EP 0 548114 B1 Description The present invention relates to a novel
conposition of matter, 9a, 21-dichl goro- %OGa net hyl -1, 4-preg- nadi ene-11 [err]
nonohydrate, al so de5|gnat ed monetBs®R Hfr%hte non- 5 ohydrate, process
for its preparation, and pharnmaceutical preparation thereof. Mnetasone
furoate i pekiiphibn to be useful in the treatment of inflammatory conditions.
The conpound 1s prepared by procedures disclosed in U S. Patent No.
4,472,393, Whb Ghoshi liBitioh Feldl6y 1Y ndvBIC&MPEitRh F malter) & AldRABR-16RMERyIAGLHRRL'S
phar NBceUhidiab-1 £ R-aRi-3,20XNhe- 1P (2GuroSiS FBRAYG, alsd Odebighattid NGordutdaydr fakéate mon-
nmomet asHNehylifitel procsas or Wprepatitidn) £@peamadutbiglsphratioy temst. i Ng by rotating for
four weeks afometastmeti@ogieiskhannco e dsefubinrtie treatbrentedf inflémradtora candijiarisattel compound
mat er i al sharepared by ghrobéduree miscibsed in Y.8.cPatanhNal #3UZ39Dwhidhaeientds haseby dicerpamtgd byl
was obser vefalencey suspensi on. Experinments were designed to determ ne the
natttr e of t H¥hepragueos$ [Pharesaqeuticalr ¢anipositions, \fegs SuePeRSiANg: t containing tantfydiont mamptasene f
nonet agenérdater wae sukiestad s stabiitystesting Ry trefating tferbiowr waekss atatopm Hemiernture arsliP% C.
reduce t hé’"m"e'bafb? F’WW"“@fma&"?g{hﬁ‘ fitirerts frem rthengphydsoug mogelesape direatpocrystal pvae

suspensi ofAbsepragy Heﬁs'%.‘ ﬁ’f?P"é“%’fsa"lfﬂ’%d‘?EB“iS‘r‘Bd’G@{m'“eﬁh%“"ﬁ‘f"%gfetH? °’Wﬁ%"é‘ﬁt"iafﬂ‘fa' it
provi des Wﬁ?@‘ls '?J"!ﬂ' Pswith ey sg' would
prepar i ng e§' hel:'?f ‘B'XlstaéFS? &hne °£P|t‘?5'ﬁ s?’f*ag‘?r? ANeHERIPSin ?f‘dﬁ E?eao’ﬂ%"’ fahler
ni sci bl'& provi des aqueous
st abl e phar macg'%fe% Ye%tomtéf)m'%&[ morpe%sg'{eq‘ﬁgér?rée&"gmé ratt% 8?"6@ %Prmnohydr ate.
DESCRI PTI ON OF THE FI GURES 35 Figure 1. Infrared spectrum of
crystalline nonetasone furoate non&i¥ y gureg2: X-ray diffraction
pattern,of crystalline nonetasone furgaffe raye The conposition of

matter of the present inventi®8 N ¥t ur Qat ¢f nonohydrate has the
follow ng characteristics. ‘ e CHz [err] Formula
wei ght 539.4 mal ysi s (theory) C = 60.11%
H=598% C = 13.16% 45 (found) C
=59.99% H =5.56% Cd = 13 Anal ysis (% HRp (theory) 3.34% -
(found) 3.31, 3.47 Thep®€ry e nonetasone furoate nonohydrate
exhibits an x-ray crystallographic powder diffraction pattern having

essentially the values as shown in Table |. 55 2 EP 0 48 114 Bl. TABLE |
5 aprocess for preparing said compound by crystalhzat:on from a saturated aqueous water miscible organic

30 solution. The present invention also provides aqueous stable pharmaceutical compositions of mometasone
furoate monohydrate.

DESCRIPTION OF THE FIGURES

35 Figure 1: Infrared spectrum of crystalline mometasone furoate monohydrate
Figure 2: X-ray diffraction pattern of crystalline mometasone furoate monohydrate
The composition of matter of the present invention, mometasone furcate monohydrate has the following

characteristics.
0 Molecular formula Ca7H30Cl O H20
Formula weight 539.46
Elemental Analysis (theory) | C=60.11%, H=5.98%; Cl=13.16%
- (found) C=59.99%; H=5.56%; Cl=13.17%
Water Analysis (% H20) | (theory) | 3.34%
(found) 3.31, 347

The crystalline mometasone furoate monohydrate exhibits an x-ray crystallographic powder diffraction

%0 pattern having essentially the values as shown in Table I.
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Angl e of Spacing - Rel ative Intensity 20 d

1/1 (degrees) (A) 10 7.795 11. 3324 100 11.595
7. 6256 6 12.035 EP 0548 114B1- 3 16 12. 925
6+ 8437 11 14.070 6. 2893 22 14.580
6. 0704 5 20 14. 985 5. 9072 12 15.225
5. 8146 33 15. 635 5. FABLE | 96 16. 710
5.3011 15 17.515 5. 0592 14 25 18. 735
4.7324 45—t 5 A—B975- +3-96—355
4.3593 6 20.520 4.3246 4 30 21. 600
4.1108 Anglglof. 985 sgaeﬁﬁ Relati¢e24ntefsity
3. 9622 22. 895 - 38 - 7 23. 245
3.3%34 1£923 550 3.%746 13 84 245
3. 6680 (delges)95 3(Ap78 11 _24.900
3.5729 10 5 25. 800 3. 4503 5 25.985
3. 4262 775 L3 8 . 170
3. 2794 18-7?5.305 1%%@3 g‘@é 553 EP O
548 114 Bl Angl e of11.588 Spaci nd .6256 Rel ative IBtensity 20
d - 12.038 7.3478 3
12.925 6.8437 11
14.070 6.2893 22
14.580 6.0704 5
N 14.985 5.9072 12
15.225 5.8146 33
15.635 5.6631 96
16.710 5.3011 15
s ' 17.515 5.0592 14
18.735 4.,7324 12
20.175 4.3978 13
20.355 4.3593 6
w0 20.520 4.3246 4
21.600 4.1108 5
21.985 4.0396 22
22.420 3.9622 8
o 22.895 3.8811 7
23.245 3.8234 14
23.550 3.7746 13
\{. 24.245 3.6680 4
i o 24.795 3.5878 11
24.900 3.5729 5
25.800 3.4503 5
25.985 3.4262 3
45 26.775 3.3268 84
27.170 3.2794 10

27.305 3.2635 9
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5° (degrees) - (A 27.710 _ 3. 2167
5 10 28. 385 7 29.165
3. 0594 1 29.425 Epaﬁz"_“"" ©3.0330 2
29. 725 3. 0030 2 15 30. 095
2. 9670 7 30. 255 2.9516 3
30. 490 209294 i 10 30.7 ; sy 2.9075
6 20 . f1ge°f Ll Aelative nignaiy
2.8294 47 32.135 2.7831 6
32.985 s —(degra8eg) 33 _(A) 725 33. 400
2. 6805 2 33.820 2. 6482 2
34. 060 2. 6301 8 34.625 2. 5885
4 30, 34.795 2.5762 2 35.315
2. 5394 27.710 1 36.780  3.2167 2. 4416 5 21
37.295 28.3854090 3.1417 2 35 Single crystal data of
nmonet asone fur oat 29nvgsghydr ate exhi bigp89¢ fol |l owi ng val uesy as shown in
Table |1. 40 45 5@gogo  EP 0 548 144 TABLE || Crystalg ographi ¢ Dat aa
5 2 : Cry§ ystem trlé:l I ni c Space
group [err] g(é\g * 81(1) b(A
11.816(2) (A 5 7. 323(396M) 7
95. 00( 1) 30.255 2.951 3
30.490 2.9294 i0
N . 30.725 2.9075 6
20 31.115 2.8720 3
31.595 2.8294 47
32.135 2.7831 6
32.985 2.7133 7
% 33.400 2.6805 2
33.820 2.6482 2
34.060 2.6301 8
34.625 2.5885 4
30 34.795 2.5762 2
35.315 2.5394 1
36.780 2.4416 21
37.295 2.4090 2
35
Single crystal data of mometasone furoate monohydrate exhibits the following values as shown in Table
_ H.
40
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110.66(1) Y(*) : 73.27(1) [err] 657. 5(3)
[err] 1.362 15 [err] An Enraf-Nonius
CAD- 4 diffractometer (Cu-Ka radiat |%¢1° 54?13:140%111 beam graphite

monochromat or) was used for all measurenents, Intensity data were corrected
for the usual Lorentz and pol arization ejgl_gq,ts an enpirical absorption
correction was al so applied. 20 The crystal structure was sol ved by direct

nmet hods (RANTAN). Appr oxi mate mvn—hgd'mﬁen—at-m'n-pﬁsﬁl ons were derived from
an E-map. Hydrogen atons were locat fystefogiaphiePatass of {di fference Fourier

synt heses eval uated foll ow ng $®nstabdystemunds of ticlidid {matri x | east - squares
adj ust nent of non- hydrogen at omSRécemomipt i pnalP1@hENeanijsotropi ¢ tenperature
factor paranmeters. Hydrogen at prffositiongl and8480} rfopi c thermal

paganeters were included as vafibfbl es in {he | &t-86@ gast-squares iterations
which al so invol ved refinenent | &*an extipcti on?-¥8d) ¢cti on.

Crystal I'8graphi ¢ cal cul ati ons yef@ per for fred orP3N 11/44 and M croVAX
conput- ers by use of the Enfr 1-‘6. ni us Stfuctuf¥8} ¢rmi nati on Package

(SDP). For all structure-facto Lcul atipns, n 3lal atom scattering
factors and their anomal ous di $ Qn GO recti 362" € taken from
| nternat,jonal 30 Tables for X- Raajt"iﬁ; : )l . 1V, The Knynock

Press, Birm ngham Engl and, 1974 An ByafeNoaive GAD-# diffectoreeteriCioky ddiatios, can be
prepared by form ng a sat ur at ed insidentgearearephits monechrematanf wag usegder@llis

monmet asone furoate in a mxt ure"@Ps“W&PEtF Infengity-cata-ecer corpotadifesithe usvajani c

sol vent. The saturated sol ution '-P’S‘“P (palpizgtion wiiestss anampiriae) abseeptioronet asone
fUroate20n a water niscible orgSP[ectionses aisparelieds he tenperature of about 85
C. Hot water, about 85 C, is added dr opwi se with agitation. After renoving
the 35 sol utiTom cfystehrstiuciores tvasasaivedittly, diettemetiis t(RAMTAND. Adpraxira Aoatydrbyer tatdan e
hour and t besitions Wayquderived frem can CE-waml i Hytiragdnealonts, wera ilqghtbd wha ls@ies @D biférench FodirP M
t enper at ur 8¥nthpses exaiated ifelipwings seyeralrouads oftfull-reatriadielistisguaeitadiusioneat of narkteytirogédn ata® M
t enper at?tir BOSHiARR! pngcanisairapici tempamiyre factor paramethys. dividrogen ekam posjiorat andii isalrbic the s .
The reacti WW%"’%Y’?’BWE'H"Q"@S ygriables ip the Jaterjlgast-squarms 'tpllawﬁ gﬂm alsodinvolybd refirtomentlof/

filtrati on®X "°L" ﬂ'ﬂ%&ysﬂf'qgé"’ﬂh'? gRiquistians wate PREqr Hid andiero\Vt comphiat
can be errp?'ﬁ P‘%‘@ssg’“ﬁ PﬁtP"g‘"laPRFé’ 19Fag% kf orsill stpctie-agter colpylaons,
wat er ang ﬁz'e haé ? r ?‘8 sgerﬁ'%ﬁr%%'leﬁtﬁﬂ%we'&%‘ﬁ;)ﬂ% Intgrnagipnab
m scible o ; anf;ecn reagcgba mijn satu 4Iso o aorr:%}
and the |1 ' asonﬁu ln By dt"a G te',f’@cab e

preferred ﬁﬂbé‘ﬁﬁ\%%f e n&ewa@a? bbtﬁ%? 9@519 it b aé:ﬁ& ' °'bt§t.§\$a"¢i f?év,: e the

present sf NyRAéH Mo Rhe HoslR DalhD HoTRSRSH isCakred TIPSt dnd rh%urc thbr 5ided to stand
NoNMet asoneundisfuf®ed Qveimighe Wyl &Bﬁg% rdofl @kbétatire] ThetddiutidhEis %Hﬂ@%&diﬁg' Jts?
accept abl ewaRdrar oo téhipefhitdrd!&idithe sbiition be cloldy 478 GEhitd FratipifeRTBIMS. Thb PddStion is
ordi ng 4llowddite stir for @ttiinb, Qe gredibtia® doNeeRA b fitrdlin SATKY glédiet dABIE kaRRREveigHi, 0at €
rrgﬁ’b hydr at e @rgahic solents tHat ced|be empieyed ipIhé piats3e bt this Mlental husEbe Mikcitle WithSiker antd
adm ni ster end inpwii¢h rpometasorerfureatd is solublé. (Geancydds| of water riscibiy orgdnle solfrentsrdiidb akoHaRS -
Of parti cusugh as, athenok ispprepapol.cnd the like; kalenes sadhais acatamp,Gapd the dikes ethérs, sD¢hEds atRINS,
furoate noid Wd'!‘%teﬁefs é'-' as pihyl agptates Bnditbindikai Be peeferrethsolvEite ara geatape sndsiscpppa®i. ONS
of the i nvenf"l 9(9??"%& lothe aieﬁPnf ineaRiiq provides phgmBneyticst cpBosiions tanwuisieg homatasbe
m)nohydr atfare F‘°g?"‘¥1 tBP”%’ & iR dnert phaspacafisally @eceptalale eanier ordileamhposi ti ons
accor di fig to ﬁ'f'?“é nacﬁ%{g“% dnittae nveptisp ofan abe prepargsti By gerpkining
and/ or nor § VE ntgll ble gﬁg Bléaﬂmcwglc%\ggm@r dnger@ and administered
asi

Y oo Ef%ﬁwst,&gf‘l i o:aézzzﬁtuﬁ:qﬁg L S e

swa%“

hydr oxypr agy
50 mometasone furoate monohydrate per gram of suspension.

