WD 2006/ 087173 - 1 - PCT/ EP2006/ 001354 CONTRACEPTI VE PHARMACEUTI CAL
PREPARATI ON Description Field of the invention 5 The invention relates to a
pharmaceutical conposition conprising dienogest in an anount which on

adm ni stration of the conposition corresponds to a daily dose unit of 1.5

ng or 2.0 ng angiccemRis/9ighd 780 ethinyl estradiol in an appYRL WHEEHERBS4
adm nistration of the conposition corresponds to a daily dose unit of

0.015 ng or 0.020 ng, together with one or nore pharmaceutically acceptable
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17a-cyanonethy|-17-(3 hydr oxyestr a- 4, PeBem@P:=1me (di enogest) and O. 015 or
0.020 nmg of 170c- ethinylestradiol (ethinylestradiol) or 2.0 ng of 20

di enogest and 0.015 ng of ethinylestradiol, together with one or nore

phar maceut i cal | Figdcdeptfatthe camveingrisn for at |east 21 daily dose units of a
28-day nenstfual cycle. 25 General prior art Oral contraceptive

conposi tions consisting of a progestogen conponent and of an oestrogen
conponent  wer e Thgr kisteghtbpn t feletest 19 e ighatwa st iraloeoemraol Theee

essential pr opetcbkn%&%%@act diZfdde profhle gh  theocentragepiyve ghll":
contraceptive reliability, , very good cycle control and a m ni mum of side

effects. The c&ﬁ@ﬁ&&éﬁ?@&éoPelpgblFP?y BEFPPES LpPRNBFPFYSPPERASt hBO 2
progest ogen corrmaaagyt d&b@ aidect o thEsmgs &8 335 d rm_: biahdgosedst i 9phA

release infhe pLtubLacy.andite IONLDTC evulatena naddhilons the o
of the compesition corresponds to a daily dose unit of
0.015 mg or 0.020C mg, together with o©ne or more
rharmaceutically acceptable carriers for at least 21
daily dose units.

15 The invention further relates to a pharmaceutical
product for oral contraception comprising 1.5 mg of
170-cyanomethyl-17-B-hydroxyestra-4,9-dien-3-one
(dienogest) and 0.015 or 0.020 mg of 170~
ethinylestradicl (ethinylestradiol) or 2.0 mg of

20 diencgest and 0.015 mg of ethinylestradiocl, together
with one or more pharmaceutically acceptable carriers
for at least 21 daily decse units of a 28-day menstrual

cycle.
25 General prior art

Oral contraceptive compogitions consisting of a
progestogen component and of an oestrogen component
were marketed for the first time in the early 1960s.
30 Three essential properties characterize the profile of
the “contraceptive pill”: contraceptive reliability,
very good cycle contrel and a minimum of side effectgs.
The contraceptive reliability derives primarily from
the progestogen component. The effect of this is to
35 inhibit gonadotropin release in the pituitary and to
inhibit ovulation. In addition, the peripheral effect
of the progestogen on the endometrium results in a

reduced probability of implantation of the fertilized



of the progestogen on the endonetriumresults in a reduced probability of
i npl-antation of the fertilized 2 ovunm on the cervix results in secretion
of viscous secretion which reduces the spermin the uterus. A peripheral
effect on the fallopian tubes should also be noted. 5 The oestrogen
conponent enhances the anovul atory effect. of_the progestogen and is
responsi bl e for acceptable cycle control. Since the introduction of

hormonal contrasept; ves, tHieseaeekihasrdoen-4i nect edetoridgvelopingcpuaducts
whi ch, while the contracept b;{e 10 rgl i abi and cycle cantrol remai n_good,
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effects are knovl% | particular for first-generation oral contraceptives 15
whi ch conpri sed athl gher content of progestogen and oestrogen than was
necessary fof cdits assptiagen \WOES/IGHU2 6hithsct selse | abevuahtaryhefdeak
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ug of ethinylestradio r contraception. In order to achieve
substantial rediétlicon qantued t otHNTONt ¥R epinveodeet &b  afini hPsmenad per

cycle, while retimimg3t4oQ& Cycl@sLoMy ol .hdde louedosegirected to
pr ogest ogen/ oestrogen conbination 25 is admnistered for 23 to 25 days of a
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lipid metabolism. Such s=ide effects are known in
particular for first-generation oral contraceptives
15 which comprised a higher content of progestogen and

oestrogen than was necessary for contraception.

