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EXAMPLE 2 Dose Response of Cal citonin Absorption From Vagi nal Micosa 5
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VESti gat exhipLecd f ecti veness of t he i ntravagi nal preparation of the
present invention in aged, oophorectom zed rats. The ovaries of 30-week-old
femal e \ibSiopbilifiR] Erel¥¥ Snifd GlofitonadaRidninone nmont h before use in the
experiment. Prior to this experinent, a separate experinment was perfornmed
t 0 i nvest i gatgsingtdood Ltakiaipt debredsirigyratibSas @i indigatioh, t@ogiect ot pHNY hadlar Sdrdim &Bumin
por ci ne cal(id$A) onite. stdbilityf &fraalaitonio dm the rrepastationrts thixf imeationi was Mrivestigeedeusing | Sewseledid
into rats imaletWietefratsor al bi ci pital nuscl-e, and the decreasi ng serum cal ci um
was det e netirrifiepinorcing seleljonin R-CTwas dissaivge ih 0-laMacetio acid beffer enhitionsyh pH B@rapd pidw,
and the | aP§esd 01 M phospiforiciacid ueresglution of B B.8 Ise thatraasiyefithestolutionn contrined 843 bhimit
'10% this PERYgine qicitanisr Ea¢h spigjienin peluign (P 30 §/ &) avep aivided: intg fiwa pags. diy pach capeyip
usi ng youngn® %ﬁ”@" °ﬁ'3? FW% ‘Ff%"s ’BQ!’@HEF"@AUFS Eﬂ%ﬁwﬂh'l@@i’eﬁ'ﬁﬂ‘t Z’as @”&5@@%?‘94
|.U. cal ci OB :E ppred 6‘4 ﬂ'?es‘t’eé ?P&!af‘

i nsert ﬁé{"’? A o '@c-v “;m a'gﬁ;@rﬂa' %“% s agcgi?

iate ti
Exarr](:j)l SS 1 mn ncer?ﬁg onv@éa%n @ rm| wnt ac1um i‘ mn |n
was deter m solut ns |t$\ 990 SAwas T]!ded ta a

i ntravagi ng (5,? %{e i a\c%?n 39‘1 b%olbtﬂf( ﬁ&ja}nQQs sts eas ch foﬁn é& uonthf ofo

simlar 51;,,at| 0 reased serum cal cium agal nst cont ro
i ntranuscul ar injection group. See FIG 4. 55 8
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EP-0 332 222 Bl EXAMPLE 5 Effect of Sodium Lauryl Sulfate on the Stability
of .Calcitonin 5 A porcine cal ¢} B%ES%‘F ) pharnaceutical preparation
according to the invention was pre Bfie nethod described in Exanpl es
1 and 2, and the stability of porcine caIC|ton|n in the resultant
preparatlmm7 nvestigated. Thus, 1 m of 3 ng/m bovine serum al bum n
(BSA) sol ufton was added to 40 I.U. of porcine calcitonin, and the m xture
was di vi derhibitety Efdcnet Soajura ILaudd SRS Surabisht WA Prodsasieabilig one of the portions
to make a final concentration of 0.1 wWv% and no SDS was added to the

ot her perti ofhe iffibiorp it of1€ddiudo ddubyl edifate REDF) loe pdicadel Mty Was intdsijated lj aiSth Qftot O
pH 5 wi t h studevsing tapsin & §pitalisenna Peteasecpobssbdingran Ptinduiv) pHseatsisuivdh .and NapBa-bangoyl-
prepar at i dreeginiper ethyl haster JBARE)da ssynthatic rsubstriter T8 dalgitonin Tihambeentical peparatias twasi t y
of cal ci t GifPREbRccHiEs & Exgmples 1 ended] The prpearaiion wasdnsaded itth éhe viagineowithi aysmall dottesi ng
5- week- ol @ak\Twe Bpursyafiee the dnsartiona the desaiipsl qsttonchall was repoyed dromethe: vaginai The wégirtahves e
two prPatisnvashed wiha fxediaantly of phasrhite pyfiered spline jsglutiontaacwasiend solian wah confibinedr al
nuscl e. gh H‘&?F“"&ﬁ"% ra"ﬂ F'ﬁag”%?fﬁ? T‘ﬁ“ﬂyr"ﬁ‘ﬁ AgfArmined Wik B 0\%%3%&’!’?"&& Ehe rpeull shaved

t

right ext rou 1;3@31 i iy Pebbﬁ SP§ a&a?dcs'f% I8 GPTReiEon peth the control
det erm neg of Ihrfi Ig\to ited ¢ E%i lpggd 0 ‘ﬁltVI T I a“th Ct{v]ver Waifr ?'S‘ft'cilhe
pr epar aji Sh@é%'lﬁ nv\jn%? "ﬁ],?a (i%(g é%aﬂbg?? ﬂ'b"B HAYaehplpaqteass whendhe prarar-y
nmade preparation, % p?’epara T on Cont ai ni ng SDS did not | ose any

bi ol ogi cal activity after being storedy 'IB% 58 days. See TABLE 1 below. 20

TABL 1 Effect of SDS on Calcitonin St |I|ty 25

Ratto of Decreased Cal ci um Eoncenttattor—Agatrast—Centrol Treat nent

0'ddy 20 ° 8 days (at 370 3Whibltiqrpf Protease Activity by SDS 20. 7

11.1 P-CT + 0. 1% SDS Treatmend 2. P BAEE units/mg protein 22.4 P-CT(40

.U )/0.3%BSA/m, at pH 5.

protein on Calcitonin Usingjb g’ aIc um 10

)ng Hati o as an

gguu ng Effect of Aninal

i ndication, the effect of pH-a '-rmn serum 2 n(HSA) on the stability
of cal@tonin in the preparatlon of this invention was investigated using
5-week-old male Wster rats. 45 Purified porcine calcitonin (P-CT) was

di ssol vedEMMMBYEB M acetic acid buffer sol utions of pH 3.0 and pH 5.0 and

0 1 Mpho§_ hrlc Cld buffer soI utlon of pH 6 8 so that each of the
tions— AR 7K IC ravaginal Admiistration of Suppositery and Fiim Camprising R GY.
sol uti Sh (i 5 0 6 8) was di vi ded into two parts. In each case, to

one portion . Ltonin solutions 3 s added, while no
t r eat ment vva-@gB anﬁ%:(réﬁjg for'%?t'ﬁ'és S 'ﬁ'"tlh N %‘P?rﬁmc? arer'ﬁ%dt'"ggﬁ\e ant preparations

were stored at [err] for one week. Thesg €3l citonin preparations 50 were
then eggh injected into the fenoral biciprtal muscle of the rats at a

Ar—a+-0-9t-at-e nngnf 1 v: of—blood

dosage of —b‘-r —K o boty—wer-ght—ARTappropr

was_ext raEP@?fg? ogm tAmouRtiot |, Absstgtien naIPf?f?j'guI ar vei n, BasedorFomwiational ci t oni |
concentr s ot EPHINE PO B Cal ciumh G Test kit. As shown in FIG 5,
cal ci t oni hsSugpositag buffier SpbDS (166)S| BSA 0.8%) | ldRLerd@dlatini@HRlefh: §dlatiH, & 762030f
5.0, but pSeipediby at PIY. 6. BsDSNTen) [HBA (08%) JPeIpdnl Aicchdle prepar ati on,
cal ci toni pfilm pH 6] 8 Sld). ut | 8PS &S BSANS.3%) lChibsars+ &i@MCi tonin in a sol utjon
of pH 3.0 or 5.0. 55 EP 0 332222 BT EXAVPLE 7 Tnhibitory efrfect of

Sodi um Laur YemBUbfredehits hfaroidhrb ﬁtléCFS{OMIII; ¥a Wi ni
nhi bi tormtoeﬁef@gr.aaooﬁé'ﬁf’w% Ao e, 220 GRS o] Yok s ey Wiy

i nvest "Yaidafihidtition]aridNsekint Edoiuhd béhrerktation Svab GMtBHindd wih BYdAlcki G I&T kil Smd b GRS €
POSSessi Ngpcivased RbrumLbalcitin daftahitraléidghindt thedddrkrdNwal FdiRa BGIMEOIMe scale. The results are
depicted in FIG. 6.

