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. WO 2006/ 002840 PCT/ EP2005/ 006865 88307pct AEROSOL

WO ZOSPENSDON FORMULATI ONS CONTAI NI NG TG 227 EA ORCTIER2005/006865
134 A AS A PROPELLANT 5 The invention relates to
pressurised gas preparations for netered-dose aerosols
wherein a pharmaceutical conposition is fornmul ated as
a suspension in TG 227 ea (1,1,1,2,3,3, 3-

gggd’rgat af | uor opropane) or TG 134 a

1,1, 2-tetrafl uoroet hane propel | ant, and the use

AEI&%%SUSPENS&OE;}%@R%U& QNfaS TABING H§0321 ForOR
It preferabl yTbefﬁtfitS{]Q ﬁﬂg?ﬁﬂiﬁ@f e aerosol. 10
pu

Prior art Ever “si'nce I'c dI'scussi ons on the

ozone- danagi ng potential of certain
chl or of | uor ocarbons there has been i ntensive work in

The inh@ntfdn&leﬁte@fto petIiBad gaseprepyadniink &itnsetérod-dose aerosols wherein a

. eutical. netered-dese aerqsols.
phar R S o B 36338« SRRE P 10 35 0F BT
heptalftyogg)‘rol@aemr T&G1384 (Bl ﬁaaj-tetreﬂuwectha@) a$ pl@pﬁ]&mt,\wd the use thereof
for pf&g’ gé h gﬂe{nﬂ@éﬁﬁaﬁ& r?%?ltl%ﬁ 'R frfxblktrel&@bstonﬁ%ﬂ &le aerosol.

surprisi gas formul ations
wi t h suspended partlcles of active substance and TG
227 ea or TG 134 a as progekﬁaﬂt can be stabilised if

pver e e Do B Db oo patnd PR ST on of
chlorofleorionarbors there Ras b¢dnen1;ans:peivbdnm thofietd Ioﬁh]lttﬂ“nﬂlve propellants for
phanﬁg&gl{lgsll 'ﬁgatérgd HQ&% deﬁ 8@ it%ﬁs gggn%&%wﬁ%m%? ﬂ{eo({aﬂ}cf’géés tthgt the

promuanhg@ﬁ%'l“ﬁrmﬂr@a er Eﬂﬂe?ﬂ qom@qobqa nmdtas gh@"egtlve meedlienbasys for

aerosd®l ected from anong propane, butane, pentane,

di met hyl et her, CHC1lF2, CH2F2, - 25 CF3CH3, |sobutane,
i sopent ane and neopent ane. Preferred suspensions

It haﬂm@beﬁnrfguﬁcbthw eurpfiviapllyl propallfht OB emlatisls veioh mbénc&a particles

of e R TslaRt i 22D o1 £734 238 o el Bisharl b i6ied i ypropettant

gas or prapshahtigas mirduswspensiacrertaidGricnted witerons accor di ng
to the invention, the proportions by weight in which
these two propellant gas conponents nay be used may
be freely vari abPetailed de ] IVRIRION

For thY §9p&lant fdi’fmi]] a&bh's’ &%omﬁghoqn@u%mmrm obhes aRl/OPPG11381%k are

ases, sel ect ed but ane ent
used 8%‘ PROPHNATE 8BS OP@?@ Ezng%m%ﬁgr ‘éﬂ%ﬂr W%Bmﬁ@veﬁaﬂt gases,
prefetabbpasdotoder@n dmbﬂg peopans) dutanbepentane, dimethylether, CHCIF,, CHyF,,

CF3CHj, isobutane, isopentane and neopentane.

Preferred suspensions according to the invention are those which contain as propellant gas
only TG 227 ea or only TG 134 a. -

If a mixture of the propellant gases TG 227 ea and TG 134a is used in the suspension
formulations according to the invention, the proportions by weight in which these two
propellant gas components may be used may be freely variable, although TG 227 ea must be
present.

In mixtures with one or more other propellant gases, selected from among propane, butane,
pentane, dimethylether, CHCIF,, CH;F,, CF3;CHj, isobutane, isopentane and neopentane, the
proportion of this other propellant gas component is preferably less than 60 %, preferably

- below 40% and most preferably less than 30%.
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35 proportion of this other propellant gas conponent
is preferably less than 60 % preferably bel ow 40%
and nost preferably I ess than 30% 2 The active
substances used are preferably active substances which
I ncor porate or bind one or re water nolecules in
their particle structure. The water is not only
physically mxed with the particles of active
substance. Preferably the particles of active

The a%ﬁlpesstu% F&%ﬁce@ hEeddrd ?%e%rﬁbl?%gtig aﬂ\@e% %rméh %Slrate\?é{'bi%d one or

Isation er or
more \@tquﬁéwm‘le\g an thelrmgml@ g:mcyarbo’[he(jﬁat@r ig notydy physicallympiged with

the pdr@E183 O acwRd Qlbstal&L ‘PP&E@BI)PLHG bé‘tltﬂl%ﬁ 8f RAVE SlibsBlO are crystals and
referred to as . chem cal water. In these cases

the watgpispteof suistalisation gy %%n%l@f g@fréi WHer Qrpwateraviuch & otherwise

- chemBNybduhdee.of hyidige Thisvirs LD St ﬁf&ofﬁ@lrﬂfbﬂh@herlﬁxafter also referred

oo GRERGHTRYTindler oo G MACY: SRRIT is® SRS esraetine

structherafilheadctiva sutatanoe diohguleo t he i nvention are preferably
i ntended for inhalation. Parti cuI arly preferred in
this context are pharmaceuti cal ositions selected
Comppounds whish gre1effectiec bininhalgben ar@rp@f@@b yowsedrivitiethic gesult that the
suspefdiff ﬂirﬁxﬁlaﬂ@ﬂ@&@ﬁ@éﬁ%@ttﬁé #%8ntion dr@ﬁe@érﬁ@&%teﬁd@@‘for inhalation.
ant agoni sts and ki nase inhibitors, antiallergics,
ergot al kal oid derivatives, triptanes, CGRP
ant agoni st s, phosphodi est erase-V i nhi b| tors, and