WO 98/004269 discloses inter alia the oral
administration of a combination of 250 ug-4 mg of
20 dienogest and 10 ug-20 pg of ethinylestradiol for
contraception. In order to achieve the sgsubstantial
reduction in the total contraceptive steroid
administered per cycle, while retaining a good cycle
control, the low-dose progestogen/oestrogen combination
25 1is administered for 23 to 25 days of a 28-day menstrual
cycle. However, the patent does not disclose resgults
and information proving that the inventive idea 1is also
successful.
WC 01/015701 claims a pharmaceutical composition also
30 for oral administration on 21 days of a 28-day
menstrual cycle, which comprises drospirenone and
ethinylestradiol, inter alia also in low dose, the
drospirenone  being present in micronized form.
Particular attention 1s directed in this case to rapid
35 release of the steroids.
It is known from the specialist and patent literature
that steroidal active ingredients are metabolized by
the cytochrome P 450 enzyme system which is also at the

same time responsible for the breakdown of a number of



drospirenone being present in mcronized form Particular attention is
directed in this case to rapid 35 release of the steroids. It is known from
the specialist and patent literature that steroidal active ingredients are
nmet abol i zed by the cytochrome P 450 enzyme systemwhich is also at the

sanme tinme responsible for the breakdown of B hunber of 3 nedicinal

products. Certain nedicinal products, such as barbiturates, antiepileptics
and sel ected vine@ﬁamnai prigubiutes .t Hies tenizy me=dlysitren gicbdeduce theh as

concentration — glbfie.stecal d agtive 00redl egbs InLthe bl ogd Lp.5 grder to

conpensate for thls it cwoul'd Tea necessar or t proges 0gen
content to be i Aefegsedhi® emzymassyanent ahdede rigie r educedtranich
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of the invention The invention is based on"the object of iIndicating a
phar maceuti cal €8M§3si £Pon CRERERSEE odi EREgeSPignd 1Bt hvAylest Fadidy, PA

whi ch the total ngterads mﬁagael%ﬁosger&@g@ﬁ,c@ﬁté@@ ﬁ@%élﬂﬁciesseal ance
bet ween di enogest anskethln Iestradlgl i s _retained contraceptive

efficacy and a GdodTcyk$® coAtrBF2iRedat fEANEE aﬁf@ﬁQﬁgwﬁWQkﬁ% SUCHCEE, for
exanpl e, addi trtmalsud@d@eftﬂe@r&sl A dehe 1&dteldv @ bicRgr, eticemtrelrevel s in 20 t he

bl ood on concomtant intake of further nmedicinal products is conpensated.
This object is achieved according to the invention by a pharnmaceuti cal
conposi ti onlZonpeitsiidgddidéesedestirien odn th25 iavenntionhi ch on admi ni strati on of
t he conposition corresponds to a daily dose unit of 1.5 ng or 2.0 ng and
conprising ethinylestradiol in an _anount which on admnistration of the
conposi tion corﬁ%@pdmmﬁﬂﬁﬂQp dai Ihpsissecuntheofoli s Af omdQ.GEO-nm), 2

together wWith oharmaceutical composition based on dienogest and
ethinylestradiol, in which the total steroidal dosage

15 is reduced, at the sgsame time the balance between

diencgest and ethinylestradiol is retained, the

contraceptive efficacy and a good cycle control 1is

attained and side effects such ag, for example,

additional reduction in the active ingredient levels in

20 the blood con concomitant intake of further medicinal

products is compensated.

This object is achieved according to the inventicon by a
pharmaceutical composition comprising dienogest in an
25 amount which on administration of the composition
corresponds to a daily dose unit of 1.5 mg or 2.0 mg
and comprising ethinylestradiel in an amount which on
administration of the composition corresponds to a
daily decse unit of 0.015 mg or 0.020 mg, together with
30 one or more pharmaceutically acceptable carriers for at

least 21 daily dose units.