The aqueous suspension compositions according to the present invention may contain, inter alia,
auxiliaries and/or more of the excipients, such as: suspending agents, e.g. microcrystalline cellulose,
sodium carboxymethylcellulose, hydroxypropyl-methyl cellulose; humectants, e.g. glycerin and propylene
glycol; acids, bases or buffer substances for adjusting the pH, e.g. citric acid, sodium citrate, phosphoric

65 acid, sodium phosphate e.g. citrate and phosphate buffers; surfactants, 8.g. Polysorbate 80; and an-
timicrobial preservatives, e.g. benzalkonium chioride, phenylethyl alcohol and potassium sorbate.

The following examples illustrate the present invention and the best made of practicing the process of
the invention. It will be apparent to those skilled in the art that modifications thereof may be practical
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gtycol; acids, bases or buffer substances for adjusting the pH, e.g. citric
acid, sodiumcitrate, phosphoric 5%8%41 zgﬂl um phosphate e.g. citrate and
phosphat e buffers; surfactants, %4 ate 80; and an- timcrobial

pt eservatives, e.g. benzal koni um chl oride,” phenyl et hyl al cohol and

pot assi um&w&b&mgﬂaﬁ.tﬁ@ﬁd@%m.mmﬁ-&&seudsarustrate the present invention
and the best made of practicing the process of the invention. It will be
appar ent iGendrdnesmridéntdil ed in the art that nodifications thereof may be
practical 5 EP O 548 114 Bl1 wi thout departing fromthe purpose and

i ntent ®of t Hiferediabsormisn spectraGeae takdn dSXupl Moibort @ NicGlet FT-Inflarsti rspécfomadrMydpIitNeo N
spectra wsP¥B.tXrRe crysialiogdaghadowdide|diffraption pafidrmsoteed takeh-oh raf Rhiipe B-raypiifttdctomatt Model
Model No. ABDRFO sauipregl with ¢ sadiskionorgirap ivoppenhe s Degprivfositian thropergtiaest veraimeasareetort @k en
on.a, Phi | |Db%°"§@ffesﬁ?t'4ﬂi5¢aﬂﬁ"mabn@@t€rMmU@¢ 99PD- 3720 equi pped with a radiation
source: co e, Contepio@f drfEsETAnG ometazsar Araatecaonakydatervas siateained by ditrlio with

di f fer éht F'%"Eh’ﬁ?ﬁeﬂ'g calorineter, Mdel No. 990. Misture content of the
crystalli Wasone furoate m)nohydrate was determined by titration with
10 Karl F agent. EXAMPLE 1 Pl ace 4. 5 Ilters of et hyI al cohol into a

oy a0l veSig) (SRR bl 78 RRR0LLS PSSt
Di ssol yg Sp a9 ‘H ‘E)F°
B iRt b ﬁet:. bt ﬁﬂ@@s rlicn 2’{. fyit iﬁ% out

St ' r r' ng A Gid 4 top Qo rold | anl g w

Lt er Sinndtat fhod ré?él"sﬁe@& GMQF IR R iRt §1e¥ch akgi ar:l&lfioq%f at
rmder ate aR6eH stopbeNank RGrrind biv B8 reabiiok IntiXtte i HESd for 6x9n to_ facilitate
( wat er : et beyaig.)ResunttCadatlsh &flwatdr, QboulVRb Rors! of a%@&%ﬂ'o ) ﬁ\fh’mnﬂe (ﬁmltaﬁgho of

ti @n Bt Xidtsr@tharl) GOathiewde dorftife sBiARG R*domBle! Ay sRIIREBSH, Thd Erydtald brb IchIREEY by
seedl ng. fRestiomendididdtin @vaaiimvdatiedator athosth tefnporatutel 1 rafford 124.83g" Sttnfondasone furoate
appr oxi mamehopyds@e ivhvingi amLiniesreduispetttumaandaX-iag diffacBdd grabhlsubstanti€ly teed SuAia0ds) thdtSn
achi eved. Figges1ande. stirring to conplete crystallization. The crystals are
collected by filtration and dried in a vacuum desi ccator at room
t enper &t u&éﬂﬂ-_&ﬁﬁ ford 24.83g of nonetasone furoate nonohydrate having an

infrared spect rumand X-ray diffraction aph substantially the same as
that in F P&% 243 lifprg ob2-propanehintg ppyitable gan 9&80319@#? @RS effanydpus mameshsonant o

a suitabl éﬂe opapgl §(9P?7' @3@'&?’&&%‘9“‘& batiy, o, 84" Guyith (piifiea: Aesiee gptedes i n
the 2- gr 0 3ﬁ§ve? fro . ; ‘g;?% ith 7 '"%%EH(H' %Pﬁﬁ‘l’tt@f’ &P"? . \pg PPt§P'P‘f°F|'§19
After f ov r H‘ %&)T '?1 0pkto,499 gegt es
1950 m S

tﬂ;}ﬁThereml bg A ht ging;, the. 1,
bath and fothﬁv Hﬂdn%‘ the a& Tfhwt tg' ﬂect q-h firat F aﬂhjdgvfntﬁgiigrs oq%‘gter

cool to rQﬁrQrtdﬁ%DWeﬁi fgHE $nPieRd B'cﬂ mw nstjrl eﬂ r‘% dne ur ate

wat er , sabmbrohyeratd, 3162805 whight idid @606 1k Bl;lan%d'hﬁ\mgrm’mﬂja gs gﬁt?a
and a whi suBstftigIy it saib 8s ag,l.ﬁ urdsO1 4:@M reaction Is stirred for

hour, follow ng addition of the water. The vvhlte precipitate is coIIected
b fiItration, washed with 2 liters of water and air dried overnight. The
orid is dried in a draft oven at [err] to constant weight. Monetasone
furoate 35 nonohydrate, 316.5g, weight yield 90% is obtained having an
infrared spectrumand X-ray diffraction graph substantially the sanme as
that in Figures 1 and 2. 40 46
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so 55 6 EP O 548 114 B1. EXAMPLE 3 An aqueous nasal suspension of
nonmet asone furoate nonohydrate is pgﬁﬁa%sq {2@ mthe follow ng: 5
1

I ngredi ents Concentration Tesentative Batch g/ 12kg
Monet asone furoate nonohydrate 0.5 6.0 Avicel RC
591[err] EXAMPLE 3 20.0 240.0 dycerin

21.0 - 252.0 10 Citric Acid

2.0 An aqueous nasaPsbsdnsisnf din6tadohéfuate monchydrate is prepared from the fallowing:

33.6 Polysorbate 80[err] 0.1 1.2
Eﬁgfm;: g?ﬁlyrmaf 'ng[\: ue Ingredients ,)Céncentration mg/g Representatweﬁ% ghigkg
Purified wat er |gMemetasdne furcate monohydrate |1. 0 g 0.5 6.012. 0 kg *Avi cel
RC.591-is a tmd@m’rﬂ@@l‘" FMC for a mi|xture08f nicrpcrystaPtdhe cel lul pse
and—sodi um car oRyeedt hyl cel | ul ose. [lerr] Pdidysorbafe 80 i 35269 t radenamg for
a mxtur® of ar] OleAsid ester of sorbiftol afkd its aphydride?

copol yneri zed vn?cﬁ" E9X| mately 20 rol es G et hyl ene oxi d%"sf or each pol e
of sorbitol and aI }A dride. After i1sperS| ng the AV RC 59]L in 6
kg of purified °t“é ';:’"' 'ﬁéh 1§ceri n id adde gt heret . The Cég( ic acid hnd
sodlumC|trate|l§Lllrl '%yer g in 240 m| of ?gr sadsolut |s addefl to
the AV| Ceﬁ _g| y ennr el on \M il h m VI n | onn:\r :\ n \ nson!

Pol ysorbat e 80 i ‘dvichl B@-éﬂmedtradvmaqbpfmm@ermmlcrwww“"pGP“UTOF%@dWl@r with
stirring. The nottteseiiul ®lHasat e nonohydrate is dispersed in the agueous

Pol ysor bat e 80 sdrlysarkste 80ga tradaname &qr g mixure of ap plagte sy atporhitel Anditsiaphvdide t o t he
A-gel - ghyceri n PPRIYMetizesyith aparomptaly 20 gpalesof Bdess PYYery BT U SPIBIRE NI or i de
and phenyl et hyl SOMUIRAIYIT9R purified water  said solution is added to the
suspension m xture wth stirring. The suspension is brought to 12 kg with
purified wat eAftanidisbersimgxihe gwvicel IRE 5901 rira6 kg bf miifiddhwated Cthes gipgoam isi added thereto.5The civics.
EXAVMPLE 4 Téeid 4nd| dodiwn mijrateoinyrissolted om 24Qven of pater said golution e addet He thouAvjselallicer
agent, Asd cdisperRion BN mbdng. (i & separate Y8ssplnPalyseroate fie disspivid inappraimately 4Q0i rejef purified
studi es: | n‘gﬂ*%d'?“é rftiing. The mometasone furoate mopglwdrate rigy disparse @e@queous Polysorbate 80
4C 40 solution and; sgid #utry S hee arided ith elimingie Ig Avisal-glysgrie £iBigiagid mixture. diftey disslving
0.5 Citric l;ge;a&om@ﬁyﬂp éﬂ%phenylethyl alcohol in purified wateg; said solutign (5 added to sheSusReRsiaN T

Citrate Di h stirring. The suspension is brguggt to 12 kg wuth purified watgr guthgaldtpql @@W@E%ﬁtﬂ@
Di basic ¥ “sp°"3'°" 54505 4.0 45 Pol ysor bate 80
0.1 O'QXAMPLE 40. 1

The following compositions were prepared without the suspending agent, Avicel RC-591 to prevent
35 interference in X-ray diffraction studies: _

ingredients Concentration mg/g
Nt ' 4A 4B 4C
“ Mometasone Furoate Monohydrate Micronized 05 0.5 0.5
Citric Acid Monohydrate 2.0 20 2.0
Sodium Citrate Dihydrate 28 - 28
Sodium Phosphate Dibasic - 4.0 -
© Polysorbate 80 0.1 0.1 0.1
Benzalkonium Chloride 0.2 0.2 0.2
Phenylethyl Alcohot 25 - -
Potassium Sorbate - 34
Propylene Glycol - - 100.0
50 Glycerin 21.0 21.0 21.0
Water Purified USP g.s. ad 109 109 10¢g

These compositions were prepared according to the procedure described in Example 3.
The three compositions 4A, 4B and 4C were rotated for five (5) days at 35°C and a additional four (4)
65 weeks at room temperature to assess crystal form stability. The crystals were isolated from the suspension
and X-ray diffraction patterns determined. The results indicated that the crystals collected from each of the
three compositions are in the form of mometasone furoate monohydrate.



Bénzal koni um Chl ori de - - 0.2 0.2 0. 2 Phenyl et hyl

Al cohol 2.5 - ssi um Sor bat e .
) 3.4 Propylene dycol EP 0548 180616[ : - - 100.0
50 G ycerin 21.0 21.0

21. 0 W\t eexAMplLe’s ed USP ¢.s. ad 1.0 g 1.0 g 1.0 g

These conpositions were prepared according to the procedure described in
Exanpl e 3. Tihe fdilbwisecarpoyiings tvbre peepdrdd atBrofttiitodioteviinethrikiostalityl o fsaid cdffibokid)
days at [&ens] and a additional four (4) 55 weeks at roomtenperature to
assess &rystal formstability. The crystals were isolated fromthe

suspension and X{ray diffracjpQfefRatterns det grm o Rentiatloh g 01 Lp | ndi C?Led
h-ee—epHposH+oRs—qare in the

that the crystalg collected fromeach of the f e Ao

form of nonet asoe furoate nonohydrate. 7 P 8A548 PB4 B1 SEXAVPLE 5 The
folTowi ng conposi| thidietassHaFarofts MBRhgdats Midrohesd $d 8.6 det 5 m negshef mal

stabi | i'ty of sai § GiepasMonohydests. 5 | ngredi en{s 20 20 20

Concentrati on ny/ obBidm Citrate DiHybrate -5C Monet a ;onesFu{ oat e Vbaghydrate

M croni zed 0. 5| Sodium®hésphate Difasic 10 - Ciftrao Acid I\/b%ohydr ate
2.0 2.0 PRlyeortsteB0um Citrat e Di hydraté¢ 0. 0.1 0.1 2.8

2.8 Sodi um Phos pihdeazaBprinm; Ciijoride 0.2 0.2 4] 0o.fol lysorbate 80
0.1 0.1 ChenvistiwiAlgorini um Chl ori de - 25 - 0.2

0.2 0.2 15 | Potassium Sorbatepheny| et hyl Al cohpl - - 34

2.5 Pot assium So lgé‘{pé'?"e Glycol 100.0 - - 3.4
Propyl ene d ycol | yeenn 100/ 02310 | 210 | 210_ |q ycerin
21v0° w210  pLIRIRUERL Ro 591 200 200 1200 boog

20. 0 20.0 20 ater Punf@d U8k 9539, £ o4 LIS gt HHg| 109 ) 109 1.0 g
1.0 g 1.0 g The conpositions were prepared according to the procedure

descri bed i dhesenmppitiongwerq prepasesinsensding to the progeduret desarihed ih fxampelaed bet ween 4 -*
C (24 hour s)he;pnpgeitions were thermply, expledfbeiween 4rér @ tours) a5300 Gd24hmatshfor a period of -
M cr os & pPte maat Misioscopis ppalysegirerryled op detpeiaiiecmontatasenesiuradte fngrobedrate orystal leyositrat e
crystal gt"9fithpseFRrdiionshese conditions. Cainms Cains for the foll owing

Contracti 8 ist ates: AT, BEl, SH,4 DE, DK, . FR, EEB, | T, LI ,1 LU NL, SE 30 1.
_di - _ et -1, 4- nadi - lerr
se, 21 3 YL d R il A BB P i, v, .

