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W)2006/ 102990 PCT/ EP2006/ 002358 Tabl et cont ai ni ng

steroi'd hornones The invention relates to a

pharmaceutical conposition F indthe_forn1pf a ?ystem

[ Ik or transnucosa adm ni str.

WOEoogvgg?%gges Vari ous adn1nlstratloﬁﬁﬁééghéQ%6/002358

steroi d hornones have been described. Besides

conventional oral 10 adm nistration, also available

arabilepl abhsaipahghetebidJRbEmoABESE adn1n|strat|on

forms aimat continuous delivery of the steroid

hornones which is as uniformas possible over a
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mal e testosterone deficiency to restore the _

p Xslologlcal state, ,it would be necessary to achieve
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8,43 After a [ ion of a wafer in e
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it is parti i‘por Fon
&Erisy &G ef et Tepi@ughteke of the hormone and a high

bicavailability in order to achieve a high bleood

concentration in a short time.

Rapid release of active ingredients can be achieved by
a - transmucosal administration. Dosage formsg which
disintegrate in an aqueocus environment, e.g. 1in the
mouth, are known - for thig purpose. Buccal
administration systems such as patches, suckable
tablets, chewing gum, films and melting tablets are

known.

Particular mention should be made in this connection of
systems in film form, called wafer (US 5,948,430).
After application of a wafer in the mouth, the active
ingredient is released into the surroundlngs To
achieve a rapid rise in the concentration of the active
ingredient in the blood, it is particularly important
‘that absorption of the active ingredient through the

oral mucosa 1is rapid. Poor solubility or absorption



10

15

20

25

30

35

oral mnucosa is rapid. Poor solubility or absorption
W2006/ 102990 - 2 - PCT/ EP2006/ 002358 cannot be
conpensated by enlarging the wafer at will, because
the-80h%9 105 e wafer is lim.ted by the _sj f...t

nout h, an tgﬁlhck waf ers di si r%t egrate onlp?q\zl@r?%006/%%2358
slowy. 5 The active pharmaceutical ingredients
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welowdyal adm nistration, such as, for exanple,

avoiding the first-pass effect, faster onset of

action, and evading gastrointestinal netabolism 15
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i.cal | ations include tablets, .

g'gltqc%%?, és.?%?gééefl Fgﬁg'?gge%%s’?‘b%l spa%%gb%%eﬁgg evading

PO e SN st i pel Hegtalelkisn physi cocheni cal

properties in order to be nucoadhesive. Thus, such

pol ymers nust be_predom nantly anionic and
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numerous administration forms in order to make certain

- active ingredients systemically bicavailable by

administration through'various micous membranes. Such
pharmaceutical formulations include tablets, patches,
strips, films, semisolids and powders. "Polymers must
have certain physicochemical properties in order to be
mucoadhesive. Thus, such polymers must be predominantly
anionic and hydrophilic due to -numerous hydrogen-
bonding groups, have sufficient wettability on the
surface of the rmucosal tissue, and have adequate
flexibility in order to penetrate through the mucosa or

tissue fissure.

A major problem in the development of buccal ~and
sublingual administration systems'is, however, the low
active ingredient flux rate through the mucosal

epithelial tissue, which leads to a low bioavailability

of the active ingredient.
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35 active ingredient flux rate through the nmucosa
epithelial tissue, which |eads to a | ow
bi oavailability of the active ingredient.
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ﬁ@habslé%wréésédfbvxzh@Oopﬁmﬂhtéte patti thenhuman oral

-Qﬁ@&&é&'er?éﬂaé;CQHBSft'QﬂJQ@S QﬁentﬁﬂPMMdéu yswaﬂlpld

or carboxyllc acl ds al ky henﬁlacetlc .
?amqqé,g water

ap&fantimﬂe&oémﬁl&héhaldsrhf@rcéhﬁé@tﬂan wkuhaﬁeéﬁe@hown
hown t hat buccal absorghlon O thereof depends in a

bfexponéht i al Funct F8 ®the TOFI/ wat®HP 54 onacids,
ombkflphemyla¢§m;x9 walides Hettwyermncilds, aampBeSamiﬂes and
' g2k etk As, davolabl ]hffdgybgw A, o abgorption. 1t

e of

een possi bl or-a nu

'_'progesterone derivatives that the rate constant for 15

i0

15

20

25

30

35

L@&ﬁkgtéPBQé'!Qh &Beh%C%rﬁ%ﬁ&meﬁh&ﬂct Buéea&e%%'s%gptlon
|ncrea5|ng hydrophilicity). Since two para
r‘%g%%o GTREKIS afSor Bt | BHEERPRENEIRE hHadean on  the

[ﬁﬁﬂﬁ%éﬂ@ﬂ bhﬁtlﬁubﬁtwmﬁﬂfﬂuﬁéhwlrL@Q'hy vZlies between

A | g
Lﬁ fxle?lgl tilsug%ﬁltt %@% ha?hgdaf"loﬁ& &t %eﬁﬁgitmgual

regrmdogoien sef t ebashdeaeer eatsUvle ncoeasesr idih a number

I 6ASE é@t%ﬁ' OPBGPLELEY.vo2° RUL! Nl p@éggmégﬁétéaé for
assessm sorp Ion O active 1 ngre
tUitetgh tHeo Ut clate iedsed afecr pages cmhbrrﬂ@areasmg log

[ OPieTdr s iSlf hyRSrdeig 101Ukl Tty and  the rate of
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in the nediumpresent in the nouth 30 determ nes the
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- However, this contrasts with the finding that in

homologous series the permeation increases with

increasing hydrophobicity.

Further parameters for assessing the absorption of
active ingfedients through the Dbuccal mucosa are
physicochemical properties such as the solubility and
the rate of dissolution. The solubility of an active
ingredient din the medium présent in the mouth
determines the concentration gradient which describes
the diffusion pressure. A high solubility generates a
high diffusion pressure. In this connection, the volume
of liguid present in the mouth amounts to only a few

milliliters.

The steroid hormones described herein show a solubility

of 30 pg to a maximum of 1 mg in the wvolume available.

