyner conp05|t|on and t hereby

t heir adhesi ve pr.operties or i.nte athn p The
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al cohol s such. as dodecanol, un- decanol octanol, sorbitol, nannitol and

ot her su§BPostimeniifo|contadns Hhife Asttiwey s(qlqsdqaﬁs:@»/aﬁg-vef S99 g agents,

stances, these layers may differ in terms of their active
substance content and their active substance composition,
but also in terms of their polymer composition and thereby

their adhesive properties and/or disintegration properties.

‘The medicaments according to the invention may additicnally
contain one or more inactive ingredients known to those
skilled in the art. These inactive ingredients may be se-
lected from one or more of the following groups:
emulsifiers, comprising polyethoxylated sorbitan fatty acid
asters, polyethoxylated fatty alcohols and lecithin; plas-
ticizers, comprising polyethylene glycel, glycerol and
other polyalecochels, higher alcchols such as dodecanocl, un-
decanol or octanol, sorbitol, mannitel and other sugar al-
cohols, dexpanthenol and triglycerides; filling agents,
comprising high-disperse silicon dioxide, titanium dioxide,
zinc oxide, chalk and starch; colourants; sweeteners and
flavouring agents; wetting agents; preservatives; pH regu-
lators and antioxidants; disintegration promoters; permea¥
tion promoters improving the absorption of estradiol
through the mucosa, e.g. fatty acids and fatty acid esters,
polyhydric alcoheols such as propanediol, tocopherols or
etherial oils such as menthol.




conprising high-disperse silicon dioxide, titaniumdioxide, zinc oxide,
chal k and starch; colourants; sweeteners and flavouring agents; wetting
agents; preservatives; pH regu- lators and antioxidants; disintegration
pronoters; pernea- tion pronoters inproving the absorption of estradiol

t hrough the nucosa, e.g. fatty acids and fatty acid esters, polyhydric

al cohol s such as propanediol, tocopherols or etherial 0|Is such as
menthol. 9 The proportion of these i nactive ingredients may anount to up
to 60% w, relative to the total weight of the nedica- ment. Preferably,
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According to a preferred embodiment, the film-shaped me-

dicaments are to enable a longer-lasting active substance
release which is retarded in time. The active substance is
preferably released over a period of 4 h, especially pref-
erably over a pericd of 6 h, and with even greater prefer-
ence over a period of 8 h. By a pulse-like release of the
active substance within 4 h, 6 h or 8 h once daily, it is
possible to produce effects in the central nervous system,
the vaginal epithelium and the urogenital tissue which are
therapeutically desired, without inducing an atrophy in the
vagina or in the urogenital tissues, which have the same

origin in terms of embryology.

Pulse-like administration could, for example, contribute to
an improved uteroc-/vaginal dissociation. In this respect
the medicament according to the invention can improve the
tissue specificity of estriol and the estriol ester(s) in

the treatment of climacteric complaints.

In a further preferred embodiment of the medicament accord-
ing to the invention, the active substance(s) is/are re-
leased over a period of 24 h or longer. It is thereby pos-
sible to achieve a largely constant blood level that, due
to its favourable effect in the bones, is especially suit-

able for the treatment of osteoporosis.




Pul se-1i ke adm nistration could, for exanple, contribute to an inproved
utero-/vagi nal dissociation. In this respect the nedicanent according to
the invention can inprove the tissue specificity of estriol and the
estriol ester(s) in the treatnent of climacteric conplaints. In a further
preferred enbodi nent of the nedicaneni accord- ing to the invention, the
active substance(s) is/are re- |eased Bver a period of 24 h or longer. It
is thereby pos- sible to achieve a |argely constant blood |evel that, due
to its favourable effect in the bones, is especially suit- able for the
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cially preferably only after 6 h, and with greater prefer-

ence only after 8 h or even only after 24 h.

According to a preferred embodiment the film-shaped medica-
ments according to the invention are mucoadhesive. Particu-
lar preference is given to an embodiment which only has one
mucoadhesive surface. This enables the medicinal prepara-

-tion to stick to the oral mucosa during the application pe-
riod, and the active substance(s) can be absorbed directly

at the application site via the oral mucosa.