1. 9a,21-dichloro-16«-methyl-1,4-pregnadiene-118,17a-diocl-3,20-dione-1 7-(2'-furoate) monohydrate.

2. A process for preparing 9a,21-dichloro-16a-methyl-1,4-pregnadiene-11g8,17a-diol-3,20-dione-1 7-(2'-
furoate) monohydrate which comprises:
35 (a) forming a saturated water-miscible organic solvent solution of Sa,21-dichioro-16a-methyi-1,4-
pregnadiene-118,17«-diol-3,20-dione-17-(2'-furoate);
(b) adding sufficient water to form a solvent mixture ratio of 1:1 (water:organic solvent) and
continuing stirring to complete crystallization. ’

40 3. The process of claim 2 wherein the organic solvent is selected from the group consisting of ethanol,
isopropanol, acetone, dioxane and ethyl acetate.

4. A pharmaceutical composition comprising an antiinflammatory amount of mometasone furoate mon-
ohydrate in a pharmaceutically acceptable carrier.

5. The composition of claim 4, having the following ingredients:

50
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2. A process for preparing 9[err],21 [err] furoate) nonohydrate which .
conprises: 35 (a) formng a sEP@r5484t4 Bat er - m sci bl ﬂl
solution of [err] pregnadiene-1 [err] (b) adding suffici emmwﬂu"mﬁ |I;m“|a
solvent mixture ratio of 1:1 (water:organic solvent) and cdntfnutng' 3 :
stirring t &AMRIERt e crystallization. 40 3. The process of claim?2
wherein the organi c, solvent is selected rou

et hanol , i SO%F'%HQHHWQ CS'B%QLS'S?‘P@ el RSRRIee aﬁﬁéesgg H@?*" gqeéma E{ag'kw 308 compost-

phar maceut i@ conposi tion conprising an antiinflammtory anount of
nomet asohe furoate carrier.

45 5. The conpositfon of cl ai riegiedientsvi ng t he f o] | owCengentraipn@¥ent s 50 55 8
EP O 548 114 Bi EXAVMPLE 5 The foI I owi ng. corrp05| [ | o) Werngrepgced and
tEStEd t o det er m ne—the+ret—stabttt+t of—sart—c llpuoi- T ons—S lﬂgI’EdI ents
Concentrgtion ny/ g B‘Ametas°"°'§-lﬂ°a‘°""°5@‘ ipeicrenized Furdiat d N oHyd}t e

M cronized 0.5 Citrig Agid M°"° (gg rifc %t\ i d ohydr at e
2.0 2.0 SEF‘% t Db te Di hydrate | < =% '8

2.8 Sodi um Phosphaf Eodyhateimrer Dioese cor | @Ol o -

Pol ysor ba.t e 80 enzalkonium Chloride 0.1 0.2 0.1 0.2 0'(;;2

Benzal komsi um Chl orj a Fonylethyl Alcohol 0.2 . 0.]2,5 (0.2 15

Phenyl et hyl Al cohol potassium Sorbate : - 2.5 -z potjassi um
Sor bat e Propylene Glycol - - 1060 4 |Pr opyl ene dlcol
100.0 Gycerin Glycerin 21h® 220. 4 21.021 O Avi cel
RC- 591 Avicel RC-591 20.0  20.0 20.20./0220 | 20.0

Water PU% fied USH water Pailed USP g.s.ad - 1.0 g 1.0g1. 0l.wg | 10§ [g The
conpositions were prepared accor c1| Ng L0 [Ne proceadure described rn Exanple
3. The corrpos.h; cg os%ﬁs%e%"ﬁg n ltéa JJE?‘E{?EE&GL&B&]H E,%ﬁ,pﬂ%ur s) and
[err] (24 ho |t@nso\%ré 9\ lod Bbtve %%%Qaﬁ% sy RF perlo of
reveal edzanm g'coﬁp gﬁamésqe&al i h BRI erursgtyawhy&ste

t hese Cond'uhéé?'ﬂ\%se don@tidhs.

Claims

Claims for the following Contracting States : AT, BE, CH, DE, DK, FR, GB, IT, LI, LU, NL, SE
30 N

1.  9a,21-dichioro-18a-methyl-1,4-pregnadiene-118,1 7a-diol-3,20-dione-17-(2'-furoate) monohydrate.

2. A process for preparing 9a,21-dichloro-16a-methyl-1,4-pregnadiene-118,17a-diol-3,20-dione-17-(2'-
furoate) monohydrate which comprises:
35 (a) forming a saturated water-miscible organic solvent solution of Sa,21 -dlchloro-16a-methyl-1 4-
pregnadiene-118,17a-diol-3,20-dione-17-(2'-furoate);
(b) adding sufficient water to form a solvent mixture ratio of 1:1 {waterorganic solvent) and
g ) continuing stirring to complete crystallization.

40 3. The process of claim 2 wherein the organic solvent is selected from the group consisting of ethanol,
isopropanol, acetone, dioxane and ethyl acetate.

4. A pharmaceutical composition comprising an antiinflammatory amount of mometasone furoate mon-
ohydrate in a pharmaceutically acceptable carrier.

5. The composition of claim 4, having the following ingredients:

50



Clainms for the following Contracting States: AT, BE, CH, DE;ibﬁfxﬁii\agf\“““*
IT, LI, LU NL, SE 30 1. 9a,21 -dic r9asl,pa;methyl -1 , 4-pr ‘ﬂ ,
[err] 7a-diol-3,20-dione-1 7-(2' -fu?%gtsg?ﬁgﬁzjhydrate. 2. A ptoces mgﬂﬂ’”l”l
preparing [err] -dichloro-1 6a-nethyl-1 ,4-pregnadi ene-11 [err] S o
7a-di ol - 3, 20-di one- 17- ( 2' - rforogate)—Tonohydrate—whjch—conpri ses: 35

(a) formng a saturated wald99e8%i bl e organic sol ke ol ution of [err]
pregnadi ene-1 1 [err] [err] Mompefdisenb furaattreonphyfiale adpiongosufficient water to
forma sol vent m xture rat || Migbcrystalling exiidiese ant gpdinnc| s0lovenf ) and conti nui ng
stirringsto conpl ete cryst alchiboxmpthyiceldigse 3. The pfocess pf claim2 wherein
the organic solvent is sel ¢&livserinf rom t he group conpid®i ng| of et hanol,

i sopropanol, acetone, di oxarfdiad et hyl acetate. 4f AO%haf maceuti cal

copposi tion conprising an aPRAFFHPMEAt ory anount pf 28onef asone furoate

nmon- ohydrate in a phar maceiPYRd0accept abl e carfi @}, 45 5. The

conmposi t{%on of claim 4, hayi hgj;a it I"t h°f|" ing i ngredi dfts:| 50 55 8 EP O
548114 Bl | ngredients Pwﬁg:wﬂ;qliw ng/ g| Mjilet asone furoat e
nonohydr at e 0.1-10.0 M¢uumugnf&d&ixm:4£i¢4¢nsa_aﬂ'9 ium 20.0 5

car boxymet hyl cellul ose dycerin 21.0 Citric acid
2.0 Sodiymcitrate 2.8 Pol ysorbate 80

0.1 10 6. The composition of claim 5 compriging &$ma efimemetapane furqate monohydrate. 0.2
Phenyl et hyl_ al cohol ) 2.5 Purified water q.s. ad

1.0 g 5 6. ThESEAMPBET aA!-gFner-if mmethyldisreaspdinged! &l dio-ARtdionss br(@-furoate)
furoate non Oh¥ﬂ?° Y gte -f:(thg %d(woﬁrﬁﬁalggraq 1pcmde plgﬁasu_o gaattem having essentially the

[ 8] - mesohyl - DA9 B4 di ene- 11 [err], 17 a -diol -3, 20 di one-17- (2" -furoat e)
nonohydrate exhibiting a x-ray crystallagraphi c powder diffraction pattern

havi ng essentially the 20 foll owi ng values: 25 30 35 40 45
25
30
35
40
45
50
56



50 55 9

d

100 10

3 12.925
22 15

12 15.225
96 20

14 18.735
13 25 s
4 21.600
22 30

7 23.245
1385

11 24. 900
5 40

84 27.170

9 45 50 55 10

15

—r

25

30

35

50

55

Angl e O{/I ('d Spaci ng Rel at7|9\5/e | nt ensi ty 5 “\Bl\ \“\
egrees
11.505 ° : 7. E§5°6543(H‘ ‘ 6 12. 035 ﬂ\ﬁ“\\\\\\\\“
6. 8437 11 14.070 6. 2893
14_580 6. 0704 5 .14 .9358 5. 9072
5.8146 33 15.635 5. 6631
16. 71&19!#391 5. 30118@5% - 5 Hélgﬁ§g3gﬁgensity5'0592
20. 355 28 4.3593 d 6 20.520 W 4.3246
1.985 4. 0396
22?#4@E&&g§5} 39622 A —8—22-895 3.8811
3.8234 14 23.550 3. 7746
24.245 7.795 3.668011.3324 4. 24.795100 3.5878
25. 9851q 595 3.4262 7’523% o0 3 26.775 5803 3. 3268
1295 v U S
14.070 6.2893
14.580 6.0704 5
14.985 5.9072. 12
15.225 5.8146 33
15.635 5.6631 96
16.710 5.3011 15
17.518 5.0592 14
18.735 4.7324 12
20.175 4.3978 13
20.355 4.3593 6
20.520 4.3246 4
21.600 4.1108 5
21.985 4.0396 22
22.420 3.9622 8
22.895 3.8811 7
23.245 3.8234 14
23.550 3.7746 13
24.245 3.6680 4.
24.795 3.5878 11
24.900 3.56729 5
25.800 3.4503 5
25.985 3.4262 3
26.775 3.3268 84
27.170 3.2794 10
27.305 3.2635 9
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EP O 548 114 Bl1. Angle of

Rel ati ve
1/1 5
3. 2167
3.1417
1 29. 425
29.725
30. 095
2.9516 5
10 30.725
31. 115
2.8294
6 32,985
33.400 10
2.6482
8 34.625
34. 795
2.5394
21 37.298

Intensity 20

Spaci ng
d
O jeqress)  EPOSIBTIABL Hlllllqlll(ﬂllljl [
5 10 28 385
7 29.165 0594
Angle of 3. 0330Spacing Relative lntenslg
28 3. 0030 d n 2 15
2.9670 7 30. 255
--““EUQQSl-——f—-——-G-Geiééc 2.9294
2.9075 6 20
| 2.8720 3 31.595
27.710 24;133 338167 5 2-77321
28.385  , ggos | 3.1417 7, L0
29.165 > 3438894 1 > 6301
29.425 2.58853.0330 2 4 30
29.725 2.5762 3.0030 2 2 35.315
30.095 1 36278870 7 2.4416

8. The conpound 9 aaglég
a -diol-3,20 dione- 13

Spagce grgup
b(A)

110.66(1) [err]

657.5(3) 50

25

30

- 35

32.135
32.985
33.400
33.820
34.060
34.625
34,795
35.315
36.780
37.295

2. 409% 2 35
chloro-16 a - ;?I-l4pregnad|eq 11 [err], 17
furoate) nono tcsa exhi biting si n%e crystal
data having the fol I3Qf.7‘%5val ues: 40 O

Bec1t15) - No.1 a(A) 2.8720
31.5981.816(2) (A) 2.8294

tI’IC|InIC
8. 811 45
7. 323417 95 00(1)

ystem

73.22783)1 [err]
27133 Le"]
2.6805
2.6482
2.6301
2.5885
2.5762
2.5394
2.4416
2.4090

1. 362

N
Nada 2 NNHLPOMDOND

8. The compound 9 « ,21-dichloro-18 a - methyl-1,4-pregnadiene-11 8,17 « -diol-3,20 dione-17-(2'-furoate)

b monohydrate exhibiting single crystal data having the following values:

40
Crystal system friclinic
Space group P1(C} ) - No.1
a(d) 8.481(1)

45 b(A) ~ 11.818(2)
c(A) 7.323(1)
a(®) 95.00(1)
B8(°) 110.66(1)
¥(°) 73.27(1)

50 | V(A3 657.5(3)
Dealca.(g €M ~3) 1.362

Claims for the following Contracting State : ES

55

1.