ParticORIiphétir@ni tbis coffekvVare Ehﬁﬁaaﬁﬁi%ﬁl ®npokifiofis kdlmed forfl among
bet am nmetics plus_anticholinergics or betaninetica
the angich@lingrgigsa betamgpetics, at@rOtdﬁephOéMI%fer@@ A¥iinzbitersst Bp4-
f
antag ﬁé%ﬁ éﬂﬁgtég?\"k@%% A‘%@Bﬁ%gﬂ aﬁlﬁgl?&gl o‘f %ﬁéaﬁh&‘ ﬁ%rg\?i%%sc igltdnes,
CGRB amsg@mgg phasphogiestasal l)ihlhﬁ&id arﬂ&:ombnmnmﬁpaf ative Bﬁbsﬁalhces of
e form of conbined preparations. Thefoll?
this klgﬂee & Bvé&qmm@tls&%lﬁﬁ parchghndraet s&?qt%mfﬁ@a ebisentialesicy fp the
case of %l)ltnﬁmta sea(Pfl as%e???ﬁ&&@vé BBInES doRtallR éﬁéﬁ%aﬁg Bound water.
prefera y sel ect rom anong ti otropi um brom
Antwm)dlrtergn@cmmmgmcdee sifbstahcspirepetarddy deed, aspmanmmmamnons orin
the f ?1 %ig rroniumsalts, trospiumchloride,
© OPBIO ‘é‘?r%‘fl B%‘??ol 2, 2- di phenyl propi onat e
nmet hobr om de, scopi ne 2, 2- di phenyl propi onate
met hobr om de, scopi ne
The fdlofwingare-sRecfi cexpingrisd afabe adtise egrébéntoor dhe saltst thepefol
2-fluoro-2,2-di phenyl acet at e- net hobrom de, tropenol
3,3 ,4,4' -tetrafl uorobenzilate 30 nethobroni de,
Anticholingreies 1@ bgusedl are pregerably|seleeted Somi draang tirstopiim branide,

0x1trobfuﬁ‘p§rﬂﬁhdé'r Mhiropiahd BrepERDb ?ﬂﬁtkd]ﬁﬁrﬁ bigthide bél?&ﬁp‘}?ronfuﬁpﬁ'ftﬁ‘ e

trosplwpppl?g:dg,bgﬁérg 13?3}41%%%0325 %@ Ir)n@g%&p{?rér?etﬁgbmmlde scopine 2,2-
dlpherﬁ,/ha‘optdahﬁﬂe lﬂl&ftl(itﬂﬁdﬁmidea;toeypiiieQhﬂithermZielph&fy@ewefatd-mgthobromlde
woperg iR BB S PR Pl ERaeRL S o s Rt
methOQPdmyldﬂ,(swplm B84 deteaftunromyilat mettwbhphidestiapenoclst¥pi ne
diﬂuo%b%ﬁéfﬁfeomethobromide, scopine 4,4'-difluorobenzilate methobromide, tropenol 3,3'-
difluorobenzilate methobromide, scopine 3,3'-difluorobenzilate methobromide, tropenol 9-
hydroxy-fluorene-9-carboxylate methobromide, tropenol 9-fluoro-fluorene-9-carboxylate
methobromide, scopine 9-hydroxy-fluorene-9-carboxylate methobromide, scopine 9-fluoro-
fluorene-9-carboxylate methobromide, tropenol 9-methyl-fluorene-9-carboxylate
methobromide, scopine 9-methyl-fluorene-9-carboxylate methobromide, cyclopropyltropine
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35 fluorene-9-carboxyl ate nmet hobrom de, tropeno

9- net hyl - fl uor ene- 9- car boxyl ate net hobrom de, scopi ne
9- et hyl - f | uor ene- 9- car boxyl at e net hobr om de,

cycl opropyltropine 3 benzilate nethobrom de,

2, 2-di phenyl propi onate cyclgpropyltropine

nmet hobr om de, cycl opr opyl t ropi ne

9- hydr oxy- xant hene- 9- car boxyl at e et hobr om de,

benzityehotobpylide, @l -dipherBAprepionhte iclycloprepgiBpina mbhobrahile,

cyclogi%?g %ﬁfg%?%g %r he g)ﬁl éar@%yga%? %e[ﬁ%{amﬁkldé %%l%g%%;;ﬁmpme

-metbé’hﬁwrewyﬁ’ﬂh{b@%ﬁh@&@ethehrbm QYCéOIB“Omfltrhmm Brethyl-xanthene-9-
carboﬁ?[%%etﬁéﬂ?rbf?ﬂieo @%ltg}fr@]lﬁ&ﬂ?@plﬁe 4. hyghfxly-lrfﬁfo?%@bz{r%ﬁlate

t d
meih‘;@wg%gl%n@ﬂ Ty fé?%&ﬁ»ﬁa@léluﬁ@ﬂvwerﬁleaob@%}ﬁ frgpenol 9-
hydroﬂyhmdmewQ%afbbhﬁlﬁ&-zﬂct?@irbmm& Qdo@me@hﬂ’ﬂ?@hpm@lﬁageé -carboxylate
ropeno ant hene- oprom
meth R GRS ep il el SR HERCD SRRt R b Bl RoBrBe g ety
Xanthtmaa%embbxﬁa@hhgihebramtdwemqa@ob%-lethyk yhrthencrie tarbenydate de,
meth&‘tﬁ@rﬁﬁfbé? r?ﬁ% gi 6. ldgﬁ:g)%métw %gﬂh@ 9%%1%&9@5&9@%%ﬁﬁde and scopine

“hydeaxygrstiosyathrys- 9v@arﬂwméhf@mtb@rb@;@¢1, epteongBy Hothe derimgel the

racerr@EHs | @Rdlibers Br BRStef Bt Oherleband AfiBAAIES theRARIf ARIcIvates
d/ %gpues ere nmers thereof and optionally in the form of
and/oy pelrast and/ or hydrates thereof. Betaninetics

whi ch nay be used are preferably sel ected from anong )
Betanﬂlrnkegas[e@ Pnpa%q;%[{bg({ gre grefer rE A stepec{eﬁrfr%% Ilblg)lél)%\gl%ﬁt%l%ll bambuterol,
bitolterel bmxetvad»h mbutﬁtl@htcmibuterol,l fenwseiohrfomegterol dpxemenaline, ibuterol,