In a particularly preferred embodiment, the mucoadhesive
medicament has, on the side opposite to the mucoadhesive
surface, a layer which is impermeable to the active sub-
stance, so that upon application to the oral mucosa it is

possible to achieve a directional active substance release.

The film-shaped medicament for oral administration, con-
taining estriol and/or at least one pharmacologically ac-
ceptable ester of estriol, may additionally contain at
least one further active agent from the group of the
gestagens which upon application of the medicament is like-
wise administered transmucosally, sc that in a hormone re-

placement therapy using a combination of estricl with at




In a particularly preferred enbodi ment, the nucoadhesive nedicanent has,
on the side opposite to the nucoadhesive surface, a |layer which is

i npermeabl e to the active sub- stance, so that upon application to the oral
mucosa it is possible to achieve a directional active substance rel ease.
The fil mshaped nedi canent for oral adm nistration, con- taining estriol
and/ or at | east one pharmacol ogically ac- ceptabl e ester of estriol, my
additionally contain at |east one further active agent fromthe group of
the gestagens which upon application of the medicanent is |ike- w se
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climacter.ic cor‘repl? nts and/or in _the course of a hormone repl acenment

therapy.the case of multilayer films, one or more coatings can be
applied in the same manner to the existing film layer, or

be separately prepared and subsequently laminated thereto.

The inventive film-shaped medicaments for oral application,
containing estriol and/or at least one pharmaceutically ac-
ceptable ester of estriol, alone or in combination with at
least one gestagen, can be used for treating climacteric
complaints and/or in the course of a hormone replacement

therapy.

Advantageously, the hormone replacement therapy or the

treatment of climacteric complaints can be carried out us-
ing an estriol dose of less than 2 mg/24 h, preferably us-
ing an active substance dose of approximately 200 png/24 h,
when the medicament according to the present invention is

utilised.

Particularly the pulse-like administration of estriol and
its pharmacologically acceptable esters once daily over a
period of 4 h, preferably 6 h, or particularly preferably 8
h, which is made possible by the medicament according to
the present invention, apart from the administration of
smaller doses also enables an improved tissue specificity

as compared to transdermal administration.




Advant ageously, the hornone replacenent therapy or the treatnent of
climacteric conplaints can be carried out us- ing an estriol dose of |ess
than 2 ng/ 24 h, preferably us- ing an active substance dose of

approxi mately 200 pg/24 h, when the nedi canent according to the present
invention is wutilised. Particularly the pul se-1ike adm nistration of
estriol and its pharmacologically ac%%ptable esters once daily over a
period of 4 h, preferably 6 h, or particularly preferably 8 h, which is
made possi bl e by the medi canent according to the present invention, apart
fromthe adm nistration of smaller al so enabl es an inproved tissue
specificity as conpared to transdernmal adm nistration. 12 CLAI MS 1.

Fi | m shaped medi canent for oral adm nistration, par- ticularly for buccal
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subst ancatr dsarstoicne Feddedjeonmad aadtioedisubsttanedeai m 2, characterized in
that it has a bilayer or nultilayer structure, with at |east one |ayer

contai ning active substance. 4. Medicanent according to any one of clains 2
or 3, claractadigsent Eagondiag dioy mlaisodtaicharadterdzegy ia thiadast one

of the palyRInLYUAIJH Y J AN MY H%ihd Qayer or comprises at
least one polymer-containing layer which contains the ac-
tive substance or the active substances and serves as ac~

tive substance reservoir.

3. Medicament according to claim 2, characterized in that
it has a bilayer or multilayer structure, with at least one

layer containing active substance.

4, Medicament according to any one of claims 2 or 3,
characterized in that the polymer-containing layer or at
least one of the polymer-containing layers enables a re-
tarded active substance release.

5. Medicament according to claim 4, characterized in that
it releases the active substance in a manner retarded in
time, preferably over a period of 4 h, especially prefera-
bly over a period of 6 h, and with greater preference over
a period of 8h.