A process for preparing 9a,21-dichloro-1 6a-methyl-1 4-pregnadiene-118,17a-diol-3,20-dione-17-(2'-
furoate) monohydrate which compnses

1"



CQainms for the followng ‘Contracting State: ES 55 1. A process for

//
preparing [err] furoate) nonohydrate i conprises: 11 m Mﬂ
saturated water-m sci bl e organic %&%@m}ég‘ut'i on of [err] pr\ ﬂ R \!“\‘J\
[err] (b) adding sufficient water to forma solvent mxture ratio of 1:1

(wat er: or gani @) fophikg 3t saturbiid Vedddiinliddidle"Bgahic! dolvéri? Gollitfon P G Lihloro-18a-methyl 1,4-
crystal lizat i glagnadiend-113ifu-did-826:8itneRii7-(@riddaB); 1 Wherein the organic solvent is
sel ected fronpy aadity eutitienOwateSto fofn Gf sdehtamRlure Ha8& R AR aAM@IerorgdRRL IVent) and

di oxane and etdayituing Gty 18 combletdcristalizatiens. f or preparing a pharmaceuti cal
conposisti on conprising an antiinflamuatory anmount of to nonet asone
furoate ndndhg drogase of claim Ipki@reinathe oiganicasdivgntas salgoted [iow tisagroupesonsisting ofetan@cess
conpri ses cdmbropanolcacatoree tiospmandfethylagetate.ronohydrate with said carrier. 4.

Th rocess of claim3, wherein the prepared conposition is having the

f ol T owi ng3-i ,Jfgpreqﬂs%mr <prepgarng a pharmaceutical conppﬁjﬁogdzp@ms‘glg an antiinflammatory amount of

ng/ g Mhet awﬁﬁt??‘:lﬁ? dpsqate mm intacpharmaceutically a.cceptable carrier, which grogesg gorpprises

M cr ocr yst alcPTRiNGBRITeRseeduragitimesbydatR Wil sBid ¢¥F%t hyl cel lulose  20.0

g %/;:Iegl 2 Cf' d The process of claim 3, wherein the prepared composition is havi_ng the follow?r%:i%régatﬁum citrate
2.8 Polsysorbat e 8@ Q.1
Benzal Koni um chl of i lezedients : ' Onglg Phenyl et hyl
a_l cohol Mometasone furoate monohydrate 2.9 25 0.1-10.0 Purified
water g.s. ad Microcrystalline cellulose and sodium carboxymethyt céliulBse®{ 204 PJocess of
m m 4, wherein f hgtyce@iposi tion conprises 0.5 ng of nofesgpsong furoate

ot 36 ohydr ftcwric &id The process of claim 1, whereih tdye cpnpound 9 a

, 21-di chl oro- 16 a|-sotiediihtel, 4- pr egnadi ene- 11, [err] 17 a|-d®l -3, 20
dione-17- (2" -furoqtrelysomateddydr at e exhibits a x-ray crysfaldsagraphic powder
di ffraction patt el rBehzaikbnkgn ehdsidnt i al |y the follow ng vajues® 3% 40 45 50 55
12 ' ’ Phenylsthyl alcohol : 25
25 Purified water g.s. ad 10g

5. The process of claim 4, wherein the composition comprises 0.5 mg of mometasone furoate mon-

20 ohydrate.
‘6. The process of claim 1, wherein the compound 9 « ,21-dichloro-16 « - methyl-1,4-pregnadiene-118,17
a -diol-3,20 dione-17-(2'-furoate) monohydrate exhibits a x-ray crystallagraphic powder diffraction
pattern having essentially the following values:
5
40
45

50

55

12 -



Angl e of Spacing - Rel ative Intensity 5 Amum‘““‘““““\“\

d I /1 (degrees A 795
100 10 11. 595 (deorees) mpossilady 6 12.035 " 7.3478
3 12.925 6. 8437 11 14.070 6. 2893
22 14.580 - 6.0704 5.14 9838 59072
12 15. 225 5. 8146 33 15. 635 5. 6631
96 16. 710 5, 3011 5 17.515 5,.059 .
14 18. 735 Angle, of %m@nms | Relgtsgg7§ntenSIty -
13 25 s 20.355 20 4. 3593 d 6 20.520 W 4. 3246
gzzébaoo .y 4. » ., 5 7} 985 . 4.0396
) 39622 22895 3.8811
7 23,245 3. 8234 14 23.550 3. 7746
13724. 245 - 3.6k¥65 14.382495 3. 306
é14(2)4' 200 25. 985 ﬁ?ggg 3. 4262 5;353%00 3 26. 7753'45(6 3. 3268
| 84 27.370 S |1 g s 1@'223;05 3. 26,?%
' 45 50 55 1 An . Spaci n
~ Relative_ Intensi tg 4,070 6.2893 dg
/1 14 580 . 6.0704 5
14.985 5.9072: 12
_ 15.225 : 5.8146 ' 33
\_ 20 -15.835 5.6631 96
' 16.710 5.3011 18
17.515 5.0592 14
18.735 4.7324 12
' 20.175 4.3978 18
» 20.355 4.3593 6
20.520 : 4.3246 4
21.600 4.1108 5
- 21.985 4.0396 22
% 22.420 . 3.9622 8
' 22.895 3.8811 , 7
23.245 3.8234 14
23.550 3.7746 13
* 24.245 3.6680 4
24.795 3.5878 11
o 24.900 . 3.5729 5
“ 25.800 3.4503 5
' 25.985 3.4262 3
26.775 3.3268 84
27.170 ' 3.2794 : - 10
27.305 - 3.2635 ' 9

50

13



5° (degrees) (A 27.7 ﬂ

e e o SO
3. 1417 PS8 1148 e -
1-29. 425 3. 0330 2

29. 725 | 3. 0030 2 15

30. 095 Angle of 2. 9678pacing Relative Intensit%/?

30. 255 o8 2. 9516 v 30. 490
2.9294 | 10 30{?25 . 2.9075
6 20 s (d@drens) ) 2.8720

3 31.595 ~ 2.8294 47
32.135 2.7831 6 32.985
2. 7133 7 25 33. 400

2. 6805 27.710 2 82809 - 5 2. 6482
2 34.060 28.385 2.6303.1417 7 8

34. 625 29 165 2.5885 3.0594 1 4 34.795
2.5762 . 2 2.5394
136, 780 29.425 2. 441570399 2

37. 295 . 2.4090 © 2 35 7.

The congound 9 a MB08%hioro-16 a - ne 701,4-pregnadi ene- (1 8, 17 a

-di ol -3, 20 di one-178Q.258 furoate) nonof
data having the fol3®49@ val ues:
Space group ) - No.1 a(
11M18(2) (A 30726 7. 323( 1? 075]
[err] [err]

657.5(3) [err]

31.115

Contracting State: 3@&R138

25

55

32.985

33.400
33.820
34.060
34.625
34.795
35.315
36.780
37.295

73.27(1T°
55 14

-§43
2.7831

2.7133
2.6805
26482
2.6301
2.5885
2.5762
2.5394
2.4416
2.4090

40 C2y8a9d4 system

(A3)
s for' t he foll‘bgli ng

e exhibiting sin8le crystal

10 triclinic
6 8-481(1) b(A)
3 95. 00(1)

N .
N-A-ANJ&QI_\)NNI

7. The compound 9 « ,21-dichloro-18 o - methyl-1,4-pregnadiene-11 8, 17 « -diol-3,20 dione-17-(2'-

furoate) monohydrate exhibiting single crystal data having the following values:

Crystal system triclinic
Space group P1(C}) - No.1
a(d) 8.481(1)
b(A) 11.816(2)
c(A) 7.323(1)
a(*) 95.00(1)
8(*) 110.66(1)
¥(*) 73.27(1)
V(A3) 657.5(3)
Deatca.(g cm ~3) 1.362
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T J[err] -dichloro-1 6a-nethyl-1 ,4-pregnadi ene-11 [err] .nonohydrate -
A process for preparing [err] furoa é : rate Wmch cmﬁlf !‘H“ -
form ng a saturated water-m scible éf #H?‘Eé Fvent solutio | Hﬂllll“‘
pregnadiene-1 1 [err] (b) adding sufficient water to form a“sofveht ' xture

ratio of 1&a|&%ﬁﬁe@il%ﬂb@oﬁﬂcﬁﬁ£‘§9atearéﬁ 10 continuing stirring to
conplete crystallization. 3. The process of claim2 wherein the organic

sol vent i s §ebgsitdidhiotd-BRnichgl H-RePadiehd T | £17a UBI-020-BdnBANE -uroa® PAGRNARE. ,
acetone. dioxane and ethyl acetate. 15 4. A process for preparing a

phar maceut iZzalh gocess sl ipespaing pd,21sdichgrociBe-andthyli1HF drapmatigne 18, BTwiold,20adfione-17-(2'-
nonet asone f ufueateEmomhyirgalwiddhecomprisas: phar maceuti cal |y acceptabl e carri er,
whi ch process clenformiages setrated nwategmisoihie t egaoin csolvent selttion rob e iydichiore18atmethylstd-d
cayrjer. 5. Thepregnediened1T7acliohd.fi-dionexifré-iroatel he prepared conposition is
having the fol |@M¢ﬂy’ng, ﬁ.gp@m waiersto fom pmﬂvgﬂ,r@ﬁprg ratio of 1:1 (water:organic solvent) and
my/ g Mont asonecorinipa siringddentipieterestaliization. 0.1- 10 o

Mcrocrystalline cellulose and sodi um car boxymet ctg | ul ose
dycerin 8. The process of claim 2 wherein the organic solvent ls selected from theﬂoue ca-sfsprfgcof 'EPI

2.0 Sodi um ci tsp;a?pénol acetone, dioxane and ethyl acetate.

Pol ysor b1ast e, 8
chl ori de

Q process for preparing a pharmaceutical composj } %Zrnsmg an agﬂlﬂflaﬁﬁi%l‘@l é%%ht“é?
ac

ometasone furoate monohydrate in a pharmacsuticall ble carrler which_process comprises
ghgnyggt hyl a MQ mometasone furoate monohydrate with faI% carrier. - E I]DE” T1 ed wat er

g 35 6. The process of claim

wher ei ng, t ks G6UEROG iclaiid) whataiR thb PRBarbY SomiBsitiRh isTHRVIR tAS RMAving iHgRAlAts:
r’rﬂnohydrgbte 7. The corrpound 9 a 21-dichloro-16 a -

met hyl - 1, 4- pregnadi ¢ FerTHt7T—a—drot=—S20diome-t7y ¢ Z=f Uy oat e)
nonohydr at e exhi bi t r'n9'°§' oqgts | ay crystallagraphic powder diffr ibn pattern
havi ng essentially mbnfembdne‘mroag mmbhydste 46 50 55 15 Ah@He106f
Spaci ng Rel af iMicrocrystaliines¢eligloss and sodium carb@@methyl cellulose 200 d
/1 (deg#sees) Glyeadn 7. 795 11. 3324 21000 {0
11. 595 7. p2Bdr acid 6 12.035 . /. 2478
3 Sodium citrate 28
Polysorbate 80 0.1
Benzalkonium chloride 0.2
30 Phenylethyl alcohol 25
Purified water q.s. ad 10g¢g

6. The process of claim 5 ( wherein the composition comprises 0.5 mg of mometasone furoate
monohydrate.

7. The compound 9 a ,21-dichloro-16 a - methyl-1,4-pregnadiene-118, 17 a -diol-3,20 dione-17-(2'-furoate)
L) monohydrate exhibiting a x-ray crystallagraphic powder diffraction pattern having ‘essentially the
following values:

50
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12. 925 L 58437 ;. o7 o15 ;3 111;1;170 5 14.985 Zmlm””,”m”ﬂl I"I

12 15. 225 5. 8146 15.635 = *
96 20 16. 710 5.3011 1 5 17.515 5. 0592
14 18.735 4_7324 12 20.175 43978
13 25 20. 355 4. 3593 6 20.520 4.3246
4 21.600 4.1108 21.985 WL 03968
22 30 22. 428ngle of 3. 9622 Spacmg g Melptiye Intensity 3 gg1q
7 23.245 308234 14 23. 550 3.W746
13 3 24. 245 3. 6680 4 24.795 . 3.5878
11 24.900 ——iﬂﬂﬂﬁﬁﬂéi A“ SR 1503
5 25 985 3. 4262 3 26. 775 3. 3268
84727. 170 B.7B4 ' 11.8824. 305 1002635
9 46 530 Angl e 0‘f1 595 7. I ng 6 Rel ati ve
:?T e25| ty 28 g(g%ree ) - 7.3378 (A 710
S .
3. 2167 5 1§-8437 | 28.3§%
3. 1417 | 14-070 7 B.2883 3. 0594
1 29.47% 14.580 . 3.03306.0704 5 2 29.725
: ' 15.225 . 3 :
339499 15635 ° 92945 6631 96 10
20 16.710 5.3011 15
‘ 17.515 5.0592 14
18.735 4.,7324 - 12
' 20.175 - 43978 13
= - 20.355 4.3593 6
- 20.520 4.3246 . 4
21.600 _ 4.1108 5
21.985 4.0396 22
% 22.420 . 8.9622 8
22.895 3.8811 7
23.245 3.8234 14
' 23.550. 3.7746 138
® 24,245 3.6680 4
24.795 35878 11
Y 24.900 3.5729 5
7w . 25.800 ~ 3.4503 5
' 25.985 3.4262 3
26.775 3.3268 -84
27.170 3.2794 10
27.305 , 3.2635 9
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30.725 2. 9075 '2. :
Syt > 2180y wa R

6- 32.985 - 2.7133 7 25

33. 400 2.6805 _ 2 33.820

2. 6482 Angle of 2 38pasing Relative Intensitys301

8 34.625 | 28 2.5885 ¢ T 4 30

34. 795 2.5762 2 35.315

2.5394 s _{degrees) " i oo fA) _ 2. 4416

21 37. 295 2.4090 2 35 8.