" However, the amount of all substances which is requiréd

- for medical application is distinctly higher than this.
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mlliliters. 35 The steroid hornones described herein
show a solubility of 30 gg to a maximumof 1 ng in

“the vol une avail abl e. However, the anmpbunt of al
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‘PCT/ EP2006/ 002358 US 6, 264, 981 descri bes vari ous

possP b PFt78% GRFERIRBEt VALRPEScRECPéREe 1t Ugsswhgshogret

deisCs i besaalbuféer eds farnghabson Bekcweaksacizds RiFFered
[ suhst ance The bufferin

bases,.i.e. 1qnizabl : | eads .
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Prver¢dusnchefeal mubst anded lisayeHbeener esttde f srreroid
theiondd | Hbk¥rasegenflf&td oeaﬂﬂgta%%rcﬁtl'gonbg nhancers .3
for transpucosal application, wth the tolerability
MO St %y an i nportant aspect. In the
concentration necessary for increasing the nucosal
sorptio 15 wever, the use of _many known )
e CPratanberutbhahaRe) B HEFY & P319d afpBn theiz
ard/lgrtydammgepehethetinucosad nerdrpiteison Sigat@ncers for
' nh I - definj.thon ma t .20
e A anPigde o Confgheragiicy and
perhfdat i oming t A0 s dEpopspmtatismeddnhaitetse i nohgdetration
dRIGHION ob-t he RucGAl: 1gIcosaef o pxanpl e LRERYER: on

oss of the upper |ayers of cells and the decrease in
R SYSifoer TBF d&iFrosime¥anyndifER | ETREI TSR 0f SERangsTs:
petealt iedilvhelliedm by sattStas06h U{aﬂ@iﬂ: @lpﬂafg%t o8l the
L ids. .Steraid hornones are |ipophilic substances
hc%ﬁ%haggnm%ﬁPfSVery poor solubility in water. In
view of the 30 metabolic clearance of testosterone

@@nc@angermeation enhancers by definition damage the

mucoesa, the serious disadvantages of enhancing

permeation with such permeation enhancers include

destruction of the buccal mucosa for example through
loss of the upper layers of cells and the decrease in
the number of desmosomes, and the irritation of the
buccal epithelium by salts, sodium lauryl sulfate or
bile acids. |

Steroid hormones are lipophilic substances which have
only very poor solubility in water. In wview of the
metabolic ¢learance of testostercne {(C. Wang,
D.H. Catlin, B. Starcevic, A. Leung, E. DiStefano,
G. Lucas, J. Clin. Endocrin. Metab., 89, 2936-2941,
2004) and the pharmacokinetic data for the testosterone

tablet administered buccally to men, the wvalue

calculated for the bicavailability of the buccal-
adhesive testosterone tablet is of the order of 25%
(K.J. Baisley, M.J. Boyce, $S. Bukofzer, R. Pradhan,
S.J. Warrington,'J; Endocrin. 175, 813-81%, 2002).



10

15

20

25

30

35

D.H Catlin, B. Starcevic, A Leung, E Distefano, G
Lucas, J. din. Endocrin. Metab., 89, 2936-2941,
2004) and the pharnacokinetic data for the

Otablet_ adninis%ered bucca%b%/%%?gﬁﬁggbg%58
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buccal - adhesive testosterone tablet is of the order

of 1259 RIyispaidiey wgtemeydae SllBukskser for buccal
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' d I i f_th ' ' .edi .
s ohe! Lo ne o1 A 0E 20 10 IRIED oL 42 LBcive

flazgreghiceriti gliugbsbppt newlis foemed orsalistd adts onncreased
fiddwwhi ch di ssol ve, and thus make available for

absor ption through the buccal nucosa, both the carrier
material and the active ingredient in a very short

Ny 20a4Pr ehar alllgh WibBbAotess thantkh JHdnd ese1i M0 on

s the, .use qf, a sequence .of buccally ap Iiega%ilns
%ﬁﬁﬂﬁ oWr, ai%&@ﬁQiﬁ ws $8ve HHE pdh 8seg891 4§t for
eisetrpofi onacthonuigiResheor aticonlofmiduesaonshith otlse i nakheer
TR 28 R i U6 Qe TRELLE S L LN M LBLD SHER Acine
seri es wou 2_ require co ete replacenent” o e
dpxidfgyad lyavitdiin less than 15 minutes). Nor does the
use of a sequence of buccally applied films with low
availabilities serve the purpose of a fast onset of
action. Restoration of the conditions in the mouth as
before use of the first film within such a series would
require complete replacement of the available wsaliva.

In addition, complete absorption or removal of the

~previous wafer must be guaranteed in order to ensure

constant and thus reproducible absorption. These
requirements would result in a time interval of at

least 30 min between the applications of two wafers.

The solubility of steroid hormones, which are not
ionizable in physiolo'gical pH ranges and have
inadequate solubility, with a log P of 1.0-4.3, cannot
for the same absorption be improved by the other
measures described in US 6,264,981 (cyclodextrins,

inclusion compounds) either.



10

15

20

25

30

35

in addi tion, conplete absorption or renoval of the

previ ous wafer nust be guaranteed in order to ensure

constant and thus reproducible absorption. These

r uld result inga time int I
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The sol ubility of steroid hornones, which are not
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based has been achi eved t rovi sion of
being reached within 60 mlnutes

The object on which the present invention is based has
been achieved through the  provision of an
administration system which dissolves in the mouth and
which comprises (.01 to 50%‘by weight, preferably 2-15%

by weight, of at least one steroid hormone and

- 50-99.99% by weight, preferably 80-98% by weight, of a

carrier material. Suitable carrier materials are in
particular cellulose and.derivatives thereof, such as
methyléellulose, ethylcellulose, hydroxypropyl-
cellulose, hydroxyethylcellulose, hydroxypropylmethyl-
cellulose (HPMC), and poly-N-vinylpyrrolidones, wvinyl-
pyrrolidone-vinyl acetate copolymers, starch, starch
derivatives, gelatin, gelatin derivatives and
combinations thereof.

A preferred administration system comprises 2-15% by

‘'weight, particularly preferably 3-8% by weicht, of a

steroid hormone - especially of an androgen - = and
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adm ni stration system which dissolves in the nouth and
25 which conprises 0.01 to 50% by wei ght, preferably
2-15% by weight, of at |east one steroid hornone and
“Ho9Fo@PToRYoye ohl, preterably 80-98% by.eighis 8b235s
carrrer material. Suitable carrier material’'S are

particul ar cellul ose and derivatives thereof, such as

300 ne8 by PreMaiicde, 0Bt Ry lceaigitoses taR/dt bxypeepyrially a
cetluhosee dydrexyetdyl cel | ul ose, hydroxypropyl net hyl -
cellul ose (HPMC), and pol y-N-vinyl pyrrolidones, vinyl-
pyrrolidone-vinyl acetate copolyners, starch, starch

deri vabirvespulgelat i n,pgeiatter der pathvesranflon35 system
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85%%9%0%)?, 32? %%%g/égy wef ght erﬁéfit i Sty "from the
pTeder abl 0B B byawei giit, ¢ks&ossesookd hor7mur@thyl 19~

as andr, 6/1302 _
e i "R by \/\Elm\gé%?lg%f e oot 19-nox
neReteeteronR pedidl | Yo&F dol | ures@ider P¥at ihvelroxypropyl-
et theldar 1y g ef gimgeh adm ni strati on system 5
conprises 5% by weight of a steroid hornobne fromthe
group consisting of testosterone, 7a-nethyl-I9-

nor t est pseéennedaa@cbardia@hytlo i1 fboesend9inoention for
t o) % |g hy.dr o ropyl