The object is also achieved according to the invention
35 by a pharmaceutical product for oral contraception
comprising 1.5 mg of 170-cyanomethyl-17-B-hydroxyestra-
4,9-dien-3one (dienogest) and 0.015 mg cr 0.020 mg of
170-ethinylestradicl (ethinylestradiecl) or 2.0 mg of
dienogest and 0.015 mg of ethinylestradicl, together



30 one or nore pharmaceutically acceptable carriers for at least 21 daily
dose units. The object is also achieved according to the invention 35 by a
pharmaceutical product for oral contraception conprising 1.5 ng of

17a- cyanonet hyl - 17- R- hydr oxyestra- 4, 9-di en-3one (di enogest) and 0.015 ng or
0.020 ng of 17a-ethinylestradiol (ethinylestradiol) or 2.0 ng of dienogest
and 0.015 ng of ethinylestradiol, together 4 wth one or nore
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form of tab'et1Rr%E%r%Hb%ﬂ%léB%%ep@%H“%¥%EﬂﬂxinFHHE“E%eI@ dhigo6a58811S a
filmcoated tablet is consisting of a tablet core with_a di eno est content
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t he pharmaceuti duct acc in o the_invention, there,is
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pharmaceutically acceptable carriers or medicinal
product  carriers in the pharmaceutical product.
15 Embodiments are pharmaceutical products in the form of
tablet preparations. The pharmaceutical product in this
case 1s a film-coated tablet is consisting of a tablet
core with a dienogest content and of an active
ingredient-containing film cocating with a dienogest
20 content and a total ethinylestradiol content.
In a particular embodiment of the pharmaceutical
product according to the invention, there is delayed
digsolution of the proportion of dienogest of at least
30%, preferably 50%, of dienogest from the tablet core
25 after more than 30 min, and digsolution of the
proportion of dienogest and of the total
ethinylestradiol content of at least 75% in a maximum
of 45 min, preferably 70% in 30 min, from the £film
coating, as determined by the disscolution test using
30 water at 37°C as dissolution medium and a stirring

speed of 50 rpm.

It 1s also conceivable that, together with the
proportion of dienogest, there is delayed release of a
35 propertion cf ethinylestradicl from the total
ethinylestradiol content, preferably from the tablet

core.

The number of daily dose units in suitable embodiments



proportion of dienogest and of the total ethinylestradiol content of at
| east 75% in a maxi mum of 45 mn, preferably 70%in 30 mn, fromthe film
coating, as determ ned by the dissolution test using 30 water at 37C as
di ssol ution mediumand a stirring speed of 50 rpm It is also conceivable
that, together with the proportion of dienpgest, there is del ayed rel ease
of a 35 proportion of ethinylestradiol fromthe total ethinylestradiol

content, preferally frem the rhalleicicare. pFbguadnescfrdaidy dese gpkts in
suitabl e enbodinents - 5 of the ﬁhgr macegéi cal prgduct accor di,r]gftg t he
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pr epar at i ons® enakhesruhdé dysdge of the dienogest/ethinylestradiol active

ingredient 10 c haat i t i e : i
i nvention. The ggg@% egj(%%fng&rotea%f ghk%)atv?\:/s 4cu vIrelger'a C%fﬁ}ég’ é%r%]ﬁaef h&elayed
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of 1.5 ng of di gpragashrands0. 01%mapilds of ethienyl esqsaghol . The rel egge of

proportions of "_dienogest in.twp phases is clearly evident, i,e. a_slow
(del ayed) rel eadd®BRECEEAERRIPERCEFEBRAP s el easeCEiNe this rE¥EFelisse the
broken-1ineLgrar kbagsnatida nid aed idfSchen.ldw kSnbe tHestEBEEngVicdenthe
further that after 38,20 mn and 45 mn have el apsed, the proportion of
di enogest whi ch*Rd§"untd8r gone sl ow (del ayed) rel ease is

The appended figure 1 shows curves according to the

corresponding release profiles of a film-coated tablet
with the total dose of 1.5 mg of dienogest and 0.015 mg
15 of ethinylestradicl. The release of proportions of
dienogest in two phases is clearly evident, i1.e. a slow
(delayed) release and a non-slow (rapid) release - in
this regard, see the broken-line markings at 30 min and
45 min., It is furthermore evident further that after 30
20 min and 45 min have elapsed, the proportion of
dienocgest which has undergcone slow (delayed) release is
greater than 30%, preferably 50%, as already explained.
A release behaviour of at 1least 75% of the active
ingredient dose within 45 min, preferably 70% in
25 30 min, is called rapid release.
It has alsc emerged that the active ingredient
combination in the pharmaceutical product according to
the invention has, begides the contraception,
antiandrogenic properties and can therefore be used for
30 the prophylaxis and therapy of androgen-induced
disorders, especially cof acne.
It 1is possible to use the combination of 1.5 mg to
2.0mg of dienogest and 0.015 mg to 0.020 mg of
ethinylestradiol for producing a pharmaceutical product
35 or for the preparation of a pharmaceutical composition

according to the invention for inhibiting ovulation.