~ isoethhANO$& péﬁtaﬁﬂéollevogﬁ L&6D abﬁfékdiaﬁ%fugfnn ?agf&l&%f&no'

orC|p nalne utero rocatero tero
orciprepgineapighuterpl, pgu:laﬁeﬁ(g regréqtqa@lﬁ gﬁgqerolsr@oﬁ@meaﬁ@}meterol salmefamol,

soteresof, emlpm{tems R0, @rBhtalifd, @dlﬁlﬁﬂté@i Grr-hd RHMEU-81, KUL-1248,

s - by ol ey b R i sy -
benzeyda&aiphnnﬂlmmxy—l[b@% d}dﬂtyﬂym@an,?.l)ylammo) 1-hydroxy-ethyl]-8-hydroxy-1H-
quinoRfBEGRCE ;{?@Jagg A2 AT fr b RSk B S YA AT )
ammoz}etlhyﬁr%&lgi VGIIZch{'ZEZQI({HFSL(ZZﬂWQr%rhﬁirhWP@Yl}JQ;[141(is-llvlelpmmn@&mlyl)-

2- rneth)}lei By ]amlﬁé‘]'eﬂl‘ﬁ}l&t ydf 4-%(6%3/@&%5‘9 1fn%%ﬁlzh:}6ﬁ)xypheny}])2 [4-(1-

benzirsicygalil) peiyl- o8 Xy SRIANT LR AL
benzoiaz[anS(}‘l]“meJ(‘@X\S{Ne;ﬁﬂl}tihyﬁmlmﬂs)lwﬂyl gahexylrh fbﬁb]arrﬁntﬂ]éﬂléﬂol 1-
[2H- SklhyFZI méﬂﬁ%cgl ﬁl @4 e%%%%plﬁ lﬁ-ﬂié (3 DR j/l eny% 2-methyl-2-
propyleerizalrthaidl; BI3HS-12k@ey( o1, AbeirdxariniioghedgH(¥-n2- me
P PRI sglh LR bdiopy posort -
benzox e bR ﬁ4mﬂmypbenybrbﬁ,ﬂrtaﬁ'mé}ylb@haﬁbﬂ
butylaﬂrnﬁe@'éﬂﬁlngzgﬂﬁlﬂﬁfx? glohﬁﬁfb w21 0B %ly b= 124Ib§nz(04(azm 3-
(4H)-oney gﬁééﬂmfﬁg 65{}]” )Sdsz%uczfpmfthﬁphs %8‘2 g slawq@eé anol and 1-(4-
ethoxedrtoBylathimee B ugayp heigtophdny®)-2-( fefti-Biglandny)etharol f@itioyhHRin the
form of the racemates, enantiomers or diastereomers thereof and optionally in the form of the

pharmacologically acceptable acid addition salts, solvates and/or hydrates thereof..

Steroids which may be used are preferably selected from among prednisolone, prednisone,
butixocortpropionate, RPR-106541, flunisolide, beclomethasone, triameinolone, budesonide,
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30 butylan1no}ethano| :

5- hydr oxy- 8- (1- hydroxy 2-isopropyl am nobutyl)-2H1, 4-b

enzoxazi n-3- (4H)-one,

1- (4-am no-3-chloro-5-trifluoronethyl phenyl)-2-tert.-b

ut yl am no) et hanol and 1-(4-4 _ :

et hoxycar bonyl am no- 3- cyano-5-f| uor ophenyl )-2-(tert.-b

utyl am no) et hanol, optionally in the formof the
ﬂutwame,nabmstasoemamtlemmﬂesrctﬂepdmds,t%ﬁ‘ éZﬁndersamémersené (@ntluoromethyl

60 9@-@‘&%‘9@'}?& [anugﬁ{ﬁzr Cfrgﬁ{()ﬁggﬁg S)Q fﬁ%l ng{ﬁ gf‘l_"léﬁo -androsta-1,4~

acce ates

dlenehkﬂ&r%‘&h@h@@ d8¥-(2- QEO-EﬁI@hbdrdsquﬁT%Shylhéy Iediflgeng- bifehydroxy-

16a- @5@‘}?3-@% | 7&%%@;?151%?10)@ Qﬁﬂr@éﬁ’-@g dPeRAT E el B ionate and etiprednol-

dichl rp@ﬁﬁteg%ﬁ%}g% ’1 6 Ute}la A K élg é}%gor?{] S{" @%g}a%ﬁggesngmmmers or
diastdderdeao theekdf add ofticuhile 85108 dornnOiRE sBRAd defieliveothetdf, the

6, dexanet hasone, (S)-fl uoronethyl
SOlva%gaBCg/&g%ﬁdﬁgs %?e]f? -[ (2-furanyl car bonyl ) oxy] - 110- hydrox
y- 16a- net hyl - 3- oxo androsta-1, 4-

PDE & ﬂfrﬂ\?)u’:loﬁ @h'ﬁ:ﬁ %1 refe%gly e elected from among enprofyllin,

0XO0-
theopg ,umﬂ@sjf Qj‘lfh_o]_ gow}lgﬂb)@) 325,366, BY343 D-4396 (Sch-351591),

AWDL 82281 dy-8 24980 NLB25-BIcARIENYIx@X) riaRa 1 9Bt AdiFubreth @RGkyL3-

eyclop Ry . oL bLonsle RS-t Eﬁégfeawﬁ égpiﬁeﬂ[ﬁ@éﬁe)?%sthoxy

1,2,3 éﬁaﬂﬂb-&hﬂﬁ’dﬂdm 8- rrtéltl&ﬁ(tya aethyitentd{el] B6TnapittlydditicoyidN,N-