In this experiment, it was found that the formulations in table 3 could decrease the serum calcium
concentration similar to the aqueous liquid formulation in example 2,

50
EXAMPLE 9

Evidence of the Absorption of Human Caicitonin Through Vaginal Mucosa

65 . . .
This experiment was conducted to confirm that H-CT was actually absorbed through rat vaginal mucosa

in the presence of sodium caprate and Nonidet P-40.
Oophorectomized rats were used in this experiment in a similar manner as Example 3. 1 mg of H-CT
was dissolved in 400 microliters of 0.1 M acetate buffer (pH 5) containing 0.3 w/Av% bovine serum albumin

10



L-argi nine ethyl ester (BAEE), a synthetic substrate. The calcitonin

phar maceuti cal preparation was prepg %?ﬂ?g%%hql ng to Exanples 1 and 2. The
preparation was inserted into the v B a small cotton ball. Two
hours after the insertion, the inserted cotton ball was renoved fromthe

vagi na. Th 13&&)%8 G0 Siurk LaprieD G 90 N6t Plab. 108 mkcrhRAS AR dolulorQbsORRIGSRAR 1
buffered s ahinidtbrEdNinto SvayRS G b riQHitH laisMBll ¥WaSn 5eREMbA REMMbst word IR G N
bal |, and tkyst sdieriafGar a6ih ioVihb ¥nobstiz6te lar i shdVd Kolrs BAGrRdAMIsHAlDS Soincalcilie
resul t showesd dol@rhingdl WHNCASECIAR G Mkt Bt S@GH CRCE desiiUdetedited by thh RIA HMehBusing
added gr @upnuiman caldifprn arfiboaly \The restits@recshowr iBFIGgV.oup t hat had no SDS treat nent.
Thi s result i M eaite thdeitathat the sésiib calctionin hoeasbeé dropatidndlly i ihe incwmeseUb the albsage of
prepar at i oncagftoninhadministevesiritte te vegiial didttedsepm eicluavrierrezbed camerondinghywithyan increase
I nt ravagi naih critonie dssagaioin resui indicalgsothal theld®sarption of\HST andrith bigiogigabactivity exhibits a
i nt ravagi naddsgrdepsrdsntTagriopsewhsn |theycompagiiop op thisninyention| copiainifg the combinationglsrptieny
by SDS 2@ TRremgterehsodium capalerend fNgnidel Rip was gdnainistored fpravaginally. - 23. 4
(100.0) 1% SDS 6. 84 (29. 2) 25 EXAMPLE 8 The Serum Cal ci um
Profile Fol POMPEE®ntravagi nal Adninistration of Suppository and Film

f

Conpri sing P- . 30 S .
this exper |%%:§gy :Im S A - 7

Absor pt i &n g Base for Formulation P- CT/ Uni t Pr onot er
SuppOSI tory T 5@9 e @nentﬁ%cg&re%%re sipdita Gt " ﬁt& % £9!
gel atin:[e ai ﬁbn sfgg: tI%QExam %Q%rép%& as follow; kk%f Ss-CT &é M %% &te /Q
PO|/ i nyl  als@qh@bcekatd Blker solution (pH 5)Tontaitihg 1.5 m s vine 3 fol lof 1QshidB: +
HPAZ HPMg, T 8, eﬁ@mﬁg of Yo 6piafe P33 ﬁ, b@%mE@se@offmdaob@tewp PEGSbEd
in Tabl e 3 wps) addistiied m@e@o%ﬁnasmaﬁnewwwaa lsmec ®en AEH WEIEGIthARE §-€T sidios using
Bl ood sanpl £vonsk frixet BK € firftheR trandierrél inth 2 b3l supPositery nidldadntl @soledag) eppadximately 4°C
adm ni st r atfooa hrsameb &g rofl SIGTasuppasitane containgd 1250 mizrogkams ofl 81031 ag0neidrogvaind oba S-CT
Cal ci um C tsupposhdry wasTaeniniséeredainto thedtetosagines @02, sad 4 msaitéradministaing divbd admples were
agai nst eshetaksorand de samm galciomicentert@tianrand theiserem seleitoain wark deteriing by thasgme method
depi ct ed i nuspd B.Ex@nplg & Théerdata igdigedin &, it was found that the formulations
in tabl e 3 colihelregie insipgie thathesabserpiop of EiGTnand disdhiolpgicaltactyily exhitiit| anglose-denenpdent
aqueous | i gasrRengegyhen ther $-6h corppogitiongh this inventipn cpntainipg the gomkjnatienhgorpiion pragnotor of
Ab§_or ption @F'“H&ﬁ%{ﬁe end Nanidetf-40 wes adnigistered, ipfravaginalticosa 55 Thi s

exp ri meft nduct ed to confirmthat H CT was actually absorbed through
rat vagi nal Tin the presence of sodium caprate and Nonidet P-40.
Qophor ect onj Lat.s, e s [ th s gxperinent in a simlar manner as
Exanmpl e 3. ectft , y°"° Blph, Protpies microliters of 0.1 M acetate

buffer (pH 5) £H‘1 | HoBd uQed?’m%é’e@ fa @Jgg& L8 Examiis 1 Qxcdp @6%
51 (35 "argde ol Tt b%mc&ﬁ,%@ta@“a@ n% s :’3&5“& T e il e&aneesu%ep ollibrCT
Sol ution b@ngss {;Rmumo rPiloR lpRFfRfr (284 Soiyok\RthyidibaifipHafyldtiee atcAt
a snal {o, GRk Q.nchbaa ahphafél QSdxyHe TRH Bdie 54ht) Wak Bdmikistst8a infdCthd bEPRbroQdrhigsaNad
j UgU' ar veiagind with@e 8iae8 h B&ioh &M 2l SiteR bdmlinistrdticABlocl AMPIBSwétb taRén and the calcium
adm ni st kAt doRdbniraion HEBrMMAbE ITHEaUBS dd@bR6dtaltRth dbhdohtratior aaiét ¢ontol W Shicldtdd. The
Serum H- CT dsmsSotadireo isleinemarizeteidl Taple t4) €olnpafisonedatzosbpess ingmdsliatelyubalow Tablec4.tNF3ion
anti body. Tiepreseets updlyxyatiylesdoiid) nonylpheByletiier. NP-15 represents polyoxyethylene (15) nonyl-
phenylether. OP-10 represents polyoxyethylene (10) octylphenylether.

50
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The results indicate that the serumcalcitonin increased proportionally to
the increase in the dosage of cal C#ﬁg#: ] nistered into the vagina, and
t he serum cal ci um decreased correspo ith an increase in calcitonin
dosage. This result indicates that the absorption of HCT and its

bi ol ogi cal activity exhibits a dose-deEendent response when the conposition
of this invention containing the conbi - absorption 10 pronoter of
sodi um caprate and Noni det P-40 was adnini stered intravagi nally. EXAMPLE 10
The Profile of Serum Cal ci um and SalTnI®ePEIHnin (S-CT) Concentrati on
After Istravagi nal Adr-fArstrat+or—to—eof—Suppost+tory—Contatrtrg S-CI The
nodel aninmals and experinental procedures are simlar to that described in
Exanpl e 9. The supp%ﬁnused int 'g fgpl wer e ared as foll ows.
1 ng of SCT was di n 100 m'cr&h@édgf@.l M(% te buffer
solution (pH 5) containirng 1.5 ng of B ovi ne serum'albumn), 10 ng of
Noni det’™20 P-40, anmd 5 ng of sodiunrcaprate. 383 g of suppository base
conposed of PEG 4006y RaffaetPEGoPQ00 (479 and distilled water (20% was
warmed to [err] to jsefha]caprbeatd xed wel I3 with the S-Clgsplution using a
Vortex mxer for 1 min, then transferred into a brass suppository nold and
cool ed Lo appr oxi mata® Mohidet] pfar +2 hrs. 125 ng of S-CT suppository

cont ai ned 250 mi crogrtaNa @fpr&esT. 250 nmi aaxngrans of a S-&B suppository was
adm nistered into the rat vagina. 1, 2, and 4 hrs after adm nistration,

bl Qg'(fjn sanpl es were 2% Nomideh Pet@d+t he serum cal ci um concentration and the
serum cal ci t oni n weri® Yatlauwrabed by the s#&® net hod useddth Exanple 9. The
datd i gplisted in FIG 8. The results indicate that the absorption of S-CT
and its biol ogical a%% NBF3Q +exhi bit a dose- dependent response when the S CT
conposi tion of this ¥nh¥ergamateont ai ni ng t5h& conbi nati on 3bsorption

pronot or of sodium caprate and Noni det P-40 was adm ni stered
intravaginally. 30 NBr® T1. The Effect of the Combination Type Absorption
Pronot e 35. The ¥hPaef¥BERI used in ths experinent Ias basically

simlar to that of %@Lﬁ 1 except that the age of the oophorectom zed rat
[
00% ,u.

was different. 100 £rs of the P-CI, ¢4 |.U.) acet buf fer solution
containing 0.3 wv ne conbi nati on dbsorption prondter (2%
pouoxyet hyl eneal kyl phenyl et her and 1% nmedi um chai n al i phati c carboxylic
acid sdliumsalt) was adm i stered TNToO The oophorectom zed rat vagina with
the aid of a cotton ball. 2 hrs. after admnistration, blood sanples were
taken and the calcium 40 concentration determ ned. The ratio of decreased
cal ci um concentration agai nst control was cal cul ated. The data obtained is
sunmariged in Tabl e 4. Conpari son Coaparigesadatianmedi atel y bel ow Tabl e 4.
NP- 10 represents pol yoxyet hyl ene (10) nonyl phenyl ether. NP-15 represents

polyoxyet hyl ene—{15)—hRony-—phenyl-et-her—OR-10—+epresents—pebyrexdret hyl ene
(10)" octyl phenyl ether, .45 50 55 EP 0332222 .B1 BLE 4 The Jnvention 5
Conbi nati on AbsBPpPEBlion Promoter The%%ﬁt %G%éf’ g-lf-é.l. Age Fgrvgerfgf er s
Decreased [err] (Weeks) 10, 2% Norlﬁe(?é:teaﬁ-ﬂo 1% Na capryl ate
1.5 8915 = 295 NomTdet— P40+ 9% NaTaprate
13. 7 8%

1%°Na caprylate 0.4 18

pu 1% Na caprate 4.0 18
1% Na laurate 4.3 18
2% Nonidet P-40 0 18

50

From the data shown abovs, the combination of the polyoxyethylenealkylphenylether and medium chain
aliphatic carboxylic acid sodium salt gave surprisingly better results in terms of biological response than
either of the comparison absorption promoters.