The conpound 9 a,hz21 dichloro 16 a - nethyl-1,4-pregnadiene-1 [err], 17 a
b‘r’ , 20 di one- 17 roat e) rmnohy%r xhi biting singl crystal dat a

ng the fol | owi ng 40 Crystal ?%EZ; triainic Space

group 10 [err] 8.481(1) b(A

11.816(2) [err] 7.323(1) 93 0684 1 110.66(1) [eﬂr]

73.27(1) 50 29 425 3.0330 V(A3)

657.5(3) [err] 45362 55 17 BPp030648 114 Bl Patent @sprUche

| T, LI NL SE 1- Di chl or - 16a4 # 1 ,4-pregnadi e 11
8,17a-diol-3,20-dio -furoat)-M at . 5 2. Verfahr zur
“Herstellung von 1

9a, 21- Di chi or - 16a- ne3®A28., 4- pr egnadi en219@7517a- di ol - 3, 20- di - 17-(2' -
lk.e)at) -&bnohydrat, 3tfidBend: (a) Bil d&:88R0er gesattigten 3
wasserm' schbaren Losgngg®n 9a, 21- Di chl grgagga- met hyl -1 , 4- pagynadi en-

11. 8, 17a-di ol - 3, 20- (2' -furoat) i em or gani schen Lgsungsmi ttel;
10 (b) Hi nzuf%ﬁner ausrei cheggggggenge Wasser zur Bildung eines
33.40

Patentan]s_sprUche flr ée%de Vertragsstéaggg AT, BE, CH, DE, 7K, FR GB,
49

Losungsm ttel -M sch

25 . 2.6805 2
33.820 276482 2

34.060 2.6301 8

~ 34.625 | 2.5885 4

» 34.795 . 2.5762 2
35.315 2.5394 1

36.780 2.4416 21

37.295 2.4090 2

35

8. The compound 9 « ,21-dichloro-16 « - methyl-1,4-pregnadiene-118, 17 a -diol-3,20 dione-1 7-(2'-furoate)

s monohydrate exhibiting smgle crystal data having the following values:

40

Crystal system triclinic

Space group P1(C} ) - No.1

a(A) 8.481(1)

: b(d) 11.816(2)

% c(d) 7.323(1)

a*) 95.00(1)

8(°) 110.66(1)

¥(°) 73.27(1)

s V(A3) : 657.5(3)

Desica.(g cm ~3) 1.362
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hal t ni sses von 1:1 (\asser:organi sches Llsungsnittel) sowie fortwahrendes .
RUhren, umdie Kristalli- sation zu vervol |l standi gen. 3. Ve

Anspruch 2, worin das organi sche LERO88H4BLI aus der G up m‘mmuamlmml”m
ist, die 1s aus Et hanol , | sopropanol, Aceton, Di oxan und®Ethyl'acetats =
best eht . utische Zusannensetzung, di e ei ne ent zundungshemende

Menge von B Fbe i )Blgandd VIR Hliiddrod IE BROCH RROGKWACHA B ED MADGENTDr on

Trager unfaBt. Zusammenset zung genmaB Anspruch 4, die die enden

Best andt eiq| esﬁéﬁbﬁ@nloﬁea-mt-ﬁﬂ%@ia&@n-ﬁﬂ 17a-diol-3,20-dion-17-(2"-furoat)- Monohydrat

ng/ g Moget asonf ur oat - Monohydr at 0,1-10,0 25

m kr okr i steal Vériakred"2ir| Mer@&ieng v Memmwmmahmynﬂ-mdnw&ubwmmol-smd-&-w-(z'

G ycerin furoat)-Monohydrat, umfassend: 21,0 Zitronensaure

2 %Nat riunci t(adiden einer gesittigten wassermischbaren L&sung von 9a,21-Dichlor-16a-ndthdl- IRedreghedidna t
118,17a-diol-3,20-dion-17-(2'-furoat) in einem organisciin 15supgsmittel;

Benzal kioni unt Hb)dtinzdfligen einer ausreichenden Menge Wasser zur Bildung eines L&gun@smittel-Mischungsver-

Phenyl et hyl al Kéltnigses von 1:1 (Wasser:organisches L&sungsmittel) sowie fortwéhrendgs @;Jhge{tm die 6{@@:-

Wasser Qual . SP%G&VW%%JQ"‘*'Q"“ : 1,0 g 36 6. Zusanmmenset zung

gemaB Anspr uch 5 die

Ver bi nd re n%fl\/bmat ?ssé)_rgf 1003k I\/bno %rfac%er %mppe ausge\7n§hlt|:?|st die
erpin Un

6, 17a- dfol - 33"2 'i'°6 R’?‘-’a('% dﬂ‘%’ We%‘g@ vvel che ein .

ront genkr ist gl.| 9L ARM! %Qa ?nen E"ﬁ (B ;ﬂ%ﬁ e %é gl‘e?ﬁ v%%ﬂo%%@?oﬂfu%gp
f ol - d 4 4Bl

HL R f3-n| opfart e % ;4 P RAT Abstand d (A)
rehativg lgnt %&hﬁ\ﬁseﬂnb 8Zm589élspruch 4, die die fo 7gen:‘d'kn%g&é\dtelle autweist: 100 11, 595

7, 6256 3 12 925
6, 8437 11rre—r4—e-?u —62893 2114, 580
6, 0704 5 Bpstangieile 5.9072 1?9’25
- | Mometasonfuroat-Monchydrat 0,1-10,0
25 mikrokristalline Cellulose und Natriumcarboxymethyicellulose 2,0
Glycerin 21,0
Zitronensiure : 2,0
Natriumcitrat 2,8
Polysorbat 80 0.1
30 Benzatkoniumchiorid 0.2
Phenylethylalkohol . 25
gereinigtes Wasser Qual.-Standard ad , 109

% 6. Zusammensetzung geméB' Anspruch 5, die 0,5 mg Mometasonfuroat-Monohydrat umfaBt.

: 7. Die Verbindung 9a,21-Dichlor-18a-methyl-1,4-pregnadien-118,17a-diol-3,20-dion-17-(2'-furoat)-Monoh-
LN ydrat, welche ein rontgenkristallographisches Pulverbeugungsmuster mit im wesentlichen den folgen-
den Werten aufweist:

55
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—_—
18, 225 5, 8146 33 15, 635 mﬂiﬁﬁﬁ
96 16, 710 5, 3011 5 15 :
14 18, 735 4,7324 P 0 sEIh 517 @Ml”"""ﬂlf
13 25 20, 355 4, 3593 6 20, 520 . 4,3246
4 21, 600 4,1108 5 .30 21,985 40396
22 22 420 3 OGRT— §—551895 8844
7°X 23, 245| 20-Winkel (Grad) gpabstand d (A) 14| zelesgve Intensitdt 3/77)6
13 24, 245 3. 6680 " 4 40 795 3, 5878
’ , 1 11,3324 , |
11 24,900 |—122 3 cz59 2e o 2olah _ 34593
5 45 25 98511,595 3 _4p67,6256 3|26.6775 3, 3268
54,27, 170 5 o5 3 2100] 5 a47g 100 25305 5 5o
111 | 2e- Mnkalzs (Grad) Ab$t, 8487d (A 11 rel ative :
I ntensiti’® I , 710 3]21a7 55
28. 385 4,076 311572893 0% 7-20 165 '
3, 0594 14,580 1 $9642%04 5 3, 0330
2 0 29 72k 030 ~7 30,005
5 9670 14,985 , gg§,§§7 12 2. 9515
3is 3d°4pas,225 5,8248294 33 10 30, 725
2. 9075 5 3T_T15 T 8770
3 20 31,5h&5.635 5,663150y 96 A7 32 135
2. 7831 16,710 6 $2598911 15 2. 7133
7 N\ 20
17,515 5,0592 14
18,735 4,7324 12
20,175 4,3978 13
% 120,355 4,3593
20,520 4,3246 4
21,600 4,1108
30 | 21,985 4,0396 22
22,420 | 3,9622 8
22,895 3,8811 7
s | 23,245 3,8234 14
23,550 3,7746 13
o’ 24,245 3,6680 4
w0 | 24,795 3,5878 11
. 24,900 3,5729
25,800 3,4503 5
4 | 25,985 3,4262 3
26,775 3,3268 84
27,170 3,2794 10
so0 | 27,305 3,2635 ]
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25 33,4
2, 6482
8 30
25762
1 36, 780
2,4090
6¢- net hyl
ydrat, we
Kristal ks
8,481(1)
95, 00(1)
'Y )7
1,3 55
Pat ent atfs
Herstel | u
8,17a-dio
Bi | den ei
6t-nethJ
or gani sch
zur Bildu
(Wasser: o
Kristalli
WokLAN dg@s
Et hanol ,
zur
ent zUndun
phar mazeu
Konbi ni ®r
Ver f ahr en
f ol genden

30

40

- 50

55

34,

Her st |

‘l_

00 2, 6805 mﬂm
2 34,06 2, 630 Illlllllll I
625 2 048,414 81 i
2 35,315 2, 5394
?1 4416 2—1—3-5—-3—1—2-95—
26-Winkel (Grad) 2} abtafid B ¢A)Ver bl ndlagive 2htBhshtat-1/1
T. Z-pregnaaren- L1, L /g-d]or-s,zo- I on-1/-(2 -turoat) - Vbnho
MEMWML@ADL st~
/28E38S trikbhu4ﬁaungruppe RL (C, 1) - No. 1 a(A
816(4) C (A 7, 32311
h28,165 3.PJ>ﬁ 66(1) 50 1
8237435 V (A3) 3,0330 657,5¢3)% db,,. (g.cm3)
PO P~ 0 548 TTZ|BI T  IIIIIT ITIIIT
028 A25f Lr f ol gend =1§r\9£|3&anaqLam EQ 1 Verfahren zur
1g0vg§59a 21- Elchl@&-b@qonethyl 41 pregnadi en- 11

=S 20=dromt7-(Z—{ furoat)- |vm10ﬂyu ac, umfassentT 5 a)
a0, } 209816 haren | dbudy von 92 21 -Dichior-1
3o4aBpegnadi en- 11 B,9b43-di ol -3, 20digon-17- (2" -furoat) in efnem
r-tostmysnTttet—th)yHmzrofagemreryer—arsrerchermdemr—venge—hsser
N30ei7@88s L 6sungsni 128190¥8schungsver{ ®al t.ni sses von 1:1
giigighes L6sungsmjﬂ§glb SOW e forim@hrendes RUhren um di e

SUL T UM ZU vIeT VUT' DLH1IW [CTl. 13 2 \VICI f_a._l_ll CTl CIIG.L) HIIO 1 u\.:ln 1

) ) P ,

8Ag&Absche Losung$i® B2k aus der ol #ipe_ausgewahl t_ist _ diefaus _

-p&gganol, ACeto I%petat besteht 3. Verfahren
géhesﬁsnde I S : gg330n anetas<nﬁUroat-anohydrat I n ei pem

annehnbar ef Tr%

Mﬁ@m&m

unt aBt

{woRel das Verfahren das

v

gsnsBoAnspruch 3. |@glsals2di e hergesfel2ite Zusamenset zung di
Bestandterl e

34,060 2,6301 8

34,625 2,5885% 4

34,795 2,5762 2

35,315 2,5394 1

36,780 2,4416 21

37,295 2,4090 2

8. Die Verbindung 9a,21-Dichlor-16a-methyl-1,4-pregnadien-1128,17a-diol-3,20-dion-17-(2"-furoat)-Monoh-
ydrat, welche Einkristalldaten mit den folgenden Werten aufweist:

Kristallsystom
Raumgruppe
a(A)
b (A)
"¢ (A)
a(*)
B(*)
v(°)
V (A3
dper. (gecmM~®)

P1 (Cy

'110,66(1)
" 73,27(1)

. triklin
1) - No. 1
8,481(1)
11,816(2)
7,323(1)
95,00(1)

657,5(3)
1,362

20



ang;\éve:\/ztret zzigo.nf uroat - Monohydrat pestandtelle mlm!(“)“!“g‘nll““s””!“
e ,

m krokristalline Cellul ose und Nat rFﬁHI?&?BEﬂ(Wmt hyl cel | ul os

G ycerin _ 21,0 Zitronensaure .
2, 0 Nat 11 Urggdntddspriche fur folgenden Vertragsstaat : ES . 2,8 Pol ysorbat
80 0.1 Benzal koni unthlorid

0,2 30 41, Verfahren zur HEWXSIRNY 6dFd, AL DI Ba-methyl-1,4-pregnadien-118,17a-diol-3,20-dion-17-(2"-

2,5 ger ei ni gt gFoalfMohchydrididhfass&idandar d ad 1,0 g ;5.