T e

2-pyrighiderne, ﬁa(yy@epqngéwsaﬂenqﬁn@fyeh@mdl)yl -6eNeEY decyanoiraabil

8 1 1 0 fl
isothiGRI® a@nmpg -pyRBIISROB gdwaﬁ 4t@td§em§gg§ Sgﬁ;u%lggl)

methw@:qgl)gg@ol(e@gegh@arpgatyhc acid], 2-carbomethoxy- 4 -cyano-4-(3-
cycloﬂobmmx@hd &ﬂ@oion(@ﬂﬁr@ﬁhé@ﬂ)ﬁycﬂoﬁfdx)ln-4 =cef (Iblb[@rc?’ﬁﬁ@-hqu
cyclo;aro;)?slﬁe(ﬂlfg( R X1|{1g§1gﬂ§)e t;cg/{gﬁeg&;) dlohexan qlcﬁ] (]QVP’E} e(;f‘llpyltéf1 E’;
cycloﬁ_crﬁyl@xﬂ-44mth£ﬁ)bfph@‘b§ﬂbjpyﬂbbdlﬁ Tideoxjpe@atnyShy) etndFS}H 1,
cyclo %gﬁ?t% ARty Mo hinD- VSRR RBYAB P BRAS Bay-198004, D-
4413, PIDA5B7 bz Fr3584, ro By ativgrem: yrbwwmcm}&;ﬂmr@ﬂy CpC-
3052, |ﬂ 22@882’3(@1158%7 QOlmo 9- cyclopentyl 5 6- dlhydro 7 eth ]J‘y 2 -thienyl)-9H-

pyraz@o ¥-ﬁl/ ?,B,eéln tn%zglx%a 3 afeyliglne andsnc%/c opent§'l 5,6-di 0 ~7- e¥hyq% -(tert-
butyi)l-%lpbta@bﬂbﬁ] 4lo]-benkitiayoldf RY-alwtidihenetvnall ¥inca ferndef(tBe C

racernffs RARANAAT b5 dnrmmmen therpotandagignaly i ghegprm of e
pharmeclagisalinesdeoxtyblé acidaddition (salts, soivates and/or hydrates thereof.
cyclopropylnethoxy 4- d|f|uoronethoxyphenyl)cyclohexan
-one, . Ci s[.4- cyano- 4-

LTD4c@,n§4&95rSEwhn%trﬁa5>b9 ﬂaedﬁrff PrRSera by tsRIs Rigp ﬁr@ﬁyw@rg&:m@hté%ﬁst
1-(((Rh '(91(1-(6 Ola)ﬂt(oﬁ Q%Mdl{lﬁi‘)ét%e@ﬁ)phenyl) 3-(2-(2- hydroxy-z-
propyé%lg&ngﬂ%& %)ycyé; qr%ec})}{]agé )éggtlecn 013 Ff (({ Iﬁi) 9(3 r}2 %2% cllglﬁoro]thwno[f% 2-
b}pyrxd%mwne(maetmylhﬂreﬂ?lt)m&ym h@rdycbﬁypvhfedwlﬁhﬁ)srﬂrewl)ﬁeﬁﬁ)thm)
methy B GuBaro b s . mHPH s pru b B 12 48 B> idonyn-s
benzo@m;)gbxym@ﬂ)@]p}mlsﬂage{DcaZ@SMCGFIS’#B8@92,522} _l/E‘?a-'f)O;l MEN-91507
(EM- 1950";'}’, QRS 6478{ hPp- R 8 W73 B }/J)ﬁt?bhglgy_mhg i) o 3hk racemates,

enantiomers or diastereomers thereof, optionally in the form of the pharmacologically
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pyrazol o[ 3,4-c] -1, 2,4-triazol o[ 4, 3-a] pyri di ne and
9-cycl opentyl -5, 6-di hydro-7-ethyl -3-(tert 25
butyl)-9H pyrazol o[ 3,4-c]-1,2,4-triazolo[4,3-a]pyridin
e, optionally in the formof the racenates,

enanti omers or diastereoners thereof and optionally in
the formof the pharnmacol o§ cally acceptable acid
addition salts, solvates and/or hydrates thereof.

acceptabildadd bddiver silts thdneod| hnﬂﬁptub)@liy&edw doren pf the esnleddngd derivatives

there?lfet}%(swgt(eg&? lqu(gggﬁ%%gigkgsgw nol i nyl ) et henyl ) pheny

1)-3-(2-(2- hydroxy 2-

EGFR! 'i(ﬂ‘%%é %1 RIbEN :; gf%tesﬁéécﬁ% € pit %@Rﬁ@?e&@@'ﬁ’ofn ﬁﬁb[?g cetuximab,
trastu@}llﬁyb iR feéFw R-62.+sHytohismeryiiuoranhenyarning b k-
(morplmﬁhhly 184 fb&kb)ﬁbﬁ@ﬂh))ﬂ]a@fﬁﬁd)}) 17féb/fjl)}propylrnethoxy-qulnazohne 4- {(R) (1-
M o N ——
quinabeliveo4-] (Brarigrio}4-fngrogthlen ) )quniaa b J{ [ B BY-oanathid? -oMbGi@gholin-4-
yh-1 \%6?7%57%%%17 y%gﬁ:} ;Bgs%g&&&érogﬁrgﬁ 13$lﬂu§(giﬁumygﬁ1n% % %(t3 -chloro-4-
fluorq-pleanyhemino]-odRd 09 o msthyl Groxgrmenpbelen e sethows somethoxy-
qmna@cﬁﬁﬂeom@g-%lérﬂ -4-ABorbAReRyDEmidY ? 6%&[“&?%&96)%@5&%)5\1 methyl

ccept additi on. sal ereof an

| e aci
ammfﬁnl P2 BWHT%Y%’HB‘OQ A PSORHRPY; %?tp%ﬁ FIWiRo lflﬁé%rkgg (I-Pﬁ@yl“
ethyl)&ﬁhﬁtﬂt@@{%[h?d(tafahb&ﬂﬁ)?iaﬁ& yihev-arthyl- ﬁﬁﬁﬁ-]kil-(ﬂ&ﬁbbuten 1-yl}amino)-