ﬁ?én PR PR B i, B 2B Ene owen
tfept e m%séntlm nﬁ@ﬂmmﬁfrfaﬂe tAnindatnastipat isystems in

SBASIte MBE W Cha 6l SSQI ¥E | Pakbp-8RUL by thbe“%QfEkE”‘ The

form These adm nistration systens In ilmformare
ATEEH T (Aot S bk r s toie 45 ﬁh%nfpw can, in a
ach i st zat @nnocsd/ﬁﬁm l}ﬁefeﬂlm&@cﬂnwgan, muaoadhesmn By
%&Hltl cul ar eganbod @f b E ov\%d h nucoadhesi o _
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HIRRRIR 1 ARLARN e S8BT BLEALL O, SYSLEDN EOBY che

mucous membrane subseqguent to the application.

The administration systems in film form of the present
invention have an area of between 1 and 10 cm?,
preferably between 5 and 8 om? and particularly
preferably of 7 cm. They moreover have a weight per
unit area of between 50 and 250 g/m?, preferably between
100 and 150 g/m?’. The latter approximately correlates
with a thickness of between 40 and 130 um, preferably
between 50 and 100 um.

The administration system in film form dissolves in the
mouth preferably in a period of less than 30 min,
particularly preferably in a period of less than 15
min. The steroid hormone which enters the bloodstream

traﬁsmucosally from the administration system leads to

. a rapid rise in the concentration of this steroid

hormone in the blood. In this case, a maximum
concentration of this steroid hormone in the blood ‘is

reached preferably in a period of less than 60 min -
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20 nucous nenbrane subsequent to the application. The

adm nistration systens in filmformof the present
i nvention have an area of between 1 and 10 cn®,

ween 5 and 8 c and part| |
S@gégég #529567 cn2. They noggover have §Hk$&3ﬁ9%2&92358
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after appllcatlon The hi gh bloavailability of the
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'east 25% preferably of at |east 50% of the

a

| ster0|d hornones. In a 15 particularly preferred

vt P S LRl 0 S °rOEn°RRF) Beblads ene

carrler materlal and the sterocid hormone, comprise
further substances, for example flavorings, colorants,
permeation enhancers, sweeteners, fillers, liquid -
preferably lipophilic - excipients which are zble to
dissolve the steroid hormone and form a second phase in
the - ©preferably hydrophilic -~ carrier material,
solubilizers, pH stabilizers, disintegrants. In é
preferred embodiment, the administration system is free
of penetration enhancers, absorption enhancers and/or

permeation enhancers.

The administration system is preferably employed for
pulsatile treatment in the circadian rhythm. A
pulsatile release of the drug generally makes possible
a better (chronopharmaceutical) treatment of diseases

with an oscillatdry rhythm in their pathogenesis, such
as asthma, arthritis, small bowel cancer and other
cancers, diabetes, cardiovascular disorders, gall

bladder disorders and neurological disorders.
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75% The administration systemin filmform may,

besides the 20 carrier material and the steroid

hor none, conprise further substances, for exanple

f " | orants, perngation enha

s@?%é??ﬁﬁ Cers, Tiquid o preferablyoryFagRoey@02358

excipients which are able to dissolve the steroid

hBRFroMETENE Stdiah s e coiwd oPhase i PARELelbar lyr afmalahiaply

hyse@phiki cpargarber smataehal,, 90l URHiIZLEr $n PR1evated

stabilizers, disintegrants. In.a preferred )

NI HENE S 2 P he HdnPni SEFEPTON YU | 41 r BBe gplood is

mﬂeiaémcﬂorinehrma@m, B%tm@r pbg@fee:raM@ceiﬁ andpefiod of
at i en ers,. The adninistration systemis,

Bféé er ab&ga%n'pl oyed For  pul¥sat i€ eat(?‘rfgnt q\éﬁet hed%“lly

g srrahidihm  Ahepul sdtitestrehehse ofsyvishemdr ugen  be

qene! Al L Yo amkes; po ;)hi etyer

(chronop ar maceut | i@ﬁ ltqzruelzat_lfrenaisieofpadﬁtsefsfesaéls v%nt cgen

TRV | &RSey HAYLHIA | ACERéNE phrhoyelwssi ¢ adhiews an

asidficedr L BlLbbls, Sdmddnbonel ofancer ande ot hehinistered

%$nger§é di abet es, cardi ovascul ar di sorders, gal

THi Yort et ¥ hd 1%ir ol ogi cal di sorders.

W)2006/ 102990 - 9 - PCT/ EP2006/ 002358 The

1.0i.st rqat i systemis. particul arl ref er.abl .used
T TP TR o) ahhal efaPeRt i avehe1 83 Ray
dnc entrndans of rrogesrt@rdniesy, noeedrvgehe bkadd certico-
achi et iMhA QY idd B oPreferabl y in a period of 5
| ess than 60 m™n, by ‘means of once daily
adm ni stration. The adm ni stration system can be

atid nbsteeedelin difdddad al saetididy s A&l 00eReferred
herggy once in the rning in or&r

t ef. to achieve an
SEPRET BT BORceM IO t h& I&MgHSrer EGSERGRE,
drdroagey st e lshavpridtreronst ereitétaar nones accordi ng

to the present invention may be estrogens,

progest erones, androgens and corti co-

Corticosteroids suitable for the purposes of the

present invention are hydrocortiscone, hydrocortisone
2l-acetate, methylprednisclone aceponate, prednisolone,

deflazacort, deflazacort alcohol, fluocortolone and

fluocortolone hydrate, fluocortolone 21l-pivalate.

"Androgens suitable for the purposes of the present

invention are testosterone, dihydrotestosterone,
7To-methyl-19-nortestosterone (MENT), MENT 1l17-acetate,
7o-methyl-118-fluoro-19-nortestosterone {eF-MENT]) ,
mesterolone, metenclone, nandrolone, oxandrolone,

androstenedione.

All the examples fall within the log P range of

$1.0-4.3.