65

12



2% Noni det P-40 + 1% Na | aurate - 6.5 8-9 20 2%

NP-10 + 1% Na caprate 32 2% NP-15 + 25

1% Na capr at e 3.6 Eb 0332 222 B1 32 2% OP-10 + 1% Na caprat e
4.3 32 30 35 Conpari son data 35
Alisor pt i on AP 2r The Ratio of Age (Week) Decreased
[err] 40 1% Na Capryl ate 0.4 18 1% Na
caprate The Effect of the Combinatior] T¥pe of Absorption Promotor on EiSatdho Na | aur at e

4.3 18 2% Noni det P-40 0

18 50 Fro®m t Hehe Giaitral ;bdeivosedido\ties etpadmend whs siellar do thaf oft éxample 1 except for the age of
pol yoxyet hpbphosectbriizddrhte h30l reitralders efttie salulibnoh etdatanim (480 ng)hm .11 acatatdrbutfpl Gootaiging d
sodi um sal O3¥awk BRIy pnd the regimbindtion faksorptiens priometer (2% polypsstivengrlkylpbanylether and 1%
response t isedinnteaprete) was adniiistareshipta thesepphasastonyzed rab Maging with theaid, of Sgjton Jall. 2 hpyws
0332222 B1 aftexafpipigtration. ¥1qdlopy amples yerer taken ol 2ad Hia calein qapeentration Aeferpiingd.; The ratio

Pr onot or’ 0§ facteased Spifjurs concentrafen in sorumx3oaing Geiirol was galeyiatedn The dateispreseptad infakle
simlar to3hat of exanple 1 except for the age of oophorectom zed rat. 100
mcroliters of the solution of el catonifA%_ﬁgo ng) in 0.1M acetate buffer
containing 0.3% w v BSA and the conbi nat’i absorption pronoter (2%

pol yoxet byl engalkylphenyl et-her—and 19 into
t he oophor ect ¢ zed Absorptigraltyometerwi t h { hEhediatib of DecrersedPa* hBdricentrgtioninSesumaf| t er

adm ni strati om,aef Rénidat BL.981 +S3MM ESraiéel € taken out apdy i e cal cium
concentration|dei R b3gagsl. The ratio 0 of decreasegb £@gCi um concentr ati on

| n~Serum agai st—controt—was—catcutated—Hre—datatspresented—tm—Tabiie 5.
TABLE 5 235 The age of rat: 2aweeiS 8ldi on Promoter The Ratio of Decreased
Ca++ Concentration in Serum 2% Noni det P-40 + 1 % Na caprate

11.9 1.1 1% Na Caprate 4.2 0.6 20
The age of Clamhs 25 weeks old. Cains Cains for the follow ng Contracting
St at es: AT Cldbfs forkhe TDiowiRgCor@@ctingStates ; AT, BE, OH, DEJFR, 28, IT, LLAWNKSFaceut i cal
conposi t#¥on adapted for intravagi nal adm nistration characterized by

cont ai ni ng 1cah dherdmaeaytical gorertesiignpedapipd fer onfavaginah adreinisiration eharagftized i dgopteining
noni oni ¢ sur f @ICHAHY aHbsEPHAY REMPI ingAehH N ANIaAIS NP nonianin: sufeqtanher epMbiRaties @f am
chai n al i phat 1oRIo0igF45BKINT prd aypeditmy,ghainialiphatic qarbaxylic acid s s g3i,and a pendfpigRhafmaceu-
tical l'y ac cepiealty| acapiaplp paper o diyent thertor fnftPatulation suitble far fiaFpias! pYRINSYRItL b o

for int rg“"lg' R %lomgo%ﬁponn Iacsctorrd%ytg rt‘:laimSQ, characterized by the additional content of an animal and/or

vegetable protein.

3. The composition according to claim 1 or 2, wherein the calcitonin is salmon calcitonin, human

35 calcitonin, porcine calcitonin, eel calcitonin or chicken calcitonin.

\/ 4. The composition according to claims 1 to 3, wherein the anionic surfactant is sodium lauryl sulfate,
polyoxyethylenealkylphenylether sodium sulfate, sodium alkylnaphthalenesulfonate or sodium alkylben-
zenesulfonate. :

40

5. The composition according to claims 1 to 4, wherein the nonionic surfactant is a sorbitan fatty acid
ester, a polyoxysorbitan fatty acid ester and a polyoxyalkylene higher alcohol ether.

6. The composition according to claims 1 to 3 or 5, wherein the absorption promoter comprises a
45 combination of non-ionic surfactant and a saturated medium chain aliphatic carboxylic acid or alkali salt
thereof.

7. The composition according to claim 6, wherein the nonionic surfactant is polyoxyethylenealkyl-
phenylether.

8. The composition according to claim 7, whersein the polyoxysthylenephenylether is polyoxyethylene (5 to
30) alkyl (C-8 or C-8) phenylsther.

9. The composition according to claim 8, wherein the polyoxyethylenealkylphenylether is selected from

85 the group consisting of polyoxyethylene (8) or (10) or (30} octylphenylether or polyoxyethylene (10) or
(15) or (20) nonyiphenylether.

13



2. A conposition according to claim1l,.characterized by the
content of an animal and/or vegetable protein. 3. The corrpo '{Mi ﬂmmm
to claim1 or 2, wherein the cal cFPO#3R228Bd3| non cal ci.tonin*

calcitonin, porcine calcitonin, eel calcitonin or chicken calcitonin

The compqs ccording to claims 1 to 3, wherein the anionic surfactant
I's sodiu hb&n 2asul fate, pol yoxyethyl eneal kyl phenyl et her sodi um sul f at e,

sodi um alﬂwkw&tmﬁﬁmwmabétrpt.é,pﬂw&tradnlaéamﬁm zenesul fonate. 40 5.
The conp he noni oni ¢ surfactant

i's a sprbitaR dnfidal Ynodéliuded M tRIE exgbriment W% Yol ol it Jr%katma@q: ieSlceP6 fof kheddgd of
pol yoxy alokpHoRaemized A€ oG mfeRlitels of e @blutidh -of dibdonfhOBIVOR) fnl 00MM BREE 1Slifeohigining

cl ai ns 1 0t3% FINVOBSA and\iter Qinibinktide abbstion tpradibte (B Qo bxethylBisaikgiptindletddr and 1%
conbi nat isodiund taphate)-was Bdrinistered Bt 16 bophtrectamiseait ratrvabisdlwitiedle eidof bation ball. 2wt | C
car boxy| iatteradmidistration |thechlood Sarhfilest waee takdn. out/and THeccalciomxosdehiration deteymineld. The tatio

cl ai m8, ofrsregsed calkiemTorreuralian is serér egainst conol pad gaicuipted.lhe date &l Hrgsbnted in Table
phenyl etiger. 50 8. The conposition according to claim7, wherein the

pol yoxyet hyl enephenyl ether is polyoxyethylene (5 to 30) al kyl (C8 or C— 9)
phenyl ether. 9. The conposition accord’f\ﬁéeﬁ o claim8, wherein the

pol yoxyet hyl eneal kyl phenylether s selected from55 the group consisting
of pol’yoxyetlhyl enabédiption Prode) Or (|3 The Raib i MH@asdatteConcantrgtioh ncseyat hy| ene
(10) or (15) er. 13 XA The Ertect of the
Conbi nat i on T&Ngn'ﬁgqugg)r/t) P‘gnyp&?gnvtor on El cat é;ﬁ&g The ani mall nodel
used in thi <—4-:--)@p<-:-4’—|--lcm4=|-t—--‘ta.a‘s—s-i-nct-l-a-lc—t-t:)—t-|qa-t—-94‘—<-:--)4a-lcm4—@+-(-:a-)@(-;4-:'-|gt—-f-@)4'-—1 he’age
of ooppor ect|ofieagriofrair25 weeks ok crol i ters of the solution of el catoninj(400
ng) in 0.1M acetate buffer containing 0.3%wv BSA and the conbination -
absorption pronoter (2% pol yoxet hyl eneal kyl phenyl et her and 1% sodi um
caprate) oamsadm ni stered into the oophorectom zed rat vagina with the aid
of cott orcidmas For the foliowing Sbhtedctingl StatsS IATABE, OH, DE, lFe, GB,ondi, sl 8 were taken
out ard the cal cium concentration determi ned. The ratio 10 of decreased
cal ci um dons egphanmataubical icompusitiormadepteidnist intravaginad | administratiah chéradt@ided Birecodtaihiag | s
present ed i ericieri, @n Bbsofp@L profotdronamely an anionic andloAbgnmptsu@tptaﬁtrq;mﬁombmaﬂon of a
The Rati o ofionjopic serfacient a@ha meddem ckaint alighatio perhoxyliSacid or iBosaltiend aean-texicyharmageys Na
caprat e tically acceptable carrier or diluent thetefoy, in g/(;q@ul@ap pyitakle for intravaginal administration.