Ver f ahr ep genmABayBIRer siwh gebittigirDwassethiechBarsrartizangsei 9q,21eDichjot 16w methyl-1,4-pregnadien-
Morret asonf ur oat tigh rebigeb2a diont?-@f-turoathin eldern beghnisshenddsmBsiittebpr uch 1, wobei di e
Ver bi ndung 9a, 2(b) Bhaliiger eided ausneichbrydon MerigepNasgerxdki Rildurg eine® Lasyegsmittel-Mischungsver-

di ol = 3, 20- di on- HéRnigses vdnurioWajseiingrnisshds EiisurgismittelbBwiodestwrpres Rihseny vip Hie Keistells
PulMNer beugungs nsationezu vewvelisténdiggesent | i chen den f ol genden Werten aufweist: 40

45 50 55%21  EP O 548 114B1 B _ CL 1Si 2eWnkel (Gad)
Abstand d (%) Verfahisn gemafcAnspructinls wory dap piganjschey Eisungsmittel aus der Giuppe gusgewdhit ist, die
100 11,595  aus Ethanol, Isopropangh Agston, Dioxan und Ethyjacetat bgseht. 7,3478

3 12, 925 37

: 3. Verfahren zur I-Pe@?e@ iner pharmazeutis]ééan% S L0 ]ﬁédtz(aIZgQ die eine entzlind r%mgr?’d%?’
22 14, 580 % SCRen ! : todug
12 15 18 22 5Menge von Mometaso rgﬁ;ﬁp‘gohydrat in 8ind ;ﬁp r gchen annehmbardn ug.gist,
96 16, 710 wobei das Verfa_hgep\,;ia E interen von Mirgetﬁ% u -’?\Eﬁ ydrat mit dem Tréger u f;a £92
ié{:‘ég’ 72(5) 345- 5;’:;:;;“ gemﬁlflAZs%ﬁ;,ﬂ% §'9 gobei die heragsteﬁgéiugénmensetzung die folgentenBdstindteile

20

Bestandteile mg/g
Mometasonfuroat-Monohydrat 0,1-10,0
mikrokristalline Cellulose und Natriumcarboxymethyicellulose 20,0
25 Glycerin 21,0
: Zitronensiure 20
Natriumcitrat 28
Polysorbat 80 : 0,1
: Benzalkoniumchlorid : 0,2
30 Phenylethylalkohol : 25
gereinigtes Wasser Qual.-Standard ad ' 10¢g

5. Verfahren gem#B Anspruch 4, wobsi die Zusammensetzung 0,5 mg Mometasonfuroat-Monohydrat
umfaBt.

6. Verfahren gem#B Anspruch 1, wobei die Verbindung 9a,21-Dichlor-16a-methyl-1,4-pregnadien-118,17«-
S diol-3,20-dion-17-(2'-furoat)-Monohydrat ein réntgenkristallographisches Pulverbeugungsmuster mit im
wesentlichen den folgenden Werten aufweist: '

50
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20, 520 4, 3246 4 21,600 T |
530 21,985 4, 0396 1428 22,420 IR
8 22,895 3, 8811 E"“““‘?“% 23, 245 +c 382645 »
14 23, 550 3, 7746 13 24,245 3, 6680
4 40 24,795 3, 5878 11 24,900 3, 5729
5 25, 800 - 350 S5 25 985" . 311262
3 26 775 |.20-Winkel (Gzadpgp4 Abstand d (A) -} reigtive Intensitat B/%,
10 50° 27{36579s $.1363324 19005 22 EP 0 548 114B1
* 2e- Wankft ssu ad) ADSTgng d g—\) reratTve —tenpi t At
/1 27,71p11,595 13 62567 6 5 5 28 385
3, 1417 12,035 7{29, 1a9s 3 3, 0594
1 29,425 370830 2=—+0—26"725
3, 0030 12,925 213%.8437 : 1l 2.9670
730,285 [ 14 970  [2.895483 22 3 15 30, 490
2,9294 TOToU " 1TZo 2;9375
6 31,115 | 14,580 2 630704 5 3 20 31,595
2, 8294 4732, ' 2, 7831
6 32,985 |22 25, 7432 12 7-26—33,400
2, 6805 15,225 2|33,8286 33 2, 6482
2 34, 060 2,6 38 30 34,625
> 5885 15,635 \ _,%931 96
9 16,710 '5,3011 15
' ® |317,515 5,0592 14
18,735 4,7324 12
20,175 4,3978 13
% 120,355 4,3593
20,520 4,3246 4
21,600 4,1108
% | 21,985 4,0396 22
22,420 3,9622
22,895 3,8811 7
s | 23,245 3,8234 14
23,550 3,7746 13
" 24,245 3,6680 4
o | 24,795 3,5878 11
24,900 3,5729
25,800 3,4503 5
s | 25,985 3,4262
26,775 3,3268 84
27,170 3,2794 10
o | 27,305 3,2635 9
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\
34, 795 2,5762 35, 31
2, 5394 135 36,780 "l’gﬁj m
21 37,295 2, 409(FP 0548 114 B1 2 40
\er bi ndung
9a, 21- Di chl or - 16a- net hyI 1, 4 pregnad| en- 11p, 17a di ol -3, 20-di on-17-(2' -furoa
t) - Monoh- yeetr—weteche—tErkt-statt-datemr rt—gerr—fotrgemden ml St:
Kristall syprerWinkel (Gradk] | dpfd) relative. Insensiffp) I/1
34011 Ol gppo - IUAWD ¢ A [s 733D 5
5 JJ;, OO\ L JU R
110, 66(1) {€8(,CBS 3,23177(1) V_(A3) 7 657, 5(3) dber.
* * *
’("9“""3"’11%?"" 23, 1'651 362“'52 ?’it (:3..;04’;5.“?:?;;.“ Setre—f-t—t-fo1 UCIICIICII ettt agoot oot GR
1.\94, 21 - bizshkas- 1 Sa- met hyl|-31, 0380pr egnadi end12 . B. 1 7a-di ol - 3. 20- di of- 1
7-(2' - fuwodt ohydrat. 5 0 rof ahren zur I—@'stel | ung von '
9a, 21- Di chl ! ; e ~3-For—ch-ot—3—20—eh-on—t+—2—
furoat)- Mohgoy,dest , unfassend:2,(9)70Bi | den ei ngr Yesattigten
wasserm sc Daren [6sung von { - Igl chl or-16cgq- et hyl -1, 4- pregnadi en- 11
8, 17a- di ol 02@5F an.17 (2 / e +£—m—s-ehe-n—l=ee-u-nge-m—t—be4— (b)
H nzuf Ug¥€n @lonqrgoausra chende'rn,l‘HxJe Wasser zyridi |l dung ei nes
L6ésungsmi t fE= WV SCUNgsver - {0 hal tni ssgs yvon 1. 1 (VASSer. or gani §ches
LWsungsm t ! Me fortw -d-L%—KI—I—S-(—&-L—I—I—&&-&-&-GH—Z—U—
vervol | st~r|1(y1gqr15 3 Verfahrgmn,@gB Anspruch{2,3worin das organi sche
Ldgungsnj aus Oer O Uppe [ausgewani t 1st, dI € aus Ethanol, Tsopropafol,
Acet on, D| 1)351151% Et hyl acet 4124 ht 15 4 &g _
ei ner phar I{‘%Zzﬁ"litjsschen Zusamfensgizaung, di e eilng ent zUndungshemmende nge
von Monet agomforoat=Nomotydr 4t 11T _&r nerm phar TgZeutt scnen annenmnoar en 11~ger
unfalit, wpdR.985 Verfahren Fr? 4&3nhi ni eren Mon? Monet asanf ur oat - I\/hnnhqdr at
mt dem & dgey My a~t. 20 5| Vegdgrhren gemaB|Anspruch 4, wobei die
her gestel | e fotrgenderBegtamdter e autwer st
Best andt ei | 33,820 2,6482 ng/g 25
Monet asonf rﬁa'to-d%bnohydr at . 2,6301 8 0,1-10,0
% | 34,625 2,5885 4
34,795 2,5762 2
35,315 2,5394 1
3% | 36,780 2,4416 21
37,295 2,4090 2
_ © _ |
7. Die Verbindung 9a,21-Dichlor-18a-methyl-1 4-pregnadien-118,17a-diol-3,20-dion-17-(2'-furoat)-Monoh-
" ydrat, welche Einkristalidaten mit den folgenden Werten aufweist:
Kristallsystem triklin
% Raumgruppe P1(Ci') - No. 1
' a(d) 8,481(1)
b (A) 11,816(2)
c(A) 7.323(1)
a(*) 95,00(1)
50 8(*) 110,66(1)
v(°) 73,27(1)
V (A3 657,5(3)
dper. (gecm™3) 1,362
55
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m krokristalline Cellul ose und Natri uncarboxymnet hyl cel | ul ose

? gc&;j{ pi unti trat - EPOSBIUB e m'}“gm"“ﬂ “H “lm

Pol ysor bat 80

Benzal konipatghtahspitiche fur folgenden Vettragsstaat GR O , 2

Phenyl et hyl al kohol 2,5 gereinigtes

Wasser Qual . 9.2t divtliar 'diafmivthylﬂ .4-pregnadien-118,17a-diol-3,20rdign-B5(2'GuroalieMdnavdeah  genaB
Anspruch 5, wobei die Zusamenset zung 0, 5 Monet asonf ur oat - Monohydr at

unf aSt .5 4@ VerfatiDire zupeHersitaliengnypn Fie, 28-Dichipy Gkrimgihyie 433569'?@['@*?31[‘3 17a-dapl ?;?%‘éj?mﬁr(éh 1
1d| 1 7a-di o‘lm:@;) M@mmdﬁﬁﬂg‘%gﬁfz - furoat) - Monoh- A ,rfﬁP [" 1\% F? ein %qqa%eé'
rdnt genkri st al@ fAprege d‘laﬁsé‘f"b%‘ NS VU eyl Pl 5‘8 dhacin

gen- den W& ?3\%‘?‘%"{ ‘7'(3,5”’ enge rgams;ur di W} "

f usteich el-
ol aﬁé@lﬁﬁié %’%%ﬁ%? Wogrssieces s i 0 m&%mﬂ?:ggg % ”"%8% ‘

7,6256 : 7,3478 312,925

6, 8437 3. Verfahren1 Zg worin das orgamsche L@s&é%ﬁel aus der Grugp@a%s&e@vﬁlﬁlag die
6,0704 aus Eth , Aceton, Dioxan und Ethgla&-ﬁz Besteht. 15 15, 225
5, 8146 15 a% 635 , 6631 . 96 20 16,710
5, 3011 4. Verfahrenlzur illgrstaﬂaﬁg einer pharmazeutischeP Z(afrhensetzung, die einelehtzifdusgshemmende
4,7324 Menge vér Méethddnturoat-Monohydrat in eidlem3 Bhaimazeutischen annefirdbardnm Tradbr JinEast,
4, 3593 wobei das Gerfafre 4% Kombinieren von Momethsahfiddat-Monohydrat mit desd Tréiger umfast.
N 20 5. Verfahren gem#B Anspruch 4, wobei die hergestelite Zusammensetzung die folgenden Bestandteile
aufweist:
Bestandteile mg/g
25 : Mometasonfuroat-Monohydrat 0,1-10,0
mikrokristalline Cellulose und Natriumcarboxymethylcellulose 20,0
Glycerin 21,0
Zitronensdure 2,0
Natriumcitrat 28
30 Polysorbat 80 _ ' 0,1
Benzalkoniumchlorid 0,2
Phenylethylalkohol : 25
gereinigtes Wasser Qual.-Standard ad 10g

35
6. Verfahren geméB Anspruch 5, wobei die Zusammensetzung 0.5 mg Mometasonfuroat-Monohydrat

umfast.
~ 40 7. - Die Verbindung 9a,21-Dichlor-16a-methyl-1,4-pregnadien-118,17a-diol-3,20-dion-17-(2"-furoat)-Monoh-
' ydrat, weiche ein r6ntgenknstallograph|sches Pulverbsugungsmuster mit im wesentlichen den foigen-
den Werten aufweist:
45

50

55

24



21, 600 4,1108 530 21,985 S
sisezz  wosatigiies (NI

3 24,245 , 3,6680 4 40 24,795 3, 5878
11 24, 900 3,5729 S 25, 800 3, 4503
5 45 25,6985 34262 , S G5 : S—3968
84 27,170 | 26-Winkel (Gxa@394] Abstand d (&0 5( relapiee Intensitit I/E 4635
9 56 25 Z; C 114 Bl VI
28- W nk6h Eas AbSt-adae All(:%r\%,24 100 {—a e Frrtetrst tAt
1/1 27,710 11,585 37 24756 6 5 28,385
T 26, 425 | 12,035 ‘ 32’{13?478 3 3,054
3, 0030 12,925 2 30, 98437 11 2, 9670
7 30, 25570 051 3 15 30, 490
2, 9294 14,070 10 q2,7ga§593 22 28075
6 31,115 14,580 2 8526704 5 3 20 31,595
2,8294 ' Z7 32 135 2, 1831
6 32,985 | 14.985 9,z§n%P72 12 Z 25 33 400
2,6805 "° |1s,225 2 3B, 826146 33 2, 6482
2 34, 060 2l 6301 - 8 34, 625
2, 5885 15,635 4 3 34663 96 2 5762
2 35,315 16,710 2} 5894011 15 1 36, 780
2,416 4 2T
17,515 5,0592 .14
18,735 4,7324 12
20,175 4,3978 13
% | 20,355 4,3593
20,520 4,3246
21,600 4,1108
% 121,985 4,0396 22
22,420 3,9622 8
22,895 3,8811 ' 7
3% 123,245 3,8234 14
23,550 3,7746 13
W 124,245 3,6680 4
40 | 24,795 3,5878 11
24,900 3,5729 5
25,800 | 3,4503
% | 25,985 3,4262
' 26,775 3,3268 84
27,170 3,2794 10
s0 | 27,305 3,2635 9
55

25



35 37, 295 2,4090

: ;Ze:rg!t RSF”‘? Zaprzégr?égrleﬁrli 8, 17a55|°§48311§(?1d| on-17-(2' -furozu“‘w “\“I“‘ml“l“‘
ydrat, welche Einkristalldaten mt den fol genden Werten aufweist:

Kristall system triklin Raungruppe P1 (C,) - No. 1 45
3,( 9)23( 1) sz-mpkel (Grad) " ﬂgg%@é(g\ (A) oy relativ"el’ﬁl{%%ﬁ%j:gé%'l;\ 5(*)
73,27(1) YV27A3%n0 3,85875(3) dbe (§-cm 3) 1,362 p5 26

C L M| _SRevendlcatlons I§e QI oatlons pour |lea Etats contractanys '
sul vant s: M_CH—DE_DQ—&—G&—FF—” ' ——ILU,-—-HHE—i.—vaﬁﬁ'hyﬂ'hite de

9a, 21-di chlaer,a686a- m-t hyl - 1| 340ppégnadi ene-1j1 1
, B, 17a- di -d,é -dirone-17/-(P.- ate). 5 2 Pﬁocede de preparation glu
motrohydr af-22 ; -3—&332—%’ , | -
3, 20- di"on¢2b/ 7% - f ur oat e) mi, oosasi ste a: (R)2forner une soI ution sqturee

dans un s@lvant _or ganl que m dans [ e 9a, 21-di chl or o- 16a-
net hy|_]_ I&%gl nng 11 E&Srhnl 2 aﬂj gmr\ Fe Pt~ e O

,,.._. UTTC .1_ T \ ~ ruruvatyvy,

(b) aj out ¢r3gsefsisi sanment d' ea2y 9paEr forrrer uF Bapport du nbl ange sol yant de
1:1 (eau 0], vanto or gani que) it 9& nt 1 nuer a{gibe pour termner la

cristalfid % Rroceds % ovendi-ea A O—-e—5-61 vaﬁ(—e-r-ginl gue
est choi s[r wgmresl e groupe cprsigsrEnt en et.ha 06,- i sopr opanol acet on

di oxane eff"gcetate d ethyle Conposi t1pn,phar macout i que conpr epant
une .quant |.t.a1'_il1%' Faf barad 37" ABRehy-eH-& ‘,3dc +o-oate—de—reretasyne
daQs unpsdmagrstesphar maceut i gmman accept abl p472 . Conposition de |la
revendi cafTon 4, ayant les | gg,,& bﬁnt s suivaphtg: 20 Ingr edi ents
ngl g Monohpade d—BAetasene 4160
Cel | ul ose |mBxe@y i stalline ¢t2,gagBoxyndt hyl fell ul ose de sodi um 20,0 2
d ycerine 21,0 Acide citdique
> % 25 | 33,400 2,6805 2 a
33,820 2,6482 2
34,060 2,6301 8
30 34,625 2,5885 4
34,795 2,5762 2
35,315 2,5394 -1
36,780 ' 2,4416 21
35
37,295 2,4090 2
N/

4 8. Die Verbindung 9«,21- chhlor-16a-methyl-1 ,4-pregnadien-118,17a-diol-3,20-dion-17-(2'-furoat)-Monoh-
ydrat, weiche Einkristalldaten mit den folgenden Werten aufweist:

Kristallsystem triklin

Raumgruppe P1 (C1') - No. 1

% a(A) 8,481(1)
b (A) 11,816(2)

c(A) 7.323(1)

a(®) 95,00(1)

B(*) . 110,66(1)

% ¥ () 73.27(1)
: V (A%) 657,5(3)
dper. (gecm™3) 1,362

58
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Citrate de sodium : 2,8 Pol'ysorbate 80 @
0,1 Chlorure de benzal koni um - ' i
Al cool phdnyl ethyl i que EPOS4s 114 B1 2, 5ﬂml?ﬁllm|\\-|llll 1R
s.-qg. ad _ 1,0 g 6. Conpositi®n te 41a” ° *
revendi cat i Gavendidafiéfy’ enant 0,5 ng de nonohydrate de furoate de nondtasone.
35 7. CoNpOTavHARatioY fubied etiicohirastatd s@buss Ger, BEIGH b, lok, #rIuH o erlLine; e
0,17ca-di ol - 3, 20-di one-17-(2' - furoate)presentant un notif de diffraction
en poudre pat Médohjddté QFBIUicRIOB a8t 3-prégRadR Aé-1 133 3@ aIbI3R0 dRne- TTR@ELfuUrbAS).

val eurs ssii vantes: 40 45 50 65 27 EPO 548 11461 Bl I Iil\ ITHIIl s 1 1
Angl e do 2. Procédé [ue edperation du monohydtatndd 9«2 1Fidhiator 16em2lyl-1,4-prégnadiéne-118,17a-didl-

| /1 (degrde) 3,20-dione-17-(2'-{ufdatey qui Etsiste a : 11, 3324 ' 100 11, 595

7, 6a56 (a) formeiung @olution Sat@@Hdans un solvant orgarijqug #igible dans I'eau de 9a,21-dighldro-182 5
6, g&é 7 _ méthyl-1.4-prégnadignm-118,17a-diol-3,20-giormgig 42'-furoate) ; 22 14, 880
610704 10 (b} ajoutes; sytfisaggwent d'eau pour formgergm7rapport du mélange solvapp dg 9:1 (eau:solvant
1i 5, 225 or@pisq_eA gt continuer A agiter pour ggnillg ,Ia6qgi§tallisation. 5, 6631

22 % 8’ 712 g8 P 5Prooédé dg la%gv%%ﬂcat;%nzadf ol le solvant &rgan%u?:é g% cbgcﬁfi dapg le groupe5 ’ctglgigtgqt e étygnol.
13 20, 355 ’ isopropano!I ag%@g dioxane et acétate d'éthyg. 20, 520 ’ 4. 3246 ’

4 21,600 ' : . . . 039,
22 22 420 4, Composuﬁ' ;%ggzeuﬂque comprenant un% c%fg;g::é& eggi‘ﬁ%?matolre de r%c:nglgfl%te d% fgroate

7 23, 245 de momé un support pharmaceitijge

8. Composition de la revendication 4, ayarit les ingrédients suivants :

N m
Ingrédients mg/g
Monohydrate de furoate de mométasone 0,1-10,0
: | Cellulose microcristalline et carboxyméthyl cellulose de sodium 20,0
25 Giycérine 21,0
Acide citrique 20
Citrate de sodium 28
Polysorbate 80 - ' 0.1
Chiorure de benzalkonium 0,2
30 Alcool phényléthylique 25
Eau purifiée s.q. ad 10g

6. Composition de la revendication 5, comprenant 0,5 mg de monohydrate de furoate de mométasone.

7. Composé monohydrate de 9«,21-dichloro-18a-méthyl-1,4-prégnadine-118,17«-diol-3,20-dione-17-(2'-
_ furoate)présentant un motif de diffraction en poudre par cristallographie aux rayons X ayant essentieile-
' \_, ment les valeurs suivantes :

50

27



38680

30 23, 550. 3, 7746 13 24, 245 .-
4 24,795 3.5878 11 24, 900 3, _
5 25, 800 3, 4503 EP 054841481 5 og5 i\ﬁ‘iﬁ“\‘&m\\\m“\“\
3-26, 775 3, 3268 84 27,170 3,2MYAC L 0w s *
10 27, 305 3, 2635 9 40 45 50 55 28 Angl e de |
Epacenent rmrenst o Rerative 20"
d Angle de Espadédert 27, 710- Intensité Relative 3, 2167
5 28, 385 20 3, 1417 i71 7 10
g?bégg ’ (degrés) 3’0%9,225 - ?{?ﬁﬁgg
2 30, 095 - 2t 9870 7 15
30256 7,796 1183246 100 3 30, 400
2,9794 11,595 , , 725 8 - 2,9075
6 31,11® 12,035 7178 3 . 3 31,595
2,8294 12,9256 88430 135 11 2, 7831
6 32,985 14,070 8;288% 22 7 33, 400
2,6805 14,580 6,07043, 820 5 2, 6482
2 25 34, 064,985 58072 2 6301 12 8
34,625 ' 15,225 2, 58318 33 4 34,795
2, 5762 15,635 5,688135, 315 96 ' 2, 6394
1 30 36, 768,710 85,3011 2 4416 15 : 21
37,295 17,5185 2, BOED2 14 2 35 8
CohuOsGmonoh}l&W’ﬁﬁa de 4,7324 _ 12 o
9a, 21- di chl or20 48 net hyl - 1, 4- p4;8978li bne- 111, 17a- d# 8! - 3, 20- di one-1 7- (2' -
' 20,3585 4,3593 6 :
20,520 4,3248 4
21,600 4,1108 5
25 21,985 4,0396 22
22,420 3,9622 8
22,895 3,8811 7
23,245 3,8234 14
% 23,550. 3,7748 13
. 24,245 3.6680 4
- 24,795 3,5878 11
24,900 3,5729 5
25,800 3,4503 5
3 25,985 3,4262 - 3
28,775 3,3268 84
27,170 3,2794 10
W 27,305 3,2635 9 .
40

50

85

28
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furoate) pr-~sentant des donnees du nonocristal ayant |les vale : - \“\ @
Systene cristalfln triclinique ace Pl(C“m‘m “ﬂl““
8, 481(1) b(A) f%l%%z&‘%ﬁ)‘ : c“‘\.m“« st
7;323(1) a(') 95,00(1) 45 '

ON( : 110, 66&1) Y(e) 73, 27(e1) V( A3)

657, 5(3) D cadnaliy fam 3) spacement) 50 ReviHANSAtiSbReIabive ' Et at
contractant sulvaEnt: ES 1. Proc6d4 de preparation du nondmldrate de

9a, 21-di chl org, 4%t hyl -1, 4- pregﬂﬁgl bne-1 1, 17a-di ol -
3, 20-di OI‘UE-‘I'?‘%&U‘I‘UET‘E’- U TConsSTStS da. 5o Cay—tormer une

sol ution saturee dans un sol vant organi que m sci bl e dans |'eau de 9a, 21

-d|9h|0r016 hyI 1 4pregr§1 ere-11fi,1 7a-di@-3, 20-dione-1
7-(2'.-furoate a] outer suff t d' eau pour forgrer un rapport du

m- nge sol va 1 1 (eau: solv an| gue) et cont|1nuer & agiter pour
termner’?ac Ilsatlon 48 114 191 -C
L 28 oc~d4 de Ia r%v\p cation 1, ob |e 3olvant organi que
est choi si da|29,73 8gr oupe consi st&HP3h 6t hanol , i sopr anol , acdt one,

di oxane et ac@0;008d' 6thyle. 3 MRSEI® de preparation &' une conposition

phar maceut i qugQ; 288 enant une quRy@81® anti-infl ammtoide 5 de
m)nohydrafe d@ﬁ #4902t e de nom-t as2y9@%dans un support phlrmacouti quenent
accept abl e, Ig‘p?hspr oced4 conprep@g7sssoci ation du mhohydrate de furoate
de nondt asone \qud edit supportdg@-,ﬁoch de la revegdication 3, 00 la

fﬁgﬁgg: telrggg pr, gbge ales ingre 2%@9&7831 sui vants: 10 4;9}9 l\/bnohydrate e
furoate de no agg‘u 0, 1- 10,0 Cel I ul ope m crocristalline
et carboxym-t | ul. ose de so :@ 20,0 G ycbrine 2

Acide citri 05 _

21,0 15
2,0 Citrate dGBEBGQJm 2 2,8 Pol ysorbat e
80 % 34,060 . . 2,6301 0.1 ChlorureBde benzal koni um
0,2 Al cool phdgg,e@shylique 2,5885 4 2,5 20
Eau purifi6e B4l7ew 25732 21095 Proc~d4 de
| a revendi cati 345 ob | a conp05|25§g4:onprend 0,5 ng dg nonohydrate de
furoate c:i“? o We 2,4416 21

37,295  2,4090 2

35 8. Composé monohydrate de 9a,21-dichloro-18«-méthyl-1,4-prégnadiéne-118,17a-diol-3,20-dione-17-(2'-
furoate) présentant des données du monocristal ayant les valeurs suivantes :

\./ Systéme cristallin triclinique

Groupe espace P1(C] )-N* 1

“0 a(h) 8,481(1)
1 bA) 11,816(2)

c(A) 7.323(1)

al*) 95,00(1)

- 8(*) 110,66(1)
«(*) 73,27(1)

V(A?) 657.5(3)

D caicur(g cm™3) 1,362

50
* Revendications pour I'Etat contractant sulvant : ES

1. Procédé de préparation du monohydrate de 9a,21-dichloro-16a-méthyl-1,4-prégnadiéne-118,17a-diol-
3,20-dione-17-(2"-furoate) qui consiste 2 :
&5 (a) former une solution saturée dans un solvant organique miscible dans I'eau de 9a 21-dichloro-16a- |
- méthyl-1,4-prégnadigne-11 8,17a~diol-3,20-dione-17-(2'-furoate) ;
(b) ajouter suffisamment d'eau pour former un rapport du mélange solvant de 1:1 (eau:solvant
organique) et continuer & agiter pour terminer la cristallisation.

29



e

25 6. Proc~d4 de la revendication 1, ob | e conpose nDnohydra .
9a, 21-di chl oro-16a-nbt hyl -1, 4-pre ng)e dibne-1 1 ,1 7a-diol- nmm“m]m““““‘“\
7-(2'-furoate) pr~sentent un noti PRSWKABICt | on en poudre par eristd |

gr aphi e aux rayons X ayant essentiellenent |es valeurs suivantes: 30 35 40

45 50 558;&8%9/3 océdé &Ra Q—Jv%ﬁatﬂ:&‘} d%' le solvant ordamw&onll]dméhg %&&e]coﬂs]&éht en éthan&:

L M dhols fcétone,a.om%a%aaa%myne Intensitt Relative 20
d 71798 . , 3324 100 | 1, 595 7,6258

6 12,035 3. Procédé de ﬁéﬁﬁi& d'une composition pharmaceufldlie @Hlprenant une quantité Entidedi@nimatoire
11 14r @70  de monohydrateted&Bale de mométasone dans 2R siphord Bhrmaceutiquement Bcdptbié, lequel
53 14; 98%procédé comprend I'absoBigkiba du monohydrate de furoatd Be inbm@&done avec ledit suppdit, 8146

33 15.635 5, 8631 98 16, 710 5, 3011 .