Administration systems comprising the androgen MENT or
eF-MENT are preferred according fo the present

invention.
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 steroids having a log P of 1.0-4.3. 15 The preferred

estrogen is ethinylestradiol. Preferred progesterones
are drospirenone, dienogest, gestodene,

[ , Cyproterone etate. 20

C@??pgggﬁééggés sﬁ?table farfghé purposggﬂﬁﬁﬁ%%96/002358
present invention are hydrocortisone, hydrocortisone
2hdmiai st EatheRhyEYSEEs sorbrle gompoagee, 95% HPMC and 5%
presni sol epeyEndebl-azggert culsth 9zgcaet~akgohol ,
fluocortolone and fluocortol one hydrate,

fluocortol one 21-pivalate. 25 Androgens suitable for

t Neepuf pokesind tdampiesentilliuRtedticontikte production of

PN EIREE Toeall REEEeE IR e VRN WENTEA R o, T

Tecmpehytidng 3-d ushe- 19rnedt estioster eme (eEpdEdENTe30 in

nest €L 04 one, netenol one, nandrol one, oxandrol one,

androstenedione. Al the exanples fall wthin the | og

P range of 1.0-4.3. 35 Adm nistration systens

Cz@mfﬁ%_ﬁé nqt:t hteh@drdmen;giv@ma:%t ,a%&elﬁggggﬂ%rzgggrégd an

accor di o the pre i nyenti on. - ,

1o bl eroob e J69388 ) AdR? h et P | G5y sEBHET A cAmtil

cahgps o biet DaYo HRMCcangd1 8% . MENe odiekoVENIcar eis assisted
Lcu I ferred. The follow ng anpl es

e e YREL S S LRE ron G =CaoBPPanis idoTha. 95 g of

ro

drdurdatpreroinsiiay kesl T leder $1PMC Therec ohpositideds and
ofhd hgideled waf exs; preqr epLeSen £ %%tiﬁl ?sl'comf)&ete.
" EBx le 1: 5 of MENT o) of an

anple 1: g are added to 7 .
etHANBLFHAY 8r LesFesms sl ut SRFERRdosE| Midd urtg 1aid of a
s ditiPnbog eaapletied. The ghssotvhhePat8nBSEiIhedmich
\gjfhse rl:?et%?@ér? pg'f) aéx?d b¥08 pB}nl %gglcgn igf plflotdru%sé%l{n%ra%ssp rent
wafers with a content of 1.5 mg of MENT are obtained by

cutting out samples of appropriate size.

Example 2: 3 g of menthol and 2 g of thymol are added

to 26 g of ATMOS 300 (= a mixture df mono- ‘and
diglycerides of cleic acid) and 4 g of Tween 80 (= a
polyoxyethylene sorbitan oleate ester). The mixture is
stirred until the solidg have dissolved. Then 5 g of
MENT are added to this mixture, which is stirred until
the active ingredient has completely dissolved. 60 g'of
HPMC are added to 600 g of a 50:50 ethanol-water
mixture and stirred until dissolution is complete. The
organic phase is then added slowly and with high-speed
stirring to the aqueous phase, resulting in a thick,
creamy composition. Degaésing of the mixture and
spreading  out aré ‘followed by drying. A thin
translucent film which is between 50 and 100 um thick
is produced. Translucent wafers with a content of
1.5 mg of MENT are obtained by cutting out samples of

appropriate size.
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hydr oxypr opyl met hyl cel | ul ose (HPMC) are then added,
and the mxture is stirred until dissolution is
conplete. 15 The mi xture is degassed, spread out wth

t spreadi ng box d dried. '
t@an@%argé%g??ln1mhlch i s between 50 a?8E28%299§ﬁ98%358

i s produced. Transparent wafers with a content of 1.5
M- &TP MENT : aPe ot fai WENT bgrecatdiedy touta satptese opf 20 g
apPpr apmbet 808l zeo 20 Sl endr 3.4 9f gmert heliaRdn?2 Ghe
of, th I are adde to 26 g of ATMOS % 0 (= a mxture
%o aid SArgr§Cerinel! ofthsl esladnd)harm 4Aigserved:
T&:]\@e@ 8@ (zrrer mgéyaa&eﬂgwoer@?@ogbldfalrw%&@ﬁt enéstselilrred
Xture Lrred until _the spli Ve . .
cPé%éﬂ éﬁss?%gﬁé 35 CTRENT < aré“ﬁﬂ%eﬁﬁt%a?ﬁaszth high-
npeed e stilivdngi stst ithrredagnedlis tdimset | vesuigiedi et a
S0 G or 2Bk sERERRLkEfn, eletaind G 2o 2HPRPLEE ana
Lﬁﬁ#@a%ﬁ%ol @®iton ii§econﬁﬂle]tcéﬂe@'heb3ro oflgahng - phase ithin
ttlk&ihéiﬁ@c%h@' QMM and cw iy %&{\Né&@ego hHd 169 LR Eh8ck

ueous has result|Q%¥1 ck, creany
a8 Ud%? %hé“’atﬁ%&%ré*’%@d aspF@él&ueﬁg of
duts afiee 61 Mawed azya ddib’ttaitthed\ b Ruttdials|seensahpl 8t of

: el ween 50 and 100 mthick 35 is produced.
it o

1.5 ng of MENT

appropriate
58 Exanpl e
20 g of

The

WETEr's with a content of
are obtained by cutting out sanples of

SpeAs. MO o34 Uhs el ar 1RATAERAOQfY

3: 5 g of NT are added to a mxture o

TMOS 300, 10 g of actanol and 5 g of lecithjn.

rigxt u
60
HECE

MBINTS
dEks

ol¥e

phit | r8ghogn
bf HPMC are adde

1300rhe)

tdechng

d to 600 g

orqg I.C
I

%atlaﬁél
h;(f%)a .

have8i:$
wat-er and

s aHded
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T%gmol
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speed
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phase,
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It may be noted that the dried systems of example 1
the

molecular dispersion in the carrier material,

comprise steroid hormone dissolved as a mono-
whereas
the steroid hormone in examples 2 and 3 is in the form
of a solution in an oil phase which is in turn present
in the carrier material as separate phase. The use of
ligquid, preferably lipophilic excipients which are able
to dissolve the sterold hormone and to form a second
phase in the carrier material

thus

{preferably hydrophilic)

makes it possible fo produce administration

systems in film form with steroid hormones as “two-

phase system”.
Experimental data

A clinical pilot study was performed on healthy men to

test whether a MENT wafer is suitable in principle for
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translucent filmwhich is between 50 and 100 gmt hi ck
10 is produced. Translucent wafers with a content of
1.5 ng of MENT are obtained by cutting out sanples of