7-es| PR hERGORR s, e el BuRaB SRR ke S FELT
methd@R;tEﬂ)—NAm[et@gl—mhirwﬂ-d -okof2-boten{) d FarhipaR7wp¢logent fldxy-quinazoline,
{6 SIREPATh bRy ks e Wg&@fmahﬁﬂw%xz 2P A Rmino}-
7-I(R ﬁgtﬁ%yd@fwypﬁaﬂfm@pow} qulnazol)me 4-[(3-ethynyl-phenyl)amino]-6,7-bis-(2-
methc[x‘}/‘e(t yPLE)ﬁinhiblﬂreyh Y- (@)&:ﬂﬂe@ 1Rt y@Amito =64 h @IFbBRphenyl)-7H-
pyrmi‘el% %ﬁ@ﬁw@ﬁwm ik r‘gfﬁar@ﬁwﬂ)“aﬁﬁ‘%qheaylﬁralnek Ry L& hy

dimethylﬂmm(x)rlmopm-bhﬂemmyl]ammo} -7-ethoxy-quinoline, 4-[(R)- (1 phenyl

.ethyl)éll-n}lfoj 62 (é(d SN g’ryl oar%1 fp%}ﬂé]ﬁ I‘lléﬁ)% Rg(t gtlguac‘e rrlaOr}-7

meth(ﬂclybmmwzplm9+ §?anhfn@}4ﬂup®pb@@)l)aﬁumﬂt6hp[ﬂ (moop&@lmélf phdkoxo-2-
buten!l- f]léﬁlu}lﬂfw[géﬁql} er({ﬁltah@%l‘)rln Zoiﬂ ﬂaQ?l ne, 4|\[|§3 cthynt ox

l'uor ophe
pheny_l)@{rwgg ) - N rfad m_ethyl 2pox0 morphohn -4-y1)-1-0x0- 2 buten- -yl]jaming’}-

quina#fine0d-f(3-BkRo-2= @Lh’dr@ bn }a}rﬂfﬁjt@ﬁ 4- G%ﬁi@ﬁfoﬂﬂtﬂhmm)‘pendm—

B iy S e Aot b e

amino-dyctobex&r blceny)-7metiibyy-qmnaw)ine, 4-[(3-chloro-4-fluoro-phenyl)amino]-6-
Y/ X

(trans 4- @%@E@ﬁp@ﬂé{ﬁﬂ%ﬁ&ﬁoﬂ% Pﬁﬁzfgl(ﬁﬁ)of n%etlﬁxl Tl}\Pa(Zﬁhli% 4-[(3-chloro-
4- ﬂuom@ph@wil)a@mqm)(wmhéﬂmmaaﬁ ek w1 Z-oredhoryisytragolinoy i Greioro-4-
ﬂuoro Hezgl%fﬁllngpgf{tl t{ﬂ:ﬁbhglﬂﬁ-@f%ﬁl Eﬂbﬂﬁyl ]plpendm~4 loxKE 7—me’£hoxy

uor ophenyl) am no g e, di met hyl
quma%prhnﬁ,ot’ [(3- cg;pég-ﬁ rgﬁhpn@)aﬁgﬁ]rﬁjﬁplpendm- -yloxy) 7-methoxy-
quinazoliné,R-f(B cdtoreayRliced-phand Rmihg| P 1h@Xacktyuthina 2yl Rgiperidin-4-
yloxyﬁ%&ej@&%&gﬁ]&éﬁgg 3?*%?@;0?%%&]%@’70:]9{6%5/6 azlﬁino]-6—(tetrahydropyran-4-

yloxyW7 fe(tiRxy-ghinphelimel 4¢¢hgHlyrard-flojroeheryl Fytnae—| frives (ot pholin-4-

- yl)CaTQ(%r{éﬂa(?xlll b 2oy gtlpi g}lw.ﬁr&e&maﬁaﬁﬁlech' oro-4-fl uoro

4-[(3- chloro-4 fluoro- phenyl)ammo} 6- {1-[(piperidin-1-yl)carbonyl]-piperidin-4-yloxy}-7-
methoxy-quinazoline, 4-[(3-chloro-4-fluoro-phenyl)amino]-6-(cis-4- {N-[(morpholin-4-
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20 di nmet hyl am no) - 1- oxo- 2- but en-1| -yl ] am no)
-7-ethoxy-qui noline, 4-[(R)-(1-phenyl- ethyl)am no
]1-6- { [4-((R)-6-nethyl-2-0x0-m

or pholin-4-yl)-1-o0xo0-2-buten- | -yl] amno) -7-

met hoxy- qui nazol i ne, 6

4-[ (3-chl oro- 4-fl uorophenyl )am no] - 6- {[ 4- (mor phol i n- 4-
yl)-1- oxo- 2-

yl)catbongi-N-mpthlybainiad}- c?zc{o(hbﬁnt BRey PPYEAReE~ gt ting Xyl 3-akloro-4-
ftuord-BRESaBio d dos SR Ep AN Ed S PSR blowgmethoxy-

quinagolinyg, §-[Gritioto- 2 Suoner phenpl)amiep]-6-(1-methanesulphonyl-piperidin-4-yloxy)-
7-(2- lﬁetﬁlgg’y E@IBQ?)) qlﬁneleoﬁl% Qr [Qf' %ﬂ%l‘() AR pl@eng/l?)allnzhoﬁ % [ 8hoxy-

ety Ry 7 G bRy elip A iseline, 4-[G-cthynyl-phenyDamino]-

- 6- (tetﬁah&ﬂ@p?ﬁhﬂf Dﬁfy]f-‘i? %R ﬂ%&%lﬁf@ HIE {3-Enélot ARS8 0=phenyl)amino]-6-

(cis- 44{}{1 é 1?:%1'% _V %Qrbé%%ﬂ)gf(p%lgﬁy] ygmoz(f}/r @Héx%%zlo;loxy% 7-methoxy-

quma@d}l[ms—[@B~¢i”&<brb€mﬁBwomﬂﬁylbmﬁhﬂpé-({yl@l@ﬂﬁmmhnw gyaaybohymino]-

oGBS st b bipporesf -0

(2- oxgpm}ﬁxrqmy@gml Fmperidin- H()@@)Qﬁl-"bﬁ]@tf@xg-@lumazohne 4-[(3-ethynyl-
phen)fl MO @hﬁ%@@%&mn - yﬁc;lxyﬁ f?'IHEtH&@} @Flné‘zomé% [(BURHnd1-P

pheny er%Q]céTUo%ﬂwlﬂmaﬂ@ ”pbﬂ@ﬁy) 7ﬁ?ﬁﬂi\%‘]¥ puazehas: Adieyyylo
phenyi)a)mﬂo]ffﬁ(lhﬁ%ﬂranéﬁulpMﬁﬂl—pxﬁ@*ldm -4- yloxit -7- methoxy quinazoline, 4-[(3-