4.2 [ePr] 0.6 20 The aqe of rat: 25 weeks old. Clainms Clains for the
f ol | owi nd- CBrRoMAesitio, geesydingete: Clainy 1. B’Ea’a‘@‘!zew theraddiignal cqntent jof ap gnimgj andgr 5
1. A phar naY?@Ef?‘??:&'Pte onposi t i on adapt ed for intravaginal admini st rat i on
characterj z by cant ai ni n| n n ab Qr on pronoter

ani oni g and[ %8’ g | s é‘ﬁ? 5 ) 'ﬂ? foniy 5 ean aian. R Ao

citonin, porcine caI nin, 019 rcn clon
sur f act ant c} Pu carb oxy ic acid or its salt and a

non- t oxi G pﬂ%résﬁ%g .ontat&%.,l foactamt O&E%thtn.mc %L&atgéog BRAERN sulidl, @

fornul ation afk9l&he|n bthed \s8diinh Slita ARenesiio s%&tmgﬁd/lﬁénon
accordi ng tgm ufidndie 1 aracterized by the addltlonal content. of an ani nal

and/ orpveget abl e protein. 3. The conposition according to claim1l or 2,
wher ei n  tsheTiradokipbeiivh factodirgath MERInC ke 4, tvihBiel, thé) HeRRMic Farfactant Bal extitam falty acid
por ci ne cal esitdr,Grpolypxyd@rbitan aditg atnwestei and a pdiyoryalkplemHighist aiddhs! sther.

6. The composition according to claims 1 to 3 or 5, wherein the absorption promoter comprises a
45 combination of non-ionic surfactant and a saturated medium chain aliphatic carboxylic acid or alkali salt
thereof. .

7. The composition accordtng to claim 6, wherein the nonionic surfactant is polyoxyethylenealkyl-
phenylether. '
50 '
8. The composition according to claim 7, wherein the polyoxyethylenephenylether is polyoxyethylene (5 to
30) alky! (C-8 or C-9) phenylether. -~

9. The composition according to claim 8, wherein the polyoxyethylenealkylphenylether is selected from

55 the group consisting of polyoxyethylene (9) or (10} or (30) octylphenyléther or polyoxysthylene (10) or
(15) or (20) nonylphenylether. .
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4. ‘The conposition according to clains 1-to 3, wherein the|1 L ON MIIHH““L
surfactant is sodiumlauryl sulfat t hyl eneal kyl p EﬂmmIF

sul fate, sodi um al kyl napht hal enesu??g%%é%rwsodi um al kyl ber-"¢ L n s »
zenesul fonate. 40 5. The conposition according to claims 1 to 4, wherein

t he noni onfor TReEchp6ditdi tacdofiiing tS Q4IRS Ribrdithé PolytkyethyRfdalkyiphefyldtRer 66l Sxy6thRYyISHAN
fatty acid egd 6dtyighehlisthepod pogsyyathyahe ¢10EndnyighbaYIetRdrcoOhol et her. 6. The
conposition according to clains 1 to 3 .or 5 wherein the absorption

pronot er cante eepositiod Accordingdo nillims dtto ©0) whérein the-seiorated medinrh zbdiaaliphatio darboxylic
sat ur at ed nedaltuin selected frevh i tieh grioupe cansisting >of Ispdiuna captoats; sedivon caprydatd, tsodilme cepyéte, 7.
The conposi t sevmdeuraie, ¢pdign myristatecdnds@liumppedmialon t he noni oni ¢ surfactant is
pol yoxyet hyl eneal kyl - phenyl ether. 50 8. The conposition according to claim
7, wher ei rif2; e WwwymV%§Why|%?fﬁemeiS§f ip S et eatef @de 4o t 0 30)

al kyl (C-8 or. C-9) phenylether. 9. The conposition according to claim8,
wher ei n H&- gPﬂ W@Hﬁ@@é‘&l%‘ﬂﬂﬁéﬁ?l‘%t“!‘?gg'" jthe copgeptationof the,ghsesgtion promofop is
group consi s ailo gk f°1fJ°o %)(‘Slet hyl ene (9) or (10) or (30) octyl phenyl et her or
pol yoxyet hyl ene (10)..or_(15) or (20}, nonvl phenyl ether. EP 0O 222
Bl 10 Thg%b Ei‘jﬁ? §$ﬁn|n(¥g§|té¢@ ;\c(ﬁ:%rg%%?on {j'g'{“o}%l“g‘ue%‘ﬁ"gt?}e Vc\%rg:rgr;éﬁaﬁont rly]félﬁe absorplt::on pl%i?ngter i3
pol yoxygt hyl eneal Kyl'phenyl et her is pol yoxyet hyl ene (9) octyl phenyl et her or
pol yoxyet hygl eRSagbnbBatioR Q%IaRE &BiiRE 21614, whbrein W rGO R Akl edleiC cOr di ng to
claims 1 to 10, wherein the saturated nmedi um chain aliphatic carboxylic 5
salit s seieGhLebmipbsitivh bSrdBb &1 dhirk 98 Wnsrbih 18 aRialSAsiéin Mafbaiih Gakdh or §BIEtnLIM
capryl ate, sodium caprate, sodium/laurate, sodiumnyristate and sodi um
pal~ t azoe. 171 2he doPositid BEBiding QN clalt A6 WHbrEig tHe@nimaladreid & albwhiar ei N the salt is
the sodiumsalt of capric acid. 10 13 The conposition according to clains
1 to 12, wiseias coniphsitios acvoring teadidiro 7, evherbin ¢hezlbsmin i bovine garam@bumin.i s bet ween
0.01 to 5 wWv % 14. The conposition according to claim 13, wherein the
concent r at19o Ahepfomppsition becordjnn ftaotipims diedterheisin thenroteinis vegetblearatei? W/ v % 15
15. The#conposition according to clains 2 to 14, wherein the protein is
ani mal pr %eiThp composition aceasiifgaiziclaims? Rcldoviarainythe @rataingis i cembingliag peaniing pratein
ani mal pr ot ef?f yegetalaRioleil  casein or gelatin. 20 17. The conposition

according to_claim16, wherein the anjna rotein is albumn. 18. The
conpost 1 A FATPEAIC T AT itk Pt e St RO S sode A
al biini n® 19. "™AE L HBEE #PB%H according to clains 2 to 14, wherein the
protein i ; 3 T nposition according to clains 2
to 14, V\hzcr;'%eliﬁ'%q{"ﬂtgé&'@‘E’@P?"F@acﬁﬁgé%sﬁg 1%‘?1) of animal protein and vegetabl e
protein. 2. pbBesGRaMsbihd M3 BSGHMbhlly Mha b Sibiddd Babhint & ifthvagaff Sriddi& cal-
saturat gd el chatatdhizEdPlyRmNg Sdid éaichdhin AR 039 to 5 wiviok SManSabbEptibh plomblPRamely
atons. C ai Man Giénic &HA/of RénioRd stkacteRtdr la3oinb&lioPlofh RénionfsBurtdelntland éﬁﬂé‘oﬁﬁﬁcﬁamr
enhangi ng t heiphds dakakyit iatitf orMel skih @ncs b GoR@Ric PhambdeufickilyOdccopidbledyznidh dAdilugnt
adm ni st er edthemfor, adibsting the HoPIRé MixeFEEo AGAIGE betvasdn BYndT Wikh ERidS af shseathich aR Mol
with 0.01 totdzicvind ndn-iritatiag t BEnteny tahd formuling ter mikrehty aafomaBiitable Gor aiitaiagihal
noni oni @ sur bduditistrationor a conbi nati on of a nonionic surfactant and a nedi um
chain aliphatic carboxylic acid or its salt and a non-toxic
phar maceut? cahd grocgescasparding e clair 1, ickaractsrized iby gdding an lanimalfapd/or vaghjtablstoratein.t he pH
of the mxture to a value between 3 and 7 with acids or bases which are
non- toxi cahtP PEYPST AGCPding ithefaimd o Amihasein i cplgiionin ity celslonidi humap saiepin, a
f or m sufst abl BOFiBg cacHening 964 GRiqigmin gxphicken calgitonipi st r at i on.

- 4. The process according to claims 1 to 3, wherein the anionic surfactant is sodium lauryl sulfate,

polyoxyethylensalkylphenylether sodium sulfate, sodium alkylnaphthalenesulfonate or sodium alkylben-
zenesulfonate.

50
5. The process according to claims 1 to 4, wherein the nonionic surfactant is a sorbitan fatty acid ester, a
polyoxysorbitan fatty acid ester and a polyoxyalkylene higher alcohol ether.

. 6. The process according to claims 1 to 3 or 5, wherein the absorption promoter comprises a combination
85 of nonionic surfactant and a saturated medium chain aliphatic carboxylic acid or alkali salt thereof.