Contraceptive efficacy of formulations which comprise

diencgest and ethinylestradiol.



greater than 30% preferably 50% as already explained. A release behaviour
of at least 75% of the active ingredient dose within 45 mn, preferably 70%
in 25 30 min, is called rapid release. It has also energed that the active

i ngredi ent conbination in the pharmaceutical product according to the

i nvention has, besides the contraception,- &ntiandrogenic properties and can
therefore be used for 30 the prophylaxis and therapy of androgen-induced

di sorders, especially of acne. It is possible to use the conbination of 1.5

ng to 2. 0 ng of; dlen?lcaé 999%uCg%§§”%11 1% qz éﬁardfthlqglegtgadlol for

produci ng a pharnaceu pr o Fhe’ pr i 'On of
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and et hi nyl estradi ol . In a random zed, open C|InIC woren
between 18 and d&éfﬁw of CaFBLaRkE M Radv iyt vlen IHEFINAG t FarnogsRsentnto

take part in th@m%h%@ﬂegﬁygaﬁi@atedmmgr122gaﬁg{fereﬂ@rﬁgigyigﬁlons (Whi ch
cont ai ned dleno%Fst and ethinylestradiol. The first fornul ati

A)
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anﬁbo 02 ny ﬂ) e(&*aﬂ%&)als@str[c?ﬂld@é].aya'ﬁﬁ saaond %mr@lﬁlea?iggéégaﬁga%gd o; a
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treatnent cycle, at e %&nd "o tment” ¢ycl'e), various
bi ocheni cal andﬂhﬂuﬂﬁﬁ#ﬁhestmﬁbuﬁﬁ@esﬁlgamamﬂﬁatment cycle (washout

phase), 3 treatment cycles and an after-treatment cycle
{follow-up phase).

15 At fixed timeg (before the start of the first treatment
cycle, at the end of the third treatment cycle),
various biochemical and function-testing investigations

are carrilied out.

20 To detect the ovulation-inhibiting effect, FSH, LH,
oestradiol, progesterone, ‘“spinnbarkeit” and ferning
were investigated. Follicle maturation was examined by
means of an ultrasound investigation. In addition,
SHEG, CBG, total testosterone, triglycerides,

25 chelesterol, HDL, LDL, gluccse in serum were
determined, and blood pressure, heart rate, body weight
and bleeding behaviour were recorded.

The results of the study prove that both formulations
reliably inhibkit ovulation, as proved by the fall in

30 LH, FSH, progesterone and estradicl during the
treatment cycles. Follicle growth was detectabkle in
both groups by the accompanying ultrasound
investigation, that led, however, to £follicle rupture
and thus to ovulation in no participant in the study.

35 So-called LUFs (luteinized unruptured follicles), which
represent evidence that follicle maturation has taken
place, Dbut ovulation has not, were detectable in
treatment c¢ycle 2 and 3 in 3 women treated with

formulation A. The increases 1in SHEBG and CB were



are carried out. 20 To detect the ovulation-inhibiting effect, FSH, LH,
oestradi ol, progesterone, "spinnbarkeit" and ferning were investigated.
Follicle maturation was exam ned by neans of an ultrasound investigation.
In addition, SHBG CBG total testosterone, triglycerides, 25 chol esterol,
HDL, LDL, glucose in serumwere determ red, -and bl ood pressure, heart rate,
body wei ght and bl eedi ng behavi our were recorded. The results of the study
prove that bot hcpoppuphitonsinrel thBl y itwei bi ttreadmsriton, sPymrved Byet he

fall in 30 LH «Eghhnppegester ong,and styad ol Q%tnegetree tygatyent, cycl es.
Follicle growth was detectable_in both groups 8 t he acconpanyi ng
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to ovul ation inthe RaddudtRanéhdwed ha HdiBenBb ©6- ¢al | edabdls Gbbei i zed
unruptured follj esent. evidence that follicle natur t|on
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2 and 3 in 3 wooemptféabadgwotp. Howstbat i eheAdiFferiemereearies rior SHE(zland CE

were 7 conparabl e |n LLhe two_treal ment roupfh The, " spi nnbarkeit" and
ferni ng paranet WRF &R ar e p??hcfpé??g i nf TUenced™ By the prifgest
conponent of thEObeadacoé skoed h¢ endeddy tin belLbéddutedesveeciln Svdde