ch] or 0
chlonds g P b L HarHoR) o pBon )
qumamI[r(634¢@l-ﬁhyny¢l-phbn1,¢)am1md’]@)‘{l I(amrpinjlm@éi gD etrbahyHpipprydiad-
yloxyi47' %ﬁhBﬁOgu&ag&lﬁ%W (‘g hﬁtﬁé 9L f)hgab%o I%lj:nyé) mmo& -6~ {1 { meth }]N -2~
methq;qyp hkargmo)carbonyl] plpemfJ in=4-y. oxy} -7-methoxy- qumazohnc (3 chloro 4-
ﬂuordt4gﬁe@19naﬁﬁ%h@m1 Nty1 SYSrie X 31bx 1) LiRdHdxy L YRAZDPNY, A3 RBRKr0-4-

fluorogphensDamingi-6-Aaisrt Qbrstipnemiteant Nopeby roinphe pohepid #oxy)-
7-meth§ﬁt3)-qﬁhmmyib,]4—[Z(Bpﬁ[drdhrﬂlfbrotbﬁeﬁw})aﬁno]-6-[cis-4-(N-acetyl-N-methy1—

. OXYV- | Z ne . . :
amind S AHEEt- SRS Hmonyrmui i AdfL&prr Ao r R PRl 6
(transieinethyhn@no-cyclohexan-1-yloxy)-7-methoxy-quinazoline, 4-[(3-chloro-4-fluoro-
pheny#a)n?l‘ﬂg Valnl 4%%% gfﬂhﬁ@l ﬁﬁétﬁ’ﬁh eai‘rﬂﬂo)lc%lo‘?l@(gn ?yﬂ%] 7-

|
methoe&bfwnglﬁngwgf I§3aﬁhlﬁ u@normyua@mﬁhﬁémwﬁlwﬁmlﬁan@y

cyclolféx@ﬂ-ﬂx}ﬂax Mok y-GuirRk ey 4- i@tﬂhﬂ‘tﬁéﬂﬂ _flik&o- phenyl)ammo} 6 (trans

4-{N- Hy{ %o&g KF aﬁ?pdfrgfg | ﬁo&ﬁgﬂelr%m g,!n cyc%hexalgtji )HE xy)afmetll{log

 quinazbling - 46 Fubikore @t fiaoeyIphaa! yaadod |G- (2 2- dlmethyl -6-0X0- morpholm 4-yh)-

etbox 1 R et 2 GrBBRY AR5 ARbe, K bR e
phenybpingro)- 64 l[—rpgth@mqsy]pypn)ﬁmpaﬁd)lamyhuqy) 7 methoxy qumazohne 4-[(3-
ch10r064-(ﬂtu‘8fcf amﬁgir)%mo U (ﬁ %9 gﬂ%eﬂdlﬁﬁi  DIBX Yy A ARAQ uittdtide and 4-

chl oro-4-tl yor
[(3- ChEQfPé* fluf{fmﬁlewl}ﬁe}lmﬂrw { rl)iétapwﬁwlzcaqhoﬁﬂﬁ jperidin-aloxy)-7-
metho)(?lq@hﬁﬁtﬂﬁrelop(tllcﬂ?él‘l} i/ theBbiRP&Sthe BeeMaks) dnafiomers or diastereomers

thereo?‘ r&&oﬁrydgﬁg%%ﬁ%ﬁ%g%lggellégll?foa]cceptfib?e acid a&c&tlon gal?ts thereof,

the sobyiek ahdymalydratys thxydof.7- met hoxy- qui nazol i ne,
4-[(3-chl oro-4-fluoro-phenyl)am no]-6-{1-[2 10
(2-oxopyrrolidin-1-yl)ethyl]-piperidin-4-yloxy}-7-meth

By acigheddijign waltowith pharmapglggisallyyangkptable acids Wthh the compounds may be

. capab]f%rb?@é/ﬂn)lﬁghlré%eaﬁf (fds c@{%ﬁ'ﬁl@ szﬁ’tst@febt@B ot ¥hOiythe hydRLRBHYe,

- qui nazo
phenyl ) am no] - 6- (I nethyl plperldln 4-yl oxy) - 7- met hoxy
- qui nazoline, 4-[(3-ethynyl-
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phenyl ) am no] - 6- ( 1- met hanesul phonyl - pi peri di n- 4-yl oxy)
- 7- met hoxy- qui nazol i ne, 4-[(3-
chl or o- 4-fl uoro- phenyl ) am no] - 6- (1- met hyl - pi peri di n- 4-
yl oxy) - 7( 2- met hoxy- et hoxy) 15 qui nazoli ne,
4-[(3-ethynyl - phenyl)an1n0]76 {
1-[ (norpholin-4-yl)carbonyl]-piperidin-4-
yl oxy} - 7- met hoxy- qui nazol i ne,

hydrofrqnige,dhyidoriodide, fydmsalphitehpidyaphospdhtech{drofethanesu ippbade,

hydrofitrate, h
vdr 1trate g/rdronyﬂeate h d)ro%cg} % r?))//flﬁobgrlnggter B¥dr0%tra e, h (} ﬁ;}tlrlarat?i

hydromatam Ye50Q¥alate h yd[eft(cgu‘@tﬂ Y@ ohenzoate and hy ro- p—to uenesulphonate,
prefeﬁabmn@hﬁttembﬁm?&bbﬁnﬁae Erbﬁ()'sulﬂhzﬂs MiydtdphésphafX Ny drdfufiarate

zol i ne, 3-chl oro-4-
aﬂdh%%ﬂﬁ?ﬁlg ?%hlno] G[ECIS 4- (N- met hanesul phonyl - N- e
t hyl - antno) eyclohexan | -yloxy] 20
BT B8 AR B oM T8 MY - 4- (N acety
- N-net hyl -

Examgr@s Bptrgsmkﬁlaewb anlxzh@eyéozatmﬁstet%a%sw nazol i ne,
-[ (3-Chl or o-4-1f1uor0-phenyl)anin