7. The process according to claim 6, wherein the nonionic surfactant is polyoxysthylenealkyiphenylether.
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2. The process according to claim1, characteri zed by addin

and/ or vegetable protein. 3. The pr $5H Gy ding to cI al n?ﬂ””ﬁm"“mmlﬂuml
the calcitonin is salnon calcitonin, human cal citonin, pbrchng! s
calcitonin, eel calcitonin or chicken calcitonin. 4. The process according
to clainms 8§ tThe Brocess @écdiding ttdiaid!T] Whetein thalpdlydiethibnepBengliotléris1pdiyaiieihllemsUb tedop,
pol yoxyet hyl aigiaCieyr plopphehpdtieer sodi um sul fate, sodi um

al kyl napht hal enesul fonat e or sodi um al kyl ben- zenesul fonate. 50 5. The
process ac8orie mpepcess actadingsto klainp 8/4whewdinethe ipelydaxyethyieonesikginhepylstherfis ealected fiom the
sor bi t ars f at tgyoupeprsistingt o polyexyqiiniepe 8) ardlil ior @A) detyirhsnylaibercdr pajyaxyethyiege €10) or (15)
pol yoxyal kyl e¥&Ohtogriehengateashol et her. 6. The process according to clains 1
to 3 or 5, wherein the absorption pronoter co ri ses a conbi nati on 55

of noni oni &% siiP{PEEess fecording t%°‘§'5‘t%l‘"§?’%'ﬂéﬁdﬁy ‘f‘P&'PﬂkV&?F‘?’BHQP“ iz pelPysRipne ©)
acid or aI kalqctyg’ﬁ?"é'eih?fé’trg‘a‘f°"y"?‘y'e'f‘h 0P ﬁ‘ébordl ng to claimé6, wherein

the noni'd ﬁ‘ur Lc?%%st%ant rdm? tg cla%mmg tI *k%ﬁe %%ltmp Q)gn l{iertn h:ﬁam allhatlc caronyllc sal§

222 B1 8.
p0| yoxyet hyI qﬂ.@a@? ate Qo%su Caﬂr % g énu Iat? ksmillurr( &apéate soc&mb)
phenyl et her. rocess accor [ ng o cI aim8, wherein the

pol yoxy&f hys emgalokass Qé'b%?@l)ﬁ};?&éié?rﬁ 1A %vh&%%%tsﬁlgusftﬁe%auﬁrﬁgalt%f capric acilf. OUP

consi sting of polyoxyethylene (9) 10) or (30) octyl phenyl et her or

pol yoxyet hys.ems drok8ds REorfiddlo @Mimé 2% 12%@%@3&5&%@&@1 #Qhe dBBroMINOSERSter is
rdi ng to patwebn.85 andlzevnedsn t he pol yoxyet hyl eneal kyl phenyl ether is

po yoxyethylene (9) octyl phenyl et her or pol yoxyet hyl ene (10)

nowAy| pheny 14t The procdsd adcbrding itecligmoZ SIS, whemtih prafeit & aoival prateid. t 0 10, wherein

the saturated medi um chain aliphatic carboxylic salt is selected fromthe

gr oup consN§tThagroodss gendidingntaccigim diwberein ddi animalcragieiny Is atbuminseashinuengelalr at e,

sodium laurate, sodiumnyristate and sodiumpalntate. 15 12. The process

accordi ng 1% Thp&roggss sccoring tatlaim i hevhargin thejagimelpiotelp isialbr®al t of capric acid.

13. The?rocess according to clainms 1 to 12, wherein the caoncentration of

the absor pff-oit® Brogers Peserdng 1, 4B, Wherely he albymin is;payine seruspalb ‘ﬂ" The process

accordi ng ains 2 to. 1 t he oteln I S rotein. 15. The

process ac&@r@? RE°TS sgrerding, a:m%g)r@ "H‘efeﬁ‘ LRIPHRIR e VB‘?eg‘?b r[|°t‘7i al bumi n,

C I n lati C A I r

Tl i o b aioagh el BRSPS el o bidel s Redseag (b e

wherein the al % 'S bOVI ne serum al bum n. 18. The process according to

claims 2 tgglge pYMEé‘sE @bddrding %o Qi ?'tcf‘w' AhefSDRb ShthrRed et Ehain3Brboxyft acilitBs from

process accorghkh g cdrbbnGloiis™ 2 to 13, wherein the protein is a conbination

of animg{ protein and vegetable protein. 20. The process according to

clainms 1 tepatdRtanspirshei N t he saturated nmedi um chain carboxylic acid has from

8 {0/ 16 caprientandptiuthe fifiJolgeride VieRragsstaitére: Ao BEICH DEFROGBAT UL Bi, $ende

Vertragsstaaten: AT, BE, CH, DE, FR GB, IT, U WJ, N., SE 1.

Phar mazeut i.s dthesnafutiqshesaltréipagat (o gepBiit aardledlhmvagmalealmeg'rermlm Yeipzh gekenhzaichnet,

dadur ch sgekerval es Cileitonin, oih@ resorptiogsByderndeCiubglanzondimiich eini anionischepunafodeymichionisenesie

Subst anz, ni rarenglfickanpktivasi Mt odretne Iqebigalien eingscliahtionisrhep [geeszfisichenaktiven Mittels mit

gr enzf | achenaier piskeiligep @lirhglisehen Garhansiyaisderdrpm Pakzi ure sinpn piphtipYisshencahasmazeu-

gr enzf | achendReh gwghmiatep clirdgerpder él"n’é‘?hﬁ?ﬁsf"feélﬂ?é'f"?’r isah annefypkargssYarignungsmittsl

Car bonsgur e SBEF nejipifibesifung. gagjonst fﬁbcﬂe HV%’FH"H?X\P?E iehungIAhzeu- tisch

annehnb T er r el Ji,c sch i.sch gnne
Ver ddnnunggm r% ﬁ sRryen ﬁ%& %ng %eesl zé’ugé‘i"c'? & G (NG BRanzon-
I ntravagi nal eD era'brel chung, ent haI t 45

3. Préparat nach Anspruch 1 oder 2, dadurch gekennzeichnet, daB das Calcitonin Lachscalcitonin,
50 menschliches Calcitonin, Schweinecalcitonin, Aalcalcitonin oder Hilhnercalcitonin ist.

4. Priparat nach den Ansprlichen 1 bis 3, dadurch gekennzeichnet, daB das anionische grenzfiichenak-
tive Mittel Natriumlaurylsulfat, Polyoxyethylenalkylphenylethernatriumsulfat, Natruumalkylnaphthahnsulfo-
nat oder Natriumalkylbenzolsulfonat ist.

65

6. Préparat nach den Ansprlichen 1 bis 4, dadurch gekennzeichnet, daB das nichtionische grenzflichen-
aktive Mittel ein SorbitanfettsAureester, ein Polyoxysorbitanfetisdureester und ein Polyoxyalkylenether
eines htheren Alkohols ist.
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2. Praparat nach Anspruch 1, dadurch gekennzel chnet, daB es z "IIE“H |”",
Ti er- und/ oder Pflanzen- protein e | Pr apar at nach. An H ﬁmi
2, dadurch gekennzel chnet, daB das%&%%%" Lachscal ci tonin, *sce

menschl i ches Cal citonin, Schweinecal citonin, Aalcalcitonin ader

H | hner cal gi tisiafit heeh derfAnspHiéHaR R Bls 3AGHD, dﬁﬂrcﬁ@ﬁlﬁhhﬁ‘emhﬁetldda Id® resorpliendigFdetinde
gekennzei chnedupstsha Sirdakonibmanen | sied Aickiiofischéd remAivhbnaktven/ Mitls tune leiner mittelkettigen

Nat ri um aur yl sipHatisehen Gaedoiszinig @tidrpinesaikdisalzpddanyi witéBemat r i unsul f at ,

Nat ri umal kyl napht hal i nsul fo- nat oder Natri unmal kyl benzol sul fonat ist. 55 5.

Pr apar ats n&c HPriparat Aarh fngjicdeb 16, dadpick gdkenpizethiineth dagaiae ninitienische gienzfiéichenaifiive Mittel

ni cht i oni schePolyoxyathylbralkpiphenylethariske M ttel ein Sorbitanfettsiureester, ein

Pol yoxysorbi t anf ettsaureester und ei n Pol yoxyal kyl enet her eines h6heren

Al kohol s i 8¢ .Priparat nackpngprugh 7, gaplgrcipgekennzeichnet, das der PolyoxyethylenphanyletherPolyoxyeth-
11111 11111 *Yien-(s big 30ypikyi-(@&8jodes C-ghpbagypther istach den AnsprOchen 1 bi s 3 oder

5, dadur'®h gel ennze chnet, d e reso t|o ubst

Konbi nat i off ?P&ﬁf' %Eﬂgg B % Tgyla}? s;:r
mttel ket ti ge %ﬂ"d r er° At n Iet . e 'fe'“é ey geger ‘\)’819’
unfatt. |?)a 3 l)' B, cfad’lﬁ gekennzetchnet daB das

ni chti onj sque,,rgjgh ;,;‘J Jks.l. ZEIQJ,%Q %er% Wlbu&%lgéleln%th&rmlys"

8. Praparat e agr@ g
Pol yoxyet hyl en enyI et P¥) yoxyeth y en s 3 kyI (C-8 oder
G 9)- hen)"'lftﬂ‘}@dardt fdch d&Q AQspr(Eﬁe?\pla&@-tio mh'%’éi&fnﬂaﬁrﬁt, degHeral? einer mittelkettigen
gekermzel ochngpbitignbaishatischinl g4epopngdusyaninit)ist RCay IGRIpPE bestdhendlsis Natridiaroat,
bestéhens ausnditmmygaprytNaHumBaptat NatrigdiRiirat; Naldinmyasi® ind akmpaimitat! phenyl et her
oder Pol yoxyeth- ylen-(1 0)- oder -(15)- oder -(20)-nonyl phenyl et her,
ausgewahi t 12.sRrépafia ndch Andprap at,aledunchogeksomzeichrel d83 dasSeia MemNgmmdnzwaoﬁns@qu
daB der Pol yastyet hyl enal kyl phenyl et her Pol y-
oxyet hyl en- (9) - octyl phenyl et her oder
Pol yoxy et h{3$-tfaraiadnagic o¢n phspriighast hedis 42, dagurch ppkannzelghnply dRé dlien Konrenyptonden 1
bis 10, dadur'&??’Rj@I@@‘ﬂ?E\éP’tWé@"z Zuischen 391 bis P SewiNokt ifh t t el ket t i gen
gesattigten aliphatischen Car bonsaur e aus WAhIt | st aus der ,
best chend Afiries % Srh ooieRgR IRt e AoreaRaRipy i SAdrsordom
Nat'(_l/um aur at9e" REbsEE 945 und, A G ?‘ﬂ?ﬂBal mtat. 12. Praparat nach
Anspruc 1 ekenn Ic sSIz

Jts Igglp a& % é(ba gp 1;1(45f 61%9 (5%' r? ?‘ng g%sﬂ é\la E’ro!l nzelrﬂa'er.rol%m ist.