15 20 13., GPtdsédé de la revendicati§n 8,50 Ja composition préparée allgs in@édfRS suivants : 4,7324

12 207178 : 4,3978 13 207355 -4, 3593

8 20, 520 Ing?éd%géG 4 21, 600 mg/g 4,11108

> 21,985 'Monohr;;r;t;;d opte de nioniétasozng 227429 0,1 10%’ 9622

? 43(2)3 5%3’ 895 Collulosg rﬁffg:%ﬁéitauine ot carboxymétfg c?l&losﬁazzfg’ sgé‘fl?m 20,0 ' 3 68368234

' ' Glycérine ; 21,0 '

451 35 1524, 795 Acidecitriqéd 5878 11 24, 900 20 3,5729
Citrate de sodium 28
Polysorbate 80 0,1
Chlorure de benzalkonium 0,2

. : Alcool phényléthylique 25
o Eau purifiée s.q. ad . 10g

5. Procédé de la revendication 4, ol la composition comprend 0,56 mg de monohydrate de furoate de
25 mométasone.

6. Procédé de la revendication 1, ol le composé monohydrate de 9a.21-dichloro-16a-méthyl-1,4-prégna-
diéne-118,17a-diol-3,20-dione-17-(2'-furoate) présentent un motif de diffraction en poudre par cristallo-
graphie aux rayons X ayant essentiellement les valeurs suivantes :

30

50
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Z5, 800 3,4S03 - 5 26, 985

t0 27,305 32635 EP°548"941 9855 55 Ep \!ﬂm‘uﬂwiﬂ““w

FUUI 2 11111 11112 11 111 Angle de Capacenent
Intensitd relative 20 d a (dearn.) .
(ZQ) 3252771 O,Angle de Eagafff\fntum Intensité Relative7 29 125
3, 0594 - 20 - d 110 29,425 /]

3,0330 5 Ay 2 29.725 3, 0030
2 30, 096 {degrds) (4,)%”} - .

30, 2MM 2. 95 - 3 16

30, 490 7,785 2132%&24 . 100 10 30M725
2, 9075 11,595 7,62661, 115 6 2, 8720
3 31, 596" 12,035 7,3478 3 47 20
32,135 12.925 26(8437 11 8

32, 998 14’070 2, g 5 93 22 7 33, 400
2, 6805 r | 043 820 5 2, B482
225 té&yggfl 21,301  4p

8 34, 625 14,985 §,v%9§§; | 3 4

34, 795 15,225 2, 5783 | 33 2 35,315
2, 5394 15.638 5,66313, 730. 86 2, 4416
21 30 gAY 5,3011 2, 4090 15

d, 17a di ol - e-17-(2'- 35 4 73b4roate) pr~sentantyges donndes du

2 \2/ Conipose rate de 9a, 215J088@or o- 16a- not hyl - 1,44 pr egnadi bne- 11
nonocr i st al %’Y gs val eurs swyl_ ggg Systbne cri stal{an
ce

triclinique J Group% 6
PL(C )-N* 120,385
20,520 4,3248 4
21,600 4,1108 5
21,985 4,0396 22
22,420 3,9622 8
o 22,898 13,8811 7
23,245 3,8234 14
23,550. 3,7746 13
24,245 3,6680 4
% 24,795 /3,5878 11
24,900 - 3,5729 S
- 25,800 3,4503 s
\ 25,985 . 3,4262 3
0 26,775 3,3268 84
27,170 3,2794 10
27,305 . 38,2635 9.

50

65
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1 JUNN IR || 11}

95,00(1) 110,66(1) 45 FEEEERIEED e Y(O

73,27(1) V(A3) 657.5(3) Dca, lul (g cm 3)

1,362 50 Rev nd catjons pour I_.Etat contractant suyl R nohydrate
de 9a, 21 -dic 8- £%c- m-t hyl El”afqp'? 'b adi ene- 11kl Egﬁgltg Alﬂq‘

7a-di ol - 3, 20-di oﬂQ-l 7-(2' -furoate)d 2. Procdd6 de prdparaﬂ/on du
monohydr at e d¢d@asak-)di chl or o- 16a-(rﬂ~; hyl - 1, 4- prdgnadi bne- 11 8, 17a-di ol - 55
3, 20- disone- i 7-{8' turoate) qui consiste a: (a) tornmer une solution saturee

dans un sol va ni que m sci bl €q 7I eau de 9a, 21 dgchl oro-1 6a- '
ndt hyl -1 , 4- prgﬁ()%ggbne-l 1,,1 7a; ng 20-di one- 17- (2' wf uroate); 32 *
u

L 0. ('b) er sufflsam*reng pour former un 7apport du m~l ange
solvant de 1:1 e‘hﬁ sol vant or gani continuer A agit der pour term ner
la cridtallisa@Bo#283. Procedd de B:D880endication 2, ob Be sol vant
organi que est gggns dans |l e group8, 0080 stant en et hanol 25
i sopr opanol, ag t@gs di oxane et ep.8876 d 6thyle. 4. Pro@edd de
preparation d' gges nposi t'i on phar ‘IBI que conprenant uge quantit6
anti-i nflammt e m)nohydrate jogoat e de nondt asoqg dans un support
pharna uthu cceptable, |eq ocedd consiste a gssocier |le
nonohydrate d 2%2%% te de nondt asog %g c ledit support. &0 5. Proc~d4 de

l-a revendi cati 00 | a conposi t dpar~e a les ing I ents suivants:
I ngredi ents Qg 15

I\/bnohydg ate d632u13)5te de nonet asoae7831 0,8 10,0 Cellul ose
mcrocristal |i32,988car boxyndt hyl 2¢7188ose de sodi um 70,0 dyc~rine
21,0 Acide C|t33 2,68085 2 2,0 Citrate de .
SOdI um 2,8 20

Pol ysor bat e '8 33'820 26482 ,1 6. Procddé de
| a revendi cat i % ob | a conposit nprend 0,5 ny de Konohydrate de
furoate de no E’d 25 7. Corrpog ohydrate de 2
9a,21-dich|or thyl -1, 4- prdg -111,,17a-di ol - 320-di one-17-(2' -
furoate) prds un notif de dl‘ i on en poudre pa Tcristall ogr aphi e
aux rayons X GRSstentlel | emeBi4486 val eurs sui vant g: 30

o 37,295 2,4090

7. Composé monohydrate de 9a,21-dichloro-18a-méthyl-1,4-prégnadigne-118,17a-diol-3,20-dione-17-(2'-

85 furoate) présentant des données du monocristal ayant les valeurs suivantes :
Systdme cristallin triclinique
% . Groupe espace P1(Cl )-N* 1
. a(A) 8,481(1)
“ : b(A) 11,816(2)
' c(A) 7.323(1)
a(®) 95,00(1)
B(*) 110,66(1)
45 W) 73,27(1)
V(A3) 657.5(3)
| ' Deaicuilg cm™3) 1,362

so0 Revendications pour I'Etat contractant suivant : GR
1. Monohydrate de 9a,21-dichioro-1 Ba-méthyl-1,4-prégnadigne-118,17«~diol-3,20-dione-17-(2'-furoate).

2. Procédé de préparation du monohydrate de 9a,21-dichloro-16a-méthyl-1 4—prégnad|éne-11B,17a-d|ol-
55 - 3,20-dione-17-(2-furoate) qui consiste & :
(a) former une solution saturée dans un solvant organique miscible dans I'eau de 9a,21-dichloro-16a- .
méthyl-1,4-prégnadidne-118,17a-diol-3,20-dione-17-(2'-furoate) ;



-

I R gk I

Rel ative 20 d EP 0548 114 B1 i/1 7,795
11, 3324 : 100 11, 595 7 2856 _ 6 70 I
%10??1070 (b) Zloééiré éfjg ment d'eau pour forr?’ier1 %: giglange solvanq ’d§41217 mﬁ?lvant
niqu agiter pour terminer I lsta !
5 14 085 organiq 2 t or & agiter pol ine a% 5. 8146"
33 15,635 3. Procédé de IaBr@fb%&acatuon 2, oli le solvant orgam&@ eg&hg o Gans le %'oupe consistant e Sthinol
15 20 %7, 51%sopropanol, acétone, dibxakiddd dcétate d'éthyle. 14 18,73 4,732
12 20, 175 4,3978 13 20, 355 4, 3593
6 25 20, R0 Procédé de préparatiod dRiaeléomposition pharmaceutique €bniplenéi®One quantité anti-inflamndatolrd 08
5 21, 985 de monohydrate @8 Q.8oate de mométasone danfih 8Ppetfharmaceutiquement accaptaiile) Zequel
8 22,895 procédé consigtedgissiocier le monohydrate de furodte 28 r@rétasone avec ledit suppddt, 8234
14 23 550 317746 1s 24, 245 3, 6880
4 35 24, 7dfs Procédé de la revendu@tlg‘gly gu la composition préparée gj_esingrég@(ljs suivants : 3,5729
5 40 45 50 88 34
Ingrédients mg/g
15 Monohydrate de furoate de mométasone o 0,1-10,0
Cellulose microcristalline et carboxyméthyl cellulose de sodium 20,0
Glycérine 21,0
: . Acide citrique 20
U Citrate de sodium 28
; 20 Polysorbate 80 0,1

6. Procédé de la revendication 5, ol la composition comprend 0,5 mg de monohydrate de furoate de

mométasons.
25

7. Composé monohydrate de 9a,21-dichloro-18a-méthyl-1,4-prégnadigne-118,17a-diol-3,20-dione-17-(2'-
furoate) présentant un motif de diffraction en poudre par cristallographie aux rayons X ayant essentiel-
lement les valeurs suivantes :

35
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e oUW S g de gasapemensceren UL
* [ L M *

Intensity reletsve 20
11 6 (dogris) (A
- 26,800 34508 5=25, 985
344582 ZAI'?QI'IO‘“ Espa%e%n%q)gg?% Intensité Relativg 3268 10
27, 305 2¢ 3,263 171 9 27.710
3.2167 s - : 8. 385 ' 3. 1417
7 75 2etqeqrée) _38 39594 1
29. 425 . 3..0330 2 29.725
3.0030 - 7.798 16382495 100 2. 9670
7 20 30. 26,598 782562 9516 153 3
30.400 49,038 2. 92;93473 3 10 30.725
2.9075 115 2.8720
3 25 31. %9%3?: Sgg:gz 8294 ;; 47
32. 135 2. % ‘ 6 42.985
2.7133 14,580 94100 5 2. 6806
2 33.820 ~ 14,985 12 2 34.060
2. 6301 16,225 | 581@6%25 - 33 2. 5885
4 34.795 15,635 . 288631 g8 2 35.315
2.5394 - 36. 780
2. 5446 2 16710 %fgg%égs .}i 2.409L0
2 40 8 ‘Co nohydr at e de 2
9a, 21-dichlo = mdt hyl -1, 4- prﬁgggqbne 11 S, 17ce-di 0) &3, 20-di one-17-(2' -
fur oat e) pr~ des donndes $cristal ayant I val eurs suivantes:
Systbne cri sﬁﬂ.ﬂﬁ triclini du
G oupe ¥spac20,520 P1 (Cl )- N4*324ﬁ A) 4 8, 481(1)
b( A) 21,600 11, 816(2,1408 §  7,323(1)
95,00(1) 21,985 4,0396 . 22
: 22,420 3,9622 8
% 22895 3,8811 7
- 28,2458 3,8234 14
23,550. - 8,7746 13
24,245 ' 3,6680 4
% 24,795 3 5878 11
24,900 - 38,5728 _ 5
'\./-'.
40
45

50
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D~ 0 | 110, 66( 1) e ;
i el L]

1,362 56 35 L N s x

Angle de Espacement Intensité relative
20 d 171
5 ldegrés) (A ) | —_
25,800 _ 3,4503 5
25,985 3,4262 3
—/ 26,7758 3,3268 84
10 27.470 3,2794 10
- 27,308 _ 3,2635 9
27.710 - 3.2187 5 °
28.385 3.1417 7
i 29.165 3.0594 1
29.425° 3.0330 2
29.725 3.0030 2
. 30.095 2.89670 7
(N 20 30.255 - 2.9516 3
30.490 | 2.9294 10
- 80.725 2.8075 6
31.118 2.8720 3
25 31.595 2.8294 47 -
32.135 2.7831 6
32.985 2.7138 7
33.400 2.6805 2
% 33.820 2.6482 2
34.060 . 2.6301 8
34.625 2.5885 4
34,795 2.5762 2
35.318 - 2.839%4 .1
*®  36.780 2.4416 21
37.285 2.4090 -2

40 8 Composé monohydrate de 9a,21-dichloro-16a-méthyl-1,4-prégnadidne-11g8,17a-diol-3,20-dione-17-(2'-
furoate) présentant des données du monocristal ayant les valeurs suivantss :

Systéme cristallin triclinique

“ Groupe espace ~ P1(C])N" 1
' ad) : 8,481(1)

b(A) 11,816(2)

c(A) 7,323(1)

af*®) 95,00(1)

s B(*) 110,66(1)
' ¥(°) : 73,27(1)

V(A3) ' 657,5(3)

Deaiculg cm™3) 1,362
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