(trans-4-net hyl am no-cycl ohexan-| - onxy) 7- met hoxy- qu
Exam[iﬁz of Sdb@tanées[s(lﬁabm fdiﬁﬂtadatfohd@d’l@de pharmaceutlcal composmons

amm no ns- N et h
contalfi s SRR ard AR U0t EE it M Cat st o nd
combihafi¢B-adhhese activefsubyarpep Iselty/indaasienthe®ef t r ans- 4- di met hy
| amno 25 cycl ohexan- 1-yl oxy) - 7- met hoxy- qui nazol i ne,
4-[ (3-chl oro- 4-f | uor o- phen am no] - 6-
The pmppt@qn(qf@umedftdrﬂmg V1 e imb%n%/ Pleppratipn mﬁtetw&d}mc%néwo%
prefelﬁ'ifli@'()bﬁytb 3xy) a?tlé'ﬁfdrwm tPIbN&GAhED R ive substances are added in

gfrgmnciﬁ,wo]q fﬁyl ﬂr%fﬂ? %Q)%lto Sq}o, partlcule[rﬁy (g &S {o3 !’/mf" b= percent

amountg

by wesghitpxy] - 7- [ (S) - (t et rahydr of uran- 2-yl ) met hoxy] - qui nazo

ine, 4-[(3-chloro-4-fluoro-
phenyl) am no]j - 6- (I-nethanesulphonyl-plperldln-4-yloxy)
In the-cZsandtiprakypigmi ramadd menohydfafe3th8 Guspensions according to the invention

preferﬁﬂé%ﬁﬁtaﬁ delt 5% ek Ef;@rtfb%arﬁ/ é‘ éUSCtX Wﬂ; %r@@dﬂl%nP'ﬁi‘h}fmaﬂy

0X ui nazol
preferfe(dga_cgcpﬂdmgdo @QI%M%VL@H BFeH PSIANG wluc@_coptam 0.01 to 0.1% ipratropium.
(2 nethoxyethyl)carbonyl] plper|d|n 4-yl oxy} -7-

he f :
In the F%&%ﬁ?@ﬂu' Sh A 18 murireOihs sthorB e STimata ghe thvention
preferaigly icomainl betw eent (@0 to 5, (pfarttc:umrlghmﬁao al5§¢gsalbuhtamol. Particularly
prefergeﬁlgaleegdrﬁﬁ)ggr 1 e 19v 1ghtal' odﬂlsé%t %%s wﬂ?c %gtglr{(ﬁ B§ tog P‘Jo sgfbﬁtc'amol

ereo
Wi th pharnacologlcally acceptable aci ds which the

In the %Qdmﬂlﬁ%% ﬁﬁyblgﬁlldé:rﬁ@x?cﬁtyﬁra@é thfe@ﬁs:?eﬂgo@sra%c&ﬁ to tﬁepﬁlventlon
npl e, salts sel ect ed ron1%no nydrochl orid
prefereybly ﬁ%ﬁl@ﬂ}%ﬁ%& O(H);Er & cpa;ta:@lar )ﬁ)&&agﬁq) Bﬁa’t gotroplum Preferred
accordim{gi ool Qﬁ/léht%rﬁ‘are I@w@emshamets sbAIa a8, to 01Fy4lpanfidulaatye,
P 8%% " droacet ate, hydrobenzoate,
P“iﬁﬁéﬁp ° ﬂ YPunarate, hydrotartrate,
hydrooxalate hydrosu00|nate hydr obenzoat e and

By all't]}{éjdc%vﬁ ls%l% aLdlll%Qse E% g d(;‘[gdrbgﬁnllﬁ 8L qﬂ'ﬁt?%)%rﬁbl ¥1?]ela in each case the free

Fosul
ammohylm ofsieos ﬁlhgp@ope §id 120§ SHERETEBIaNS agccg«ﬁnjg to the invention are

charadiHEQ EThhemey Wb RAR%BLEpium or ipratropium in the form of the crystalline
monohydrates. Accordingly, the present invention preferably relates to suspensions which

contain crystalline tiotropium bromide monohydrate or ipratropium bromide monohydrate,
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Exanpl es of antiallergics are: disodium cronoglycate,

nedocrom | . Exanples of ergot al kal oids are:

di hydr oergot am ne, ergotanine. 10 Exanpl es of

substances suitable for inhalation include

phar maceuti cal conpositionsg containing the

above-nenti oned active substances, and the salts and

esters thereof and conbinations of these active '
With sglysita ticeepiumairomidentoredydate suspmeiofnis whithTostain 0.001 to 0.62%,

of [

pamcﬁ)l[dﬂg g{egér?@ OO%L{iz @\j\ﬁggﬁa‘gbﬁd’éﬁé&]&rﬁl 0[5 El%g?fbl}pg r%g gor % O? of crystalline
twtromumdlsomtsiesn%o parets e paparijewaronterest. 2 % Sur f ace- act ive

substances are added in anmounts of from 0.01 to 10 %

referably 0.05 5.% particul 0.05 t0.3 % (%=

The ng PiRgFam t%@?@}ﬁ Wtﬁﬁl i sqane oaf,ﬁgﬁé%%?ﬁnﬁ ’ﬁ?’%&“ﬁ’&ﬁf‘h yays
perceriiibgmaie. [fanomys baneass foe t1suspanﬁareaquesse@aﬂpeigem by tilss, the

comasI 31\1/ Irl1 t\'/ lé?slfgr @%%r@%?atl neotl %90%51131} V\g m nott}p ICL}IlIlCﬁ) Is referably

‘used \m}en érerseopeaafdm piesgnt irvetien nay be Dbt@nneé by nsuslpimlbdrt

convemrpﬂactgpmw ﬂe%&mtegpﬁlel% iﬂt?ér:]tg]%i fpium  In the case

sal butanol and the salts eof the suspensions
accordlng to the invention 25 preferably contain

If anh?&bﬂ‘@ﬁﬂp&laﬁg seOareYsed) @rsfﬂaﬂldlhﬁﬁlht/of@vaﬁaﬁs th@ded to them accordmg to

ticul ar/ d dj
the infoigheReTe v ot s s St acBrRbg L BRRRA0H ke it ftOntaining
propelait gasesnwilich sHonld veaapecibt whicotorapiturhenroed. dEhis water which is
added T BEPRUER 0t R AP REPOI R AR 8 %ﬁf&%%tﬁ‘f.“é OHER MR i
chemlealbdmnd & @eavhthe antivepintancry erfeseipiata OVidie dredicaps Q%h
preserIt Ii}ﬁ/ehﬁwneﬂﬁh' o= c@l%ﬁu@a%?’@)%ﬁl% Q’Q&r WhileefelRl 8 Bs Redfdtet, %o