Caprinsaure’is

gl e e S i

gekennzegchnet daB die Konzentratlon der resorptlonsfardern- den Subst anz
zwi schen 01 %prigacht RackARSphRh 16/hduRE igekehfizelohneaaaIRRE HbrprRRMMILIMM @nspr Uchen 2
bi s (14, dadurch gekennzel chnet, daB das Protein ein Tierprotein ist. 16.
Prapar at nagprégarphideh Ansbhch tadatuah ggRsnARYIchRbY BaBls AlBiiiin Eindersbruaialbldin @st.n

Al bum n, Casein oder Gelatine ist. 35 17. Praparat nach Anspruch 16,

dadur ch ¢gsa$%.chirmet odchelken AdspRichins? bis e#,madureh' gekdhrizaichmet, daB das] Broeini ehopfiazlichas h
Anspruch 17, Rietelmisth gekennzel chnet, daB das Al bum n Ri nder serunmal bum n
ist. 40 19. Praparat nach den Anspr Uchen 2 bis 14, dadurch gekennzel chnet,
daB das Pr 8%€ir#paet pachdpmfnspiliehen £ bisy 14 dadurch sekenmlchmtaiﬂﬁrda% Praigip|ping dégmbination
Anspr al chen 2opiTligrpaein ypg pignglicheseRieiqini®| chnet, daB das Protein eine

Kombi nat¥ on von Ti erc%rotel n und Pf | anzl i chem Protein jst. 45
. Préparat nach den Anspriichen 1 bis 20, dadurch gekennze chnet, daf die gesiitigte mittelkettige

Carbons3ure 8 bis 16 Kohlenstoffatome besitzt.

Patentanspriiche filr folgende Vertragsstaaten : ES, GR

50 :
1. Verfahren zur Erhhung des Resorptionsverm&gens und der Lagerstabilitat von intravaginal verabreich-
tem Calcitonin, dadurch gekennzelchnet, da8 man das Calcitonin mit 0,01 bis 5 Gew./Vol-% einer
resorptionsfSrdernden Substanz, nimlich einem anionischen und/oder nichtionischen grenzflichenakti-
ven Mittel oder einer Kombination eines nichtionischen grenzflachenaktiven Mittels mit einer mittelketti-

85 gen aliphatischen Carbonsiure oder ihrem Salz, und sinem nichttoxischen pharmazeutisch annehmba-
ren Tréger oder einem nichttoxischen pharmazeutisch annehmbaren Verdiinnungsmittel daflir mischt,

den pH-Wert des Gemisches auf einen Wert zwischen 3 und 7 mit S&ursn oder Basen einstelit, die

beim Menschen nichttoxisch und nichireizend wirken, und daB8 man das Gemisch in einer Form

16



21.- Priparat nach den AnsprUchen 1 bis 20, dadurch gekennzelc
gesattigte mttel kettige Car bonsaure gg? B ohl enst of f at 0%%“%‘““““‘“‘
Pat ent anspr Uche fUr fol gende VertragssP €M °ES, GR 50 1. Verf#hr®en 'zuf

Er h6hung des ResorptionsvernBgens und der Lagerstabilitit von intravagi nal
verabrei ch- t efohndied, 8l R Qs ntratkdMhlé VblaliatRRy\geRighdiRet , daB man das Cal citohin

nit 0.01 bis 5 Gew. Nol - % ei ner resor ptionsfordernden Substanz, namich

ei nem ani onizs cia@fahrem déch P@EpriidhCI) daduifth goReihz)CihaE, fdbif e Bi Hiblischee @inc/bdet piiznzliokbar

ei ner Konbi nat Peteineuglists ni chti oni schen grenzflichenaktiven Mttels mt

einer mtéel ketti- 55 gen al i phati schen Carbonsgure oder ihrem Saé&z,

und el nem ni% hverlires oldnAnsbrachnh odert 2. Jedurchngrikannzalchnet.ndap rdag dlalcitaiior Laghsarlgitonin,

ni cht t oxi schenmpisahiiohes SalcitoniorSchwainskaitianis Aalcaigitorimerdenddmerealdtbniniigk Or  mi scht ,

den pHWert des Genisches auf einen Wert zwischen 3 und 7 mt Sauren oder
Basen ei nst & | Veriappr nach idem Angpriishen d pinh3. CRdw hgekenpzeiphinehdahdas enionisehe giepafidghen-

und daB r#n dadts:Mitet NativmigirylufatRolyoxyeghylenalriphegyigthemasrmstifat, Natriumalkylnaphthalin-

| 1IN 1111 i“'fi’ﬁ“f'fLN‘?t"H"]a'kilpenF?'N"?"ﬁtr'ﬁuI i ert d| e far die i nt ravagl nal e

Ver abr ei chu net ve r{ hre Luch, 1 he arenzii-
gekennzei ch:%gt prucmf" 3%# gg %@' g %msc gron
zugi bt . 1 ver('@:l o%uta%eﬁgé% §§er, ﬁgf ysa ute ennze ﬁl}!I exE/alky gn%
das Cal ci ton| n achscal ci ton n, menschliches Cal citonin,

Schwei necal G, t QiHaRren Afth @8k Kish@BrieR 1385 odolLk) @%uﬁﬁlggkérﬂﬂiéhdeﬁ tas dle re¥5ibtloRdNSr&din-
nach den ANSpr 4& B@Radz Bhe Kombirkiidel nRl6REIRGE biohnBdhonaliveh NSIs HRd Siérfobitigten
grenztlichen- dhikelketiger KilphatiSchbh CirBansiind ddetiéie Wlickiisaiztls fd@ion umfast. .
Pol\woxyet fyl enal kyl phenyl et her natri unmsul fat, Natriumal kyl napht hal i n-

sul fonat odet WMWatahren Agth lyidpdaen BodagurtH mhnzb&hnetﬁdas &y richtisnthe yRenbiisditanaktive Mittel
Anspr Uchen 1 bpPdyotystigimdalkytphengletharistzel chnet, daB das ni chti oni sche grenzfl g-
chenaktive Mttel ein Sorbitanfettsaureester, ein

Pol yoxysor bi& aMériabres pach dasprush 7. dadureh gekengizgichned |des, dles Relyoxirethylenphenyiethes Polpaxysth-
hSher en Ask ohoVien-5dis 30BalkylAErE o &B)-nhenylethddsi:- Anspr Uchen 1 bis 3 oder 5,
dadurch gekennzel chnet, daB die resorptionsfordern- de Substanz eine

Kombi nat i on S Mertahien apghi Anspruchn rdagiyreingekennarichnaty a8 sler Rplyoxutaylenslyinbenylether aus
gesattigten ni §reCREPY | hend; 8us, tFolypethvien (P, (ades (R pfler -E0ifctyiphenylether oder
Al kal;i sal zes d SRy eREsd): odep-(th) oder,- ?%?WP@'#P“WH!?W“A%B?’@B%W'B" dadur ch

gekénnzel ¥ B da |ch |0 n
Pol yoxyet hyIrjl 'n PZ%E@» Af; {ethEa or fﬁ% %{E{bﬁ %;aﬁ ytleé'e'lw,p,he'yéegm R
gekennzel chnet toﬁ ox eth- 2S
yl en-(5 bis qoilerﬁlnjéﬁf lhadhGieR AN chg;o 9) &roh)e Xc‘u@h Redn%lchn%t dyﬁl a sagélfaer &2 sgten
Anspruch &, daghiuehkdligdh R bns @Jréhl? ird QY e Bl IRy eP&"é‘J&y
aus der G uppeproRSddifihe |éi%trﬁﬂ[:éb% flagay; Katdum t un ﬂﬁaumpaﬂﬂs