6. Medicament according to claim 4, characterized in that
it releases the active substance over a period of 24 h or

more,




tarded active substance rel ease. 5. Medicanent according to claim4,
characterized in that it releases the active substance in a manner
retarded in tinme, preferably over a period of 4 h, especially prefera- bly
over a period of 6 h, and with greater preference over a period of 8h. 6.
Medi canment according to claim4, characterized in that it releases the
active substance over a period of 24 h3or nore. 13 7. Medi canent
according to any one of the preceding clains, characterized in that it is
gelatinizable or capa- ble of swelling in aqueous nedia. 8. Medicanent

accordin one of the preceding clainms, characterized in that it is
sl owl y s%l “ubl y]&’lcaﬂe&ﬂ )?cd’l"pqﬁ“@g ARy iR Sife RS é"@.g Medi cament
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di sint eglbq_t ed or..i s_,_lg_%gfl%t %{ﬁqmsgs only after 4 h, preferably only

after espeC|aI y after 8 h, or even only after 24 h.
10. |\/de carrent accordl ng to any one of the preceding clains, characterized

in that ig rebﬁ%ﬁ%@%&&ﬁ tﬁ%ﬂj{e&fés%f)ftﬂeeﬁegé@ln% my per 24 h,

preferably approxi- mately 200 pd per Medi Canment according to any

one of tKK&3itvefiiFactenined éﬁ’ar‘%’&‘érﬁtzéd’ istoaidt salubden®Toadhesive or

com pri sAewly |dHaShtegraBitrpdRe gty fmdcE.a . 12. Medi canent according to
claim1l, characterized in that the |layer averted fromthe nucoadhesive
surface is im perneable to the active substance. 13. Medi canent according
to any orfe of Meddicamehtt @ack®drding to claim 8, characterized in that

it has completely disintegrated or is completely dissolved
only after 4 h, preferably only after 6h, especially pref-
erably only after 8 h, or even only after 24 h.

10. Medicament according to any one of the preceding
claims, characterized in that it releases an active sub-
stance dose of less than 2 mg per 24 h, preferably approxim
mately 200 pg per 24 h.

11. Medicament according tc any one of the preceding
claims, characterized in that it is muccadhesive or com-

prises at least one mucoadhesive surface.

12. Medicament according to claim 11, characterized in
that the layer averted from the mucoadhesive surface is im-
permeable to the active substance.

13. Medicament according to any one of claims 2 to 12,
characterized in that the polymer portion in the polymer-
containing layer is 10 to 90%-wt, preferably 20 to 70%-wt,
and especially preferably 30 to 60%~wt.

14. Medicament according to any one of the preceding
claims, characterized in that it has an active substance
content of 0.5 to 40%-wt, preferably 1 to 30%-wt, and espe-
cially preferably of 5 to 20%-wt.




characterized in that the polyner portion in the polynmer- containing |ayer
is 10 to 90% wt, preferably 20 to 70% w, and especially preferably 30 to
60% wt . 14. Medi canent according to any one of the preceding clains,
characterized in that it has an active substance content of 0.5 to 40% wt,
preferably 1 to 30% wt, and espe- cially preferably of 5 to 20% w. 14 15.
Medi canent according to any one of thkdpreceding clains, characterized in
that the thickness of the nedica- nent is 0.01 mmto 5 mm preferably 0.03
to 3 mm espe- cially preferably 0.05 to 2 nm and with even greater pref-
erence 0.1 to 1 mm 16. Use of estriol and/or at |east one of its
pharmaceuti- cally acceptable esters for the production of a fil mshaped
medi camelis .whMeldiicamien th @acadiidingt aoeing’ alney odndhehpeceslinignt ended f or
the tr eatcri"arignso,f c?xlﬁlrg%(i:te zed” 1P 'th Y g;helgchi%i%e%%c QediAg tagelaim 16,
characterizéd i'n At sard o ori M s aped medi cairent 1S a nedi cament

accor di ngrend: disy Oofd mof tol S mon, 1 prefixably 0UOS ¢ 3 medi eswpent accordi ng

to any opgaafiyCkaldEerhb1i0 ol Yo NG F QRIdTRA Ok vkl FRELEERC el ai nts.

erence 0.1 to 1 mm.

16. Use of estriol and/or at least one of its pharmaceuti-
cally acceptable esters for the production of a film-shaped
medicament which is to be administered orally and which is

intended for the treatment of climacteric complaints.

17. Use according to claim 16, characterized in that said
film-shaped medicament is a medicament according to any one
of claims 1 to 15.

18. Use of a medicament according to any one of claims 1

to 15 for the treatment of climacteric complaints.