[ ze. Tab. 1: osi tions rj
aﬂ&e%/?@g%xb VEND HPMC ATN@ Tween sog&ﬁgﬁ%%@%zﬁg
Leci t hi n_Ment hol Thynol nmple (o) (o) 300 (%9 (% (¢
(6}l?b§a%A¥5el Esgential_ aspecrszcg gheogal reagred to

5%@8 Z@vﬂl§5oﬁtaBEYvEe#ﬂyﬁﬁéﬂéﬂﬂ ﬁ?E%@rbﬁg §%§F&mﬁeved
(0] ex rl1se e sterol or none i ssol ved
as"a ﬁﬁ”p%?om %%?e dYSLRY sPBf RSt frdMEaqugse thereof,

nah@ér itdle, g@meeas 2@1@&ebaﬂ&my(ime@@nelEﬁeFéﬂﬁmdﬁhébes
a S form .of .a soI tion in an oi ase

opEtS PArhRr et cRE RO MR Abthio: £pPafPE a1
sepueat edqiesres Fﬁ@huseSpfa_lsxnglh piefipiabkgtion in a
| & PORELYEE ea@gl%rﬁnt%h chygre able . %tg' splyg the ot

steroi d hornone and orma secon @é%' I'nthe
(Praser&dl %O%yarla%ﬁw%) tlarinei vhdeat | afiminhusrawkess -
it possible to produce adninistration systens in film
th steroid hornones "two- phase systenf 30
\%ﬁﬁﬁ 4ﬂﬁ%9%§(ﬂ|%ﬁ Sca lﬁ@ﬁotsgtuHQaRas]ﬁ%F?oﬁWﬁﬂ a
(ﬂed&méthy mmsdﬂbluﬂaﬁ whetldamea AENT wmfemea§ure blood

R G L R i R BREE TR L S aiathdy of

tWﬁﬂ&WIQmem@JaE@@ntgf tihe |leved s pfakactite vagr edicgntlow,
vml, che£on be esbi gysd dbget'ﬂsvghoaﬁdbyohh%h\@a b¥he?Nthang,

the time course thereof, gener al

tiol eFBBi RiQRvaredd. 1dit e%%nf\"eéé’sd'g]@ sthe theowatdcally
Ve d BEiss @@Caht sy@v@mg reeei wed 1al | withige WosageFety

h tion ro sover
A PG R SO et Gl B

The dose groups were 0.5 mg, 1.5 mg and 3.0 mg. The
level of the dosage was determined by the size of the
wafer. The wafer used comprised 0.225 mg of MENT/1 cm?.
The single adminigtration took piace in a dose of
0.5 mg with a wafer having an area of 2.22 cm’
(formulation a), for 1.5 mg with a wafer having an area
of 6.67 cm? (formulation b)), and for 3.0 mg with two

wafers each of 6.67 cm’.

The wafers were applied to the
buccal mucosa by the clinical investigator. The low
dose was always introduced on the right-hand side, the

middle dose always on the left-hand side, and for the

high dose one wafer was used on each side.

In total, 11 men between 23 and 42 vyears of age
received the wafer without relevant side effects being
observed. The local tolerability was very good. Visual
inspection of the application site revealed no signs of
unwanted local reactions. The subjects used a visual
egnalog scale to represent their subjective impression
of the‘ local tolerability. There was no evidence"of

relevant unwanted effects here either.
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3.00

21.10

3.52
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fafter 1.v.
admin. of
0. 5mg MENT)

70.6

The interindividual variation in the AUC is below 20%

which is to be categorized as low.

Both C-max and the AUC show a clear dose-linearity. The

highest

concentrations

are

30 minutes and then fall rapidly;

measured within

15 to

only insignificant

concentrations are measurable after more than 4 hours.

The serum levels of MENT were determined by employing a

GC-MS

spectrometry)

this purpose).

method

(coupled

gas

chromatography-mass
(specifically developed and validated for

The method makes use of the process of
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| oner when the tine taken for the wafer to dissolve is
di stinctly prolonged. The MENT wafer showed a
surprisingly good 10 bioavailability of about 70-75%

( 2: Bioavailabj}ity of th fer
Aﬁé%BQg%iﬁ%%-oAUC(o-tlast) E}%avail Tr§§§$§é8ﬁ$§/002358
Dose tlast) tlast) -ability nent |ation geonean .
gedarhhvgesHeai qoo) devézagess- HIFhAl iexéd RerAnldctdeves
(FOgh [ NGend/tihli g Xebhittih89 X dHddde AR AP0 8678 pe
3.78 75.% b 1.50 11.00. 3.67 4,98,73.6_C b 3.00
ICAPIBER ) EgFHer HO v.2 7018 hdnitATiGf Ofsnpaveerirerely
Tee patel i nthwedunimiaroat ant DFibecAMO | s bel ow 20%
which is to be categorized as ow. Both Cmax and the
AUC show a cl ear dose-linearity. The highest
chn&éntiSatmertsodr e sneskby edvailfibbhiel £dmw m28s30ements of
moptes apdsthenshal | rapidly: o ?h%yhns' f'ﬁggﬁess of
concentrations are nmeasurable after” nore than ours. _
TRECSEF QI 1 @vierat bpn MENT) wereterd e? &ilHEH. by enpl oyi ng

a GC-MS nethod (coupl ed gas chromat ography-mass 25

spectronety (specifically devel oped and val i dat ed
fﬁ? }i’ﬁ%cb%i%ose?heTthwgt h6A1AEREE 238 of CRRe alsc  be

pEeioess: rodd WBP06/2990 methods PCWER20064082328 herwise
V€. C 1 C i oni.zation (NCl). and thus achieve

RO R T T st Ao TER pe Shd tanle
st el dotwi cbo melovies Imemtticfedpprickbmit eby cBlim  to
RO o VL | bt Of sy antihbgeLion) - A eManns ques,
method Is also available for neasurements of lower =
nsi tiVEEy, whreredBl oys (Fhehpr ocBss fefmance liquid
chromatography) .

Tab. 3 Overview of characteristic pharmacckinetic data
of the tested dosages of the MENT wafer

_ Cmax Tmax AUC (0-tlast)
Treat- Formula- |Dose |geomean {CV) |median (range) |geomean {(CV)
ment tion (mg) |Ing/ml] [R] [ng x h/ml]
a a 0.50 |3.29 (67.8%) |0.25 3.78
' _ (0.25-2.00) (42.5%)

B b 1.50 [8.98 (39.4%) [0.50 11.0
(0.25-0.75) (17.8%)

C b 3.00 ]18.2 (31.2%) {0.50 21.1
| (0.25-0.75) (16.2%)

CV = coefficient of variation

The available clinical results with MENT indicate that
serum concentrations of at least 0.3 ng/ml (about
1 nmol/l) are necessary for effective prevention of

hypogonadal symptoms in men. This is about 10-times

lower than the minimum concentration of testosterone.