-(3Q) -,octyl phenyl et her oder Pol yoxyet hyI en(l 0)- oder -(15)- oder

- (20)™- nony! plaeveHaBrom fdch AAspRER WA daduroN geltennzélcHdt, dieadsadalzqis Rafilins&id S¢H CephnsSu-
dadurch gekennmastchnet, daB der Pol yoxyet hyl enal kyl phenyl et her- Pol y-
oxyet hyl eda- (9) - oct yl phenyl et her oder Pol yoxyet hyl on(1 0)-nonyl phenyl et her
ist. 11. VertBaMerialwvemaedh demnAvspdighenchéis 12, idadurch(Ogekernzaichiret.,gddbedin Kehaohiration der
daB das Sal z desorpfiesifrddraglee GuigBnz zwischani0,05|ukd e Gpyd/al-#lleghat i schen

Car bonsaure ausgewghlt wird aus der G uppe, bestehend aus Natriuncta- proat,
Nat r i uncapr yfaVerfajiar paohren dnspricheqa? pis dﬁi @évrah geliennaeichneh, #38:925 (Praleie) ein tierisches’
Nat r i urrpa‘f“mtaf’m"l"é’it 12 Ver f ahren nach Anspruch 11, dadurch

gekennzel chn Sal z .das triuns n I nsf
Ver f ahren nd ‘n PEH % FN‘\T'}"’fZ"ekﬂHEéF "gdgg E%\s%ﬁrﬁé?te'" d\Smelﬁ'r gase'"
Konzentration f Pl tlonsforderrden Subst anz zvit schen 0, 05 und 2
Gewdol . - /é’ol I1%.g{lerfahre>n nach Anspruch 15, dadurch gekennzeichnet, da8 das tierische Protein Albumin ist.

17. Verfahren nach Anspruch 16, dadurch gekennzeichnet, daB das Albumin ein Rinderserumalbumin ist.

18. Verfahren nach den Ansprlichen 2 bis 13, dadurch gekennzelchnet, daB das Protsin ein pflanzliches
55 Protein ist.

19. Verfahren nach den Anspriichen 2 bis 13, dadurch gekennzeichnet, da das Protein sine Kombination
eines tierischen Proteins mit einem pflanzlichen Protein ist.
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14.-Verfahren nach den Ansprlchen 2 bis 13, dadurch gekennzeummlmuﬁ Hlll
Protein ein tierisches 45 Pr ot Ek,rb%%t %3 Ver f ahren nachty 0 S
dadurch gekennzel chnet, daB das tiefris @28F0t ei n Al buni n, Casein oder
Gelatine ist. 50 16. Verfahren nach Anspruch 15, dadurch gekennzel chnet,

daB das ti &y, vaRdhponHadf GdnAnSbridheR 0 bisSto; dabidirch YBKenAbichAet) a8 \did\Gsshitists Mitlefkettige
dadur ch gekeryakshsaiid 8lbis 16 XBhishapfiddndiskizt. €l N R nder serumal bum n 1st. 1&
Ver f ahren nach den AnsprUchen 2 bis 13, dadurch gekennzel chnet, daB das

Protei n ei Revehdieatibhs ches 55 Protein ist. 19. Verfahren nach den

Anspr Uc ke nRévehdisatbis pordes Ethis gohteactants suiivaets : AllCHE, GHSDEDFBLGH, IT, bl b NL, SE

Konbi nati on eines tierischen Proteins mt einempflanzlichen Protein ist.
17 EP 01.332mpssitiolJpharmaceutique adaptée & V'administration intravaginale, caracté@isép(en verdu'ele en
nach den Anspseitiepieds ' gsicionine, uriaumeterr diatiRerplipned Gaveistun tansivacii enieniqugtatpyypen

m ttel ket t i gdonGHe:RYNERACEbIgaIteN J'upclengigactie nan ippipya einunpecide; carboxyiigupcaliphatigie | 2on s
5 Revertli catf@fismpsnre puode fan ek ot Yhyshicule APR oxigysy %'zﬁfwag??}ﬂme,m?mwwlem VER,
GB, IT, LI, \Rjuagjpoux compgsilion<dens ¥ feRulation CAMR R 3 adfpaiftation injravaginale. '
| " admi ni stgatjon intravaginale,  caracterisée en.ce qu elle contient de |a
cal ci t oni . STTPRPRYSRR "enoete ot P erars aa P o eereialt Ty ST e
etlou n ionlque? OuU une conbi nai son d' un tensioactif non | onique et d' un

aci de car baxﬁohgmoﬁgéﬁgmauﬁa&n%u 2, dan§ Eg:éengla BRRG o 14 cQﬁionﬂS' o8 Slumofta UN
vehi cul e non Lgithildl fumahBak BaGirel FRAERA Lal if8 ou Ptakifbnfib bib'Adtlet, POUT
cette conposition, dans une formulation convenant A |"adm nistration

i nthatagi nal &o ositfol? B3NS roRAdiSAbRN o § dbRVLHSle IohsRictl anidhRi66dt R 1P IR be
unewt enegair s LEpdibi R RhiRte" BdiQUd deIpalyEiy&RyIRRBAITTEhéhyBihbrOsh AGBEiheAAesulldnatd de sodium
Conposi ti on salupakyisenidnyRifdhate ab ssuml ou 2, dans | aquelle |a cal citonine est
| a cal citonine de saunon, |a cal citonine hunmai ne, |a calcitonine porcine,

| a cal cit obi riemgositiog) seldnl les revendlicationg| 1Gi 4, danis hegyualle leptensioaxdtit nof ionlGosed on éstapd'agidd on
| es revendi carasmhde Sorkita®, unjeste dlagideigrbs et deapolyexysairhitanst 6t fun &théral'dlagolsupssieur lebde

| auryl s@4 f at eoblexydkyléne. sodi um un sul fate sodi que de

pol yoxyet hﬁl bneal kyl phényl et her, un al kyl napht al bnesul f onat o de sodi um ou
un al kyl befz 5iemeenitrp selencles| eovendigations 13 3 enbsteas laqusle le arametaued ahsprplion FompreIthns
1 A 4, dans 8% G@T“P"@'ﬁ% de depsipastiicaanionigyp eof G Geide earboxyfique-aliphgtiaup salyrgia dhptar
et de sor bi t EOMNGAY dup g segsel} pleAlingy; a5 et de pol yoxysorbitane et un ether

. 20 : _ o . 6. It X
Fevend: car *#E%sﬁ'm%%g?s%%% rovapeigatef B, ey elele Bt oo ERB et OB BbRBong

. ther. . . . . . . . .
une conbi nal s ensioactif non ionique et d un acide carboxylique

al i phatiqu ‘ . ! | N
oo o ST AN B Ry S B e
| oni que est un pofyoxyet hyl nea Kyl phenyl ether. 8. Conposition selon |la
revendi cat b.0tomposilidh SeldrAll kRbrdRatloR P&y RVERS 18)oWE&h)RAbMGRRSHyRInbYIst Ehdki ddRs
pol ge/\og_e' 35 e grolisl danktitué pardle BElyoxtgIEhe (95 Bu (D) SUIEYDLtyPREAAKthEAD 88 poldxyéthylne
Conposi ti on g8 ew(1bur(@y aergiorsayiéwer. 8, dans laquelle le

pol yoxyes hyl bneal kyl phenyl t her est choi si dans | e groupe constitue par |le
pol yoxyet h. floepésBipn salon(ld @yendicatipi3 8 )damsdsqpbliehePohiogyékhgBnealkyiprényiéihey est yeetolypkyéne
(10) ou (15) tayiéné¢ BDYctyiphémiigiionenle eolimxyéthylb@e (10) noGdphgadstel.on sel on | a

revendi cation 9, dans |aquelle |e Polyoxyethylbneal kyl phdnyl et her est |e
pol yoxye- hylompesition selen: log reyamlioptions Aed 1% dansdagyelieylp syleqarboxvlique dlinhgyque saturé a
nonyl ph8hy| 6tch#iRe meyennecgstfheisit 4apt lesePURe Gopslitup R I FaPEPete fpssodiivip. Ippcappyiatpsde

| aquel | e e Sediug.dg eaB5eip degadiuny i igyate Aeeadiumgle fvestale dessodium ef ig palitaty ], SA9E- est

hoi si ns, | r nst i I r i | ryl
choisi da ?2. C%mgos%igp seek%\ a ?e&ren%iléla%imp ?1r , dan% Ia%geﬁle %asteFeﬂdlg sésl%g stl)J ium d'a?cid%acgpri%ueat ¢ de

s0 13. Composition seion les revendications 1 & 12,_déns faquelie la concentration du promoteur d'absorption
est comprise entre 0,01 et 5 % en poids/volume.

14. Composition selon la revendication 13, dans laquelle la concentration du promoteur d'absorption est
comptise entre 0,05 et 2 % en poids/ivolume.

15. Composition selon les revendications 2 4 14, dans laquelle la protéine est une protéine animale.
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sodium |e caprate de sodium le. Iaurate de sodium le nyr

et le palmtate de sodium 12. Corgd Ion | a revend“mnmmllﬂﬂﬂa“
laquelle le sel est le sel de SOdI um aC| caprl qgue. .¢ Conpesi §i o=n ’
selon les revendications 1 a 12, dans laquelle |la concentratlon du

pr onot eur 16l' @daposifvhision E%veﬁditmib’nl 15daaf laldla Rlotéie ahimiio@st IDMueief 18 lcasdine od 4.
Conposi tion lagélaine.l a revendi cati on 13, dans laquelle | a concentration du
pronot eur d' absorption est conprise entre 0,05 et 2 % en poidsivol une. 55
15. Conpod7.t Gampositsn seior le soversficetiod i1 8. aladsOmmmiel2 laﬁprqtdmemetsatﬂhslnlne la pr ot 6i ne
est unes proteine aninmale. 18 EP 0 332 222 B1 !