group 1 eat ed wktlnfefguhatl o Lhan 14, G COMRAr| SR.OM OUP. HoNRVEL, the

difference did reac si'gni ficance. crease i n
chol est er ol1%andgrferf a1 Ty idasicidast eesld wastasi gpieleareryl gramwesdin

treatnment group-Bmphaghib %%ﬁé@ Ain Trigd yoggd des-&andks I otale cholgst &L ol
showed conparabl e changes in the tVW)é%ﬁ ups. The gl ucose _tol erance

r emai ned substaﬁ??%FF?cﬁnéﬁﬂééﬁéé|§¥q ntiglly wiaffected in the two

groups. Total testosterone decreased in a comparable
way and significantly in both treatment groups. The

15 subjective and objective tolerability of formulation B
was assessed as more favourable. Lesgs irregular
bleeding occurred, egpecially in the first treatment
cycle. The intensity of the regular progestogen
withdrawal bleeding (in the pill break) was also less.

20 In addition, women treated with formulation B reported
fewer premenstrual symptoms (headaches, abdominal
pain). No differences were found between the groups and
in the time course in relation tc blocod pressure, heart
rate and body weight.

25 The study which was carried out showed that Dboth
products reliably prevented ovulation in all the
velunteers. There was found to be a tendency for there
to be enhanced peripheral anticontraceptive effects
with formulation B. A few unfavourable side effects

30 {(bleeding irregularities, premenstrual symptoms)
occurred significantly less often with formulation B. A
more favourable lipid profile was found for formulation
B.

35 The results show that a delayed dissclution (release)
of dienogest enables the dosage both of dienogest and
of ethinylestradicl to be low (formulation B}, i.e. the
total sterocidal dosage 1s reduced and, at the same

time, the requirement for a balance between dienogest



groups. Total testosterone decreased in a conparable way and significantly
in both treatnment groups. The 15 subjective and objective tolerability of
formul ation P was assessed as nore favourable. Less irregular bl eeding
occurred, especially in the first treatnent cycle. The intensity of the
regul ar progestogen wthdrawal bleeding {ith the pill break) was al so |ess.
20 In addition, wonen treated with forrmulation B reported fewer

pr enenst r ual syﬁﬁﬁons thebenthesradbebni ndls panel. NoLdikefdrsences gerd

found between thenrghauRscarRd é@fw@c}tﬂ gﬁdcwéleeleoﬁekail any tQCHLQQQd
pressure, heart rate and body weight. 25 The study which was carried out
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significantly | esspehienedi.th fornulation B. A nore favourable lipid
profile was found for fornmulation B. 35 The results show that a del ayed

di ssolution (release) of dienogest enables the dosage both of dienogest and
of et hi nyl estra@inol redubtibow ¢f ortrhd airogeBfrogene. (thenogestal stenvedal

dosage is reducgd, glndér%t et%gméarrgt ragggfl th(eetr}ngleieg@gdloqr a Q&I@Qﬁg
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in the bIood 5 on conconltant i ntake of furthet nedicinal product's Ts
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effects will intensify, because a shift in the balance
between dienogest and ethinylestradiol will be
15 expected.
Contrary to this wview, the results show that a delayed
dissoclution (release) of dienogest enables the dosage
both of dienogest and of ethinylestradiol to be low
(formulation B = 1.5 mg), 1.e. the total steroidzl
20 dosage 1s reduced and, at the same time, the
requirement for a balance between dienogest and
ethinylestradiol is met. Likewise, good contraceptive
efficacy and cycle control is achieved, and such gide
effects such as, for example, additiconal reduction in
25 the active ingredient levels in the blood on

concomitant intake of further medicinal products is

compensated.
Formulation A = 2.0 mg of diencgest having the same
ethinylestradiol content as in formulation B = 0.02 mg

30 of ethinylestradiol, which comprises a low dosage of
ethinylestradiol compared with conventicnal products,
also shows a detectable ovulation-inhibiting effect,
but not so comprehengive as formulation B which has a
lower dose both in the dienogest content and in the

35 ethinylestradiocl content.