10

15.

20

25

30

35

el ectron ionization (El) instead of NCI. 10 In
princi ple, the MENT concentration can al so be
determ ned by other nethods which are otherw se

S LM eterm ning steroid hornon j I
Z@Baén%ﬁﬁa 9Eﬂ may be nenti gln5gd wi t hout 5?\%?#&18?6802358
conpl et eness are radi oi munoassays, LC- M5 techniques,

her MBNIT rexifsds SURtEm padioaatce thiege d seram levels

GhMRItO g HaRiFY ku 1E’D. ﬁlgﬂerffhgwﬂ{aﬁr{&r@@ﬁﬂﬁié Cfound,
P rracokl netic datf of the tested dosages of the
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(t%glsz%nc@légt 1is(Q?02§5 )gé' d2°e g]%erclacid of less

coefficrent of varration eCT) %val
e o9 With Wﬂﬁqmléfatk@ﬁwn iFerand Géhedmr at i ons
of at least 0.3 ng/m (about 25 1 nnol/1l) are

ecessary for effectlve preyenti on of _hypogonadal
E\Fﬁp SHAR TSRO | SPRBOGECAORL | MBS CH ovibr TeRBRLCted

tthe theni vt eonaest roat mme@f iestoester th&garded as belng

/ 06/ 002358 .Th .
Syé&QGéﬁgz n%;b%ﬁ% EP Pé%%lg gﬁ?ﬁ%ﬁ? unctlon is
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Because of the s -life, use o the wafer is
- e MhetPRtBR§lef tBunFEPgeaf mradmts rwkleh | honger

tlae iandrpogenthevelfore, desheakher "Bikghirheht thbs  the
Iag'%.ll Ib'l%n glo%atd% lb eters(:"t:%asr tde(:"rdo:naeS saert résolds orgonlf e:IS_ISlhlblthIl
of spermatogenesis 1is to be expected on use of the
inventive administration system with an andrbgen as

active ingredient.

One suitable area of use of the inventive
administration system from the area of androgens is
therefore administration once a day to restore the
circadian androgen rhythmicity in elderly men. The age-
asgoclated reduction in the endogenous . testosterone
concentration in men is characterized in particular by
loss of the circadian rhythmicity. The rise in
testosterone levels to be observed in the morning.
substantially disappears. Thus, the largest difference
in testosterone levels between young and old men is
detectable in blood samples taken in the morning,
whereas there are only small differences when taken in
the evening. It 1is possible with the - aid of the

inventive administration system to treat the

age-related relative androgen deficiency in accordance

with the androgen rhythmicity,- with scarcely any

impairment in practice of. the available endogenous

- testosterone production. In these cases, self-treatment



than 60 mn, preferably between 15 and 30 mn. 10 One
advant age of the application, which is restricted to
the acute case of need, is to be regarded as being

t hbhLphitory effect on_testicul ar i [
oﬂﬁgoépﬁéh?ggﬁd a negligibTef§nbairnentEg%H&%EO%%/O%2358
correspondi ng physiological functions is to be 15.
eRpedhed PatH &tvht k8sPoEs iddr il iy odnét somvenilkonder in
aghi Y&t imthHeEEE OhEnnBLI t her inpairnent of the
avai | abl e gonadal testosterone synthesis nor
inhibition of spermatogenesis is to be expected on
use of the inventive admnistration systemw th an
androgen as 20 active ingredient. One suitable area
of use of the inventive admnistration systemfrom
the area of androgens is therefore admnistration
once a day to restore the 25 circadi an androgen
rhythmcity in elderly nen. The age- associ ated
reduction in the endogenous testosterone ,
concentration in nen is characterized in particular by
|l oss of the circadian rhythmcity. The rise. in
testosterone levels to be observed in the norning 30
substantial ly di sappears. Thus, the | argest difference
in testosterone l'evels between young and.old nen is
detectabl e in bl ood sanpl es taken in the norning,
whereas there are only small differences when taken in
the evening. It is possible with the aid of the 35

i nventive adm nistration systemto treat the

age-rel ated rel ati ve androgen deficiency in accordance
with the androgen rhythmicity, with scarcely any

I mpai rment in practice of the avail abl e endogenous
testosterone production. In these cases,

sel f-treatnment W2006/ 102990 - 16 - PCT/ EP2006/ 002358
of the patient is possible easily and conveniently in
an advant ageous manner. W?2006/ 102990 - 17 -

PCT/ EP2006/ 002358
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Cains 1. An admnistration systemin filmformfor
transnmucosal adm nistration of a steroid hornone, 5
conprising 0.01-50% by wei ght of a steroid hornone and
9 ight of a carrier material _ 2.

g‘g?n‘?ﬁﬁ)é?i{%??%ﬁesyst emas clarhed in cl aiPr(ﬁTf,EP‘Z-EIB%/OO2358
characterized in that the carrier material is selected
101#3¥®%n t he group consisting of cellul ose, cellulose
derivatives, poly-Nvinylpyrrolidones, vinyl-

rrolidone-vinyl acetate copol yners, starch, starch
d:grl vatTve el iftinacion at PHSHERM vath vedidfd form  for

C@m&m%ﬁﬁ¢@@§lthaﬁmﬂﬁlsl5aaloﬁhecﬂﬂn1£|SbEékaﬂ Syr&®ne,
cterized.i,n. that the

as_clainmed i or 2, .char

PP et S Tt eﬁ Qh F@l‘ TR i ose, SEPRYIEePrargss, and
Hy@h DX yPP D plyy - weEcj;}htll@B&a, cta/rhrmzyeﬁﬁyéﬁﬂi ul ose, _
hydr oxypr opyl net hyl - 20 cel lul ose (HPMC) or a

conbi nation thereof. 4. The administration system as

c ai nelh¢ nagdnynéktrasiopr enedieny ebaiaiminchiar fot erliaded 1,

'dhéfﬁﬁtéfﬁ%&@rEheEhaﬁaE%H2% f&es ma%egla% is selected

oxypropyl et hyl cel | ul ose a(
d%l‘?ﬁ% sthati Fhoeyst epnasseiagneati ncﬁﬂr}uépsﬁhe cellulose

p.‘[@ﬁhﬁfht[‘hgr@éi Ai s, charpclieviapdoiPrbhatiohts, v1nyl--
addi_ti-on rises |iquid excipients M'CEJT
fﬁfrerqul%f%%o\fw t %C%a&%l Sand S5 Er m ﬁtarCh
sm:@ncatplhm in gedat3@,car rgelamaherl aderibrathhes and
as clainmed in any of the
preceéggl% %lncrr}gélxséc aracterized in that the steroid
hornone is present dissolved in the carrier naterial