Hu | 111128| Gqmposifionjsplon te revendication 17, dgps '3080“619'0"'@?(&%'3 sérirgaibureing;ppving,

revendi cation 15, dans laquelle |la rote| ne aninmale est 1' al bumne, la
“casei ne oUl% Sempatitionispien '°?L"P"°"€36"ﬁ‘ﬁ@s% T‘bF’F"é iaavslie [apraineostHne AR vagstale ans
Iaquelle I roteLne nlmale mne osition s

r evendiafhd? iz e e ey ‘gféat"?gs S8 s do SEBPTR, o2 oGm0 (i

19. CorrposMFf NS TS t d4ng RRIARIYS ?ons 2 a 14, dans laquelle la prote| ne
est une pﬁr»?t&gj’bfsu\( b rewldr%é%ronso? @9& ,{fghso Bodid 9 ideShrdoR g&déaﬁﬁé O,

14, dans {PJ I narson une protel ne ani ma

d' une pgoteine veggta e. 03|t|on selon |l es revendications 1 a 20
dans | aqu@bldhdicatidhs PBucs Eﬁi&%ohﬂb&arﬁ@&&ﬁﬁtsa gghgRne noyenne possede de 8 a
16 atonmes de carbone. 15 Rovendi cations pour [es Etats contractants

sul yant s: 1ESrodét pour BindlRebd lasapdcitd 8atbsopticdr et lldstabligodul stdtkdge A SAGiPhihe Rinfiistléal
stabi | i td aupssiveic krvgeagitisle, Cratatiitiiss NennNed QUENToN i nediangke lafif calbitbreinel dvbs 80831 5124 en
Caf act eri se mitsteurtpd'ul pomoww| dubgaptioadd savoic Alug itdnsibactifcaniwviars &/o0 bormiobiqlé em 20
poi ds/ vol uned'atieusempingisant durr tetisiedotionqpt ionique &t danv edide cerbmmyligen siphatigte 8 chafne

ani oni que e\foeyennsrpui densonsel, stoun fhigyie noroteidiuea phanrrecelitigyemertrastaptablei u ymodiluant

i oni que et dpouncelte jcdmpasiierh OR \iusty e PH | duphiiande) @ aing vl chraprise wairend sl avke deen
sel, et un aclipeen desrhsepstayksagtieon tppdeet o iriteirsRomt 'hamme st ap fasmulg le mlange

di | uant? pourSOEBYNeIORe RN ﬁd""ﬂﬁ'aa?’U%‘faéagl"é'epH du el ange a une val eur
conprise entre 7 avec des_ aci des, ou des bases sont non toxiques et
non irrita&ntk e’gcég%?Pﬁml'aﬁ “°'é1 B 8? ﬁ’h?‘aeq”Fé“h%‘I“E?d’a% p'???'"e a“"“%?f]@” Beor me

convegant & Aroc%gén (ra] 8V°P catl rava sale ﬁll cglm uFPg? la
neyen Ig Ocql m§ rﬁ? $ %cm% cal n|n an w% ?llﬁa‘;) d?' %ouq €
eVou vege6t al e. revend , ueI | a
cal ci toni 2° 5desh @el&\aeglrévg c%ngq §§u<5£ﬂ£ueql, |§Qns.oa it GAib aJecuai RGalN RS ! @
cal ci t oni ne Gl Hesu R fAIYoR B forgliing Ayfém@pu ByhAbHiAidre UbHate et.
4. Procé6de s&.ltgqlk},lg&zgngg{ﬁ teGid lshdiis dans lequel le tenS|oact|f
ani oni gge est le laurylsulfate de sodi um un sul fate sodi gue de
pol yoxy~t by | mossaé keydnpéscrayshdidaiis 1 24) dads Hequid) ABisladlin Ashlidriqus aét @in @stersddidel lad U

0 al kyl benze e ssatbitmeainc el dioidb \yras ebale polybiysuetiiigdd &ainOfiher ARicodd \sapdeéwe @t HONS
1 a 4. dans poboxyekyldme. t ensi oactif non ionique est un ester d' acide gras et
de sorbitane, un ester d'acide gras et de pol yoxysorbitane et un ether
d' al coab §U|d?roqéeéj selant les] eoverulicationsy 4112k3/ be Bedans BquetSle Poroetelt dabsormtion emnprend une
revendi cat i cregbinaign 3ie dansigactiicion pnipesdl dun P@W@@M@GP"R&*‘*@%@%? ehaine mepenend
une comnbi nai¥stindge sescsesialsalisi f non i oni que et d'un-acide carboxyli que
al i phati que sature A chaThe noyenne ou un de ses _sels alcalins

Proced6 s& difePde slinda dpvengdication %da'ﬁd‘?ﬂé‘e'llﬁ)lfﬂ%‘i’a"ﬁ"‘é‘°? ORGSRt U P°'YR’5Y16“PV@H‘?"&M"
est un ol yo‘ﬁz‘ﬁ'éyf Tbneal kyl - 45 phdnyl ether. & Proced6 sel on Ia

s S B B o

s0 9. Procédé selon la revendication 8, dans lequel le polyoxyéthylgnealkylphényléther est choisi dans le
groupe constitué par le polyoxyéthyléne (9) ou (10) ou (30) octylphényléther ou le polyoxyéthyl&éne (10)
ou (15) ou (20) nonylphényléther,

10. Procédé selon la revendication 9, dans lequel le Polyoxyéthylénealkylphényléther est le polyoxyéthyle-
65 ne (9) octylphényléther ou le polyoxyéthyléne (10) nonylphényléther.

11. Procédé selon les revendications 1 & 10, dans lequel le sel carboxylique aliphatique saturé & chaine
moyenne est choisi dans le groupe constitué par le caproate de sodium, le caprylate de sodium, le
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50 9. Proc6de selon |la revendication 8, dans |lequel le

pol yoxy6t hyl bneal kyl ph6ényl ~t her §§ 3551?%% dans le groupe“mnimm"u”mutjlu
pol yoxy~t hyl bne (9) ou (10) ou ( 0? octy pLGnyIdther ou | e*pol ydxyet hyl bae
(10) ou (15) ou (20) nonyl phenyl ether. 10. Proc~d4 selon | a revendication
9, dans | eqprte doSodioh, Yeoriy b By sdanmale yhand oy sodiuhex le@alinitite dpsddymxy 6t hyl b- 55
ne (9) octyl phenyl ether ou | e pol yoxyethyl bne (10) nonyl ph6nyl et her. 11.

Pr oc6d6 18.eProsédé eatonrizreesndication i 10 dans leqeel B(sel adtin sellde gedhim d'eidsehprigas. boxyl i que

al i phati que sature a chal ne noyenne est choisi dans |e groupe constitue par
| e capr ddt Rroeddé selefi lasrrevéndicatiopy | B al2edarie leqent jaaencenteatiarodu. profigleuy d3Bsorptiop esd|

11 L cemprise entre) 0,064 3% prepaidsivalyé-um | e |aurate de sodium le nmyristate
de sodiumet |e palmtate de sodium 12. Proced6 selon |a revendication 11
dans | edfrefrotégé sgiqn lesypvendications 231345t lagkelie RioiSie setape prgiise animalq. ¢ pr oced6

sel on | evepdications 1 a 12 dans | equel |a concentratiopn du,.pronpteur
a8 b S48 PO P 1€ =it &3 e MRS VORH: S B o
sel on | es F¥Y®ndications 2 a 13, dans lequel |a prot6ine est une prot~ine

ani mal e-1s.1|9mfé2:§ %ﬁﬁé)%@é?& o 24 aleid 1dafief %']og&«g%tdgﬁlﬁéeét IT@@R@?' equel |a proteine

ani nal e est al' bum ne, Ta"caserne ou | _ ocedd selon la
revengdi GRL paad sbiond2RFenkiRsidf e, E%sﬁh(f?% A irﬁ%lbﬂ?lééﬁlxn%ﬁburﬁiﬁeaﬂo%&‘l ne. 15 17.

Procd6 selon |a revendi cation ans | eque al bum ne est la

ser um alifuprbdsas S :Fevendicatitneg 2203, dRs BhUel 18 Prolsie BRThE protsme%géa8. 13, dans
_J,-'gﬂuel | a proteine est une prot6ine v~getale. 19. Proced6 selon |es
revendi aat Prodsaé 2oléh 13 revéhdidiohsLZ| 8 AB, dafis RGB! R pARsimSdst UdtomMbinididon alfua® ProBindine
ot ebne 24himale ot ddhaymbidinetégdialane prot eine veg6tal e. 20. Proced6 solon |es
revendications 1 a 19, dans |lequel |'acide carboxylique satur6 a chatne

Moy enne 2poyeedé selen 8s revar@icatioosre @ ‘@edana ldquel dacideadOxyidue 48tukz &@n8 Anoyenne
posséde do 8 A 16 atomes de carbone.
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