with the sane estrogen (ethinylestradiol) content 10 different effects it
is to be expected fromthe outset that the contraceptive efficacy wll
deteriorate, good cycle control will not be achieved, and the side effects
will. intensify, because a shift in the bal ance bet ween di enogest and

et hi nyl est r adi o[WOAM200&e/@8 715 3expect ed. Cont%ary to thi 8CT/BRRODEE0LESEKE S
show that a del ayed dissolution (release) of dienogest enables the dosage
bot h of dienogest and of ethinylestradiol to be low (formulation B = 1.5
ng), i.e. the total steroidal 20 dosage ic3afigguced and, at the sane tine,
the requirenment for a bal ance between di enogest and ethinylestradiol is
met. Likew se, good contraceptive efficacy and cycle control is achieved,

and such side effec@&a&ughemtldaM'dbmpﬂﬁftidﬁkﬁémpwﬁélm§dﬂ£éﬁ©@eéﬂ 2h the
active ingredient Ievels |n th n conco tant i ntake of furt

r
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havi ng t he sane ethmmyte&ﬂkadﬂnlconnéepbnas ito far Mdidty odoBe=uhid2 o 30

of ethinyl estradiol, gﬂ% cggprj %e%ga %‘12%/ %ﬁ‘% dl&ete%lkﬂﬁlgfgggggglol

conpared with conventlon products,
ovul ati on-i nhi bi ti ngief feat amdunt nwhish corpredrerive tas &odaillat i dosB

whi ch has a |ower doggebaish 4 nyitdhe,dighogess t
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adm ni stratien of theea3tCRMPERitih OB kespends to a daily dose unit of 1.5
nmg or 2.0 ng and conprising ethinylestradiol 1in an anmount which corresponds

to a daily dose
2. Pharmaceutical preoduct for oral contraception

comprising 1.5 mg of dienogest and 0.015 mg or
0.020 mg of ethinylestradicl or 2.0 mg of
15 dienogest and 0.015 mg of ethinylestradiol,
together with one or mcre pharmaceutically
acceptable carriers to form at least 21 daily dose

units of a 28-day menstrual cycle.

20 3. Product according to Claim 2, where the
pharmaceutical product is a film-ccated tablet
consisting of a tablet core with a dienogest
content and of an active ingredient-containing
film coating with a dienogest content and a total

25 ethinylestradiol content.

4, Product according to either of Claims 2 to 3,
where there is delayed dissolution of the
proportion  of dienogest  of at least 30%,

30 preferably 50%, of dienogest from the tablet core
after more than 30 min, and dissclution of the
proporticn  of dienogest and of the total
ethinylestradiol content of at least 75% in a
maximum of 45 min, preferably 70% in 30 min, from

35 the film coating, as determined by the dissolution
test using water at 37°C as dissolution medium and

50 rpm as stirring speed.



unit of 0.015 ng or 0.020 ng, together with one or nore pharmaceutically
acceptable carriers for at 10 least 21 daily dose units. 2. Pharmaceuti cal
product for oral contraception conprising 1.5 ng of dienogest and 0. 015 ngy
or 0.020 ng of ethinylestradiol or 2.0 ng of 15 di enogest and 0.015 ng of
ethinyl estradiol, together with one or morl® pharnmaceutically acceptable
carriers to format |least 21 daily _dose wunits of a_28-day nenstrual cycle.
20 3. Product actordiPPFEE aFAPIIIREe® tHY BhalmaEdsdift i<atC pfodittets a
filmcoated tablet consi shimg0f & t ablel, caseeswiihi s dienggesting onfirnt
and of an active ingredi.ent-containiing ;filmcoating.with.a di.enogest.
Content and a total - FMEARITHTeat Pad S CEHEGT . 874 pr G ACEOR AT Y o
either of Cains 2 tafuntdere tdere2Bs dal ayed 2 ,ssahdt itdre ohutber of
proportion of. di enogest. of |.east. .30% referably %, _of. dj t
fromthe tablset core ﬁa’ff%rar%%ree la{:nSOS%OgnQﬁ;Engﬁg %ibcss%?g ?’%n 6 rt%hra%%%s:
proportion of di enogeztowmds dfothe Fotalor el hinyl estradi ol content of at

| east 75% in a maxi numof 45 mn, preferably 70%in 30 mn, from35 the
filmcoating, as determ ned by the dissolution test using water at 37C as
di ssolution nediumand 50 rpmas stirring speed. 10 5. Product according
to any of Cains 2 to 4, where the nunber of daily dose units conprising
the conbination of dienogest and ethinylestradiol anmounts to 22, 23, 24 or
25, and the nunber of 5 daily dose units containing no active ingredient
anounts to 6, 5, 4 or 3.