35 andfqy &Bﬁlhhgwrgt%ﬁlpg em7asTfLela@ﬁmc§" shratipn, 1

~system as cl ai med gtang 0 preced| ng cl al ns,

aract EPRFEE PR IER |§ BRYGESR FaHRF LpJY, 1S
Ime Hhei ight], 1 dreafesr abl y @ﬁtmalﬁuw@le, hydroxypropyl-
cellulose, hydroxyethyléellulose, hydroxypropylilmethyl-

cellulose (HPMC) or & combination thereof.

4. The administration system as claimed in any of the
preceding claims, characterized in that the carrier

material is hydroxypropylmethylcellulose (HPMC) .

5. The administration system as claimed in any of the
preceding claims, characterized in that it additionally
compriseg liquid excipients which are able to dissolve
the steroid hormone and to form a second phase in the

carrier material.

6. The administration system as claimed in any of the

preceding c¢laims, characterized in that the steroid
hormone is present dissolved in the carrier material

and/oxr the liquid excipient.

7. The administration system as claimed in any of the

- preceding claims, characterized in that it comprises

‘between 2 and 15% by weight, preferably between 3 and
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W2006/ 102990 - 18 - PCT/ EP2006/ 002358 8% by wei ght

and particularly preferably 5% by weight of a steroid

hornone. 8. The adninistration systemas clainmed in
preceding cl aing, charactey] It

?@5%§§6225%?§% of between 1f§nd 10 cnﬂikgﬁgggpggﬂe%QRSB

area of between 5 and 8 cn and particul arl

pPef BVablSi BH afed eprricwdarly, ourfemhhhi sg%abbforweight
syst gnkasret @ ReEmbReany of the 10 precedi ng clai ns,
characterized in that it has a weight per unit area

of between 50 and 250 g/ nR, preferably between 100

ahd 150hg/ a@midOstFhei adnbpsstmnatisor1sy sledmias sehaidredhe

[ of t .15 preceding claigrs, characterized in
{ef0afia 8faidd PLRERARL B A o, SRR EC B BER A area
p? Bfleeibégn bkt aw@nl 0 50nanbxdlemphlyl hn Biea of between 5

agk ng strat PaSH; ggg% ' y. . of e 2

pr ece%i%g cairgilnrrs, c%grl%?tl?r i%ze |fnaﬂatlztir{altamiotaglelsjf1 of?Y cnf.
nmucoadhesi-ve. 12. The adm ni stration system as cl ai ned
i, anyried L8RinPsessdi sy 6i3LaR, achanacken %%dah? bHatthe
it dissplves, 25 conpletely in period of |ess than
RERTROLES, Chr ERer abhyE RRCET pEPoAROF BRES St FAR £5 weight
nedwt eaiti rmidwe ofoldtwekh The aafin nhst gk’ on peHeembly

' | ai i Vi the 30 preceding clains, -
ﬁ%ﬁ%m‘%%ﬁ Jt%é\tg}t}ﬁé steroid hornbne is an

estrogen, preferably ethinylestradiol, a

Y PYesket 0G4 Sf SLally dhosplr gR0pe, i dhgnegest,, of the

gest odene, |evonorgestrel or cyproterone acetate; a

IRRETI prefeidbl y ¢earastersped in  that it has a

dityelrot 65t 5t BEORBen34 07 amiet hyh - 49 ngrtest-ast ¢r @R@ween

(JVENT 17-acet at e,
ngﬁE%%Yﬂ§§?%§=fluoro-19-nortestosterone (eF- MENT) ,

mest er ol one, netenol one, nandrol one, oxandrol one or

QQprOSﬁﬁ?%%Hﬁﬁﬁﬁgﬁé%géﬂc éggﬁ;%@ 8£$£ éabkxtﬁ§¥ of t?e

hydrocortisone,” hydrocortisone aceta e

‘preceding claims, characterized in that it is
mucoadhesive.

12. The administration system as claimed in any of the

preceding claims, characterized in that it dissolves
completely in a period of 1less than 30 minutes,
preferably in a period of less than 15 minutes, in the
mouth. -

13, The administration system as claimed in any of the
preceding claims, characterized in that the steroid
hormone is an estrogen, preferably ethinylestradiol, a
progesterone, preferably drospirenone, dienogest,
gestodene, levonorgestrel or cyproterone acetate, an
androgen, preferably testosterone, dihydrotestosterone,
To-methyl-19-nortestogterone (MENT), MENT 17-acetate,

70-methyl-113-fluoro~19-nortestosterone {(eF-MENT) ,
mesterolone, metenolone, nandrolone, oxandrolone or
androstenedione, a corticosteroid, preferably

hydrocortisone,  hydrocortisone 21l-acetate, methyl-
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W)2006/ 102990 - 19 - PCT/ EP2006/ 002358 predni sol one
aceponat e, prednisol one, deflazacort, deflazacort

al cohol, fluocortol one, fluocortol one hydrate or

f 21-pival ate or, m xture

?Q?gﬁépﬁggﬁgﬁes 5 14. The 5%n1n|strat% /§E§%§ﬁ/392358
clained in any of the preceding clains, characterlzed

| AT ARt SPhENSt er@af ePoTFeone BRSSPI n 19%E hagmgport

Oflet18z4c8xt 10 é@coﬂb@ ad”E@M@dﬁ%HdQ%n%VSte@ﬁﬁ%cortolone
clainmed in an recedi ng cl.ains, characterized

|Hy?ﬁ%Fetﬁ§'s¥%?%?ﬂrt%%$ﬂﬁn@11é”ﬂ@@?ﬁ%%e?%nél mixture of
Tahaet hytedSi dondesdoss erone  (MENT) or

7a-nmet hyl -1 1 p-fluoro-19-nortestosterone (eF-NENT). 15
16. The adm nistration systemas clainmed in any of the

. preceding afminbstohaiact eyszed am thaimetl in any of the

avorings, colorants, pernea
R shap (R slf%t%rﬂé’r sthe iTange, 0Pl hel4i Ezers
solublllzers pH stabilizers, d|S|ntegrants 17. The

Sﬂg\ ranigﬁ %gsten1as clalned in any he
%ﬁﬁﬁ%&t%¥?§%@ PR Fﬁﬁ%m?@ FEI@&¥e§f the
tmsecétﬁlrsj ercdjainh;or noheraencainred t her eimawon Buccakeroid

t | it f | W
prcpi%nll er abl y%o\fMte% %I eag:t%\{%lc%at}l —I.m#ll?g’lag% }ﬁ%gt Og?jferone

alﬁpé enalk | yclcg]%gor' %ﬁar%temte ne exgi pl en}hé FQPeroid
grou

' s@ﬁﬂ@WIas c@alned7anmahyydﬁlﬂﬁefl&©rpré@edpmgaetasﬁexone

fyj zed in that it releases the steroid hornone
contalned therein on buccal application wth a
bi oavai l ability of between 70 and 75% 19. The use of

a6l ermigl Soriring f2a01 @t @}t&ié}ﬂ @s éﬁaﬁaéacgﬂeahyf 8% the
the tr atne t of d| orders an 1n %sfunctlo
e d

&1S9 T35y d Ei éﬁcﬁggltlonally

comprises at least one EKClplEﬂL from the group of
flavorings, colorants, permeation enhancers,

sweeteners, fillers, plasticizers, solubilizers, pH

'stabilizers, disintegrants.

17. The administration system as claimed in any of the
preceding c¢laims, characterized in that it releases the
steroid hormone contained therein on buccal application

with a bicavailability of at least 25%, preferably of

. at least 50%.

18. The administration system as claimed in any of the
preceding claims, characterized in that it releases the
steroid hormone contained therein on buccal application

with a bicavailability of between 70 and 75%.

19. The use of a steroid hormone’ for producing a
medicament for the treatment of disorders and/or
dyvsfunctions attributable to a steroid hormone

deficiency.
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W2006/ 102990 - 20 - PCT/ EP2006/ 002358 20. The use as
clainmed in claim19, characterized in that the
nmedi canment is an adm nistration systemin film form

h as clained in aim 19 or ,
Sﬂééggtgerfro‘g%%or n that the stfedr oi d hor mgég‘i/592006/002358

adm ni stered transnucosally. 22. The use as clainmed in
ofiB- or ThBr 8s6f 2 afheined ip tg@m thar gbeserzedirad in

t flad t t BRe SheH Ok mBRE MPBeahS 2dRine$t89eRn ystem in film
Prf esterone, an andr ogen, a cort icosteroid” or a

%tWre of these steroid hornones. 23. The use as
claimed in one or nore of clains 19 15 to 22,

ra iz |nthat t ed| order and/or functio
%1 r| (t:)rhst?abl Zldsto a steror% H5¥ mond' dé a&f“encﬁr s %n 20,
arlrogeredefedi enoy, ithajart ithd ar stercdst ostenoome  is
%ﬂﬁ@@é{re@q&%ﬂ@% s clained in one or nore
3 ara [

of claims 19 erized in that the steroid
hormone reaches a maxi mum bl ood concentration in a

rmzr odrid ukessd hamaﬁﬁeal naf b JAM PLSL T @l 0@1:9Ims 19
use.as claimed in claim

di canent
S e R P i P o LR Rele i e ned e PR ChEs &
enmxdgam M oatogeoneants at AoNahAragpal i adcof-thiessteroid

%%Q%G%fgg&eaf terpn demg]: srtcrléol on. of t he nedi canent.

use ‘as al e ote of clains 19
to 25, characterized in that the steroid hor none i s

g niggler gdeW t@ &1 biRayai;l lnabbrléé]t of el B2St2oMs 10

preferably of at |east 50% process for
difei ngC R e RN 284 at iBn SPsttemtha fdiperdew f epd/or

iraRmease addgiPuddion ofc@ 4 steroid hormone
deficiency is an androgen deficiency, in particular a

testosterone deficiency.

24. The use as claimed in one or more of claims 19
‘to 23, characterized in that the steroid hormone
reaches a maximum blood concentration in a period of
legs than 60 min after administration of the

medicament.

25. The use as claimed in claim 24, characterized in
that the steroid hormone reaches a maximum blood
concentration in a period of less than 30 min after

administration of the medicament.

26. The use as claimed in one or more of claims 19
to 25, characterized in that the stercoid hormone is
administered with a biocavailability of at least 25%
preferably of at least 50%. -

27. A process for producing an administration system
in film _form for transmucosal administration of a
steroid hormone, characterized in that the steroid

hormone is mixed in the form of a solution in a
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st eroi d hornone, chéracterized in that the steroid
hornmone is mxed in the formof a solution in a
Vw2006/102990 - 21 - PCT/EP2006/002358 |
pﬁg?ggggybbggbly accept abl e 5 | vent mnt%C%Vﬁ@&ﬁb§(8P§358

contarning nixture of a carrier materia
produced thereby is spread out as a thin layer and is
driedagerehdvl iy t RECSPItabAe ampIvart: f ovhelti on ofwaer-

Scbhtain28y FhRtRrecess as ehalited f LM 2¥ne mixture
chargcte |zgd En-that the resulting filmis_divided

i At 9P AT v FRERFOY adii MisiGad i ORt s§st énstibip layer and is
pér f od abiyomeretititignthd Osbl aasversel Yvialld/ psrgat 1dMdor a
lepgitudinally. 29. A method for the treatnent of
disorders and/or dysfunctions attributable to a
steroid hornone deficiency, characterized in that in

4| I Stno! §P0805 L5280 HIA PN SYERCHY L N AL DA g
whi ch conprises at_ | east one steroid horfone s
appl Featt Fhehereritbsing nfithe isodivided inta seddonddual

sd@pidhsadtigast apgresber oid, horgppe,pgpeLsy at es i
transng%§§%££y [ ogthg blogg;trég%1 %O 30. The cutﬁlng
a

I HHIRDY At 2ed  in that
the steroid hornone penetrates into the bloodstream
7 bt | BSE L BRI ARt e SRR o
iR fungiriafner ablattmibdugsdlichan th6 mien. steroid  hormone
deficiency, characterized in that in a first step an
administration system in film form which comprises at
least one steroid hormone is applied to the mucosa in
the mouth, and in a second step the at least one
steroid hormone penetrates transmucosally into 'the

bloodstreamn.

30. The method as claimed in claim 29, characterized
in that the steroid hormone penetrates into the
bloodstream in a period of 1less than 30 min after
application of the administration system to the mucosa

in the mouth, preferably in less than 15 min.