* aistinggicy b ey i hanolice ol e hgpipbeound i the active

substaht®t ropi um or ipratropium is meant in each case the
free ammonium cation. The propel [ ant gas suspensions
according to the invention are 35 characterised in

It has bératfouhietaidbe SWpandadqianminsmﬁadnva sebstomcspihamgs whentbe water

conterrt er tm) w IO R ?1%1116 {1 ‘flas E%/rﬁrtﬂgtqﬁe géﬁ‘él%rsfyeg gllla)ﬁge if the

resent |1 nvention pr e
water §QI§®“§ rr}%ﬁoe msghwhihetpptigum ym@r @crrgﬁ@tt aayibeeletarained ppdimdually for

each sBBAHcE gt ARMBY ‘M@id&hﬁfthé Pefifa Iﬁhl'é[fhthff%ﬁtagn the propellant gas TG
rom de

_ nmonohydr at e. ard o tiotr
227 e e RS & ThsT oo BRCORLR. it Lot oD ARG PecRpc

butane) pertare Haddilyyl gthex, EH(HFy (H,PQZ R, O0HY Jéf»buﬂﬁ&tlsopentane and

ne0pe1§}§rr1tl S%en@rr%h% Q 3@5@ nr%TPaatlcu aéfy é)erer parf %ﬁz)ltpgnl 'aB& most

particilarl eprefrabl B thEen et oéwatagle lﬁﬁmmi%pmecu fied within
the scope of the present invention are al vvays per cent

by mass. |f anmounts by mass faqr tiotropium ar
In the gf;@ﬁ 106 gggﬁlaggnb@?@@mngbpra%@gm hremgarde monohydrate w1th propellant gas

TG 227 ea the most preferred water content of the formulation is between 20 and 500 ppm,
and the water content is particularly between 50 and 350 ppm.

In the case of tiotropium bromide monohydrate the preferred water content is comparable to

that for ipratropium bromide monohydrate. The most preferred range is between 50 and 230
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correspondi ng values for the crystalline tiotropium
brom de nonohydrate which is preferably wused within
the scope of the present invention rmay be obtained by
mul tiplying by the conversion factor 1.2495. The sane
applies to ipratopium 10 |f5 anhydrous propell ant
gases are used, a snmall anpbunt of water is added to
them according to the invention. However, it is also
It haspirodictn &uadtoat dhaygrefeored earitity efwatenint the pswpellant gas TG 134 a orin

t oF : S
mixtf T ?%QMWE%@?O%@%?%%%S%&%%@ HEpAT, SGHE el
dlmethxle HEdC e O2Har €BERE:, isebutans, isppentine and neqnsnteneis between 30
and 4060 ppth q}ah%hlér%/ Shefek 1 € BétwEEPTBONRIAS00MAPL A ardSmdsR particularly
P &g aIIy Bﬂ7hg one of the active substances or
preleig rgﬁ W PM8 scope of the present invention
this non- chem cal l'y bound water is also referred to as

In thefcrafeeof\’\!?)l Iatugns cop a%’ljl:l 1 uz'tt?q%bltn% 8‘%8@‘{{%6 gvmﬁ Q}rgpc\alﬂjan{: gas ’[%3 134 a

Hor Ch
the megi msqfam@iewa@f) cmtteﬂ'¢a>§ tl‘k@éenmﬂamﬂs bhiateen (18 asdi$ Pehpen, and in

particBRf tHeGl RS é%ﬁlteﬂﬁs'b\éﬁve%ﬁq§ge 1 (ﬁfr‘ﬂﬁge when the water

content 1s too low. On t nd it has been
found that the particle sizes change if the water

In theG@sd miotﬂoﬁllﬁ@ﬁlohb?mratgﬂﬁ RO B Maltd b Siteit QO SRR Tar fRMatlTer

d f h t It h
ipratrg R S RGBSR Sresds BB T8 BTN | ne

propellant gas TG 227 ea or in mxtures of TG 227 ea

mloA5OBRERA 9395 1F] EFHR b9 AN B SHRRE R
contents g abigieed frem seamiries ﬁiﬁd of ﬂv@dwe wrepedlant gasgener al |y 10
to 1000 ppm partlcularly preferably 50 to 500 ppm

Accore 08 1gvEROngRie SRR e BAGE SETRCReR A IhapIRpRdant Sescs o o the
finished#drasolh Bmemsﬁ)dirahf ﬂialpwpeﬂﬁxﬂ@aﬂ@rmﬂmﬁty@& atienidé dithe formulation
ef er

does B ERTH00Y OFR8 (i w4 Fen B aler ShaRal SbpRffbe cctve

substeapel In He matess, ttowhenmay dayaaltdadybeml addbdtonhe prapellan gas before

the phéﬁ‘lq al Eﬁkgta&‘? fi@?)?e&ogﬁetdté%t?thé Eﬁe\rﬂﬁ}:gftﬁﬁ &@Q&%@*}%{%{ l:% &)Gfepared

err

first Wilﬁbr ydfpvwnomléﬂw 6@ qroreneliantaes mlwlrae andgherpthefcerrespanding

amouﬁt%@%tdrfis hefeween 50 and 230 35 ppm 9 1 It has also
of water in the

found t hat referred. quanti
The arg Gl EVERT BBIS iR ehon g P HiCa TRl ghe Tt Taghitde.
W th propel I ant gases fromthe gr oup propane, butane,
t et her
Wlthu? ﬁxré ) &g?noef tgé g% % %nVﬁHthI’f tgc}ﬁg@ psgﬁqegﬁlgn %%n%ué%v@erﬂa%]be used
1nstead of the term suspension. The two terms are to be regarded as equivalent within the

scope of the present invention,
The propellant-containing inhalable aerosols or suspension formulations according to the
invention may also contain other constituents such as surface-active agents (surfactants),

adjuvants, antioxidants or flavourings.

The surface-active agents (surfactants) optionally present in the suspensions according to the

- invention are preferably selected from the group consisting of Polysorbate 20, Pollysorbate 80,

Myvacet 9-45, Myvacet 9-08, isopropyl myristate, oleic acid, propyleneglycol,
polyethyleneglycol, Brij, ethyl oleate, glyceryl trioleate, glyceryl monolaurate, glyceryl
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and 4000 ppm particularly preferably between 150 and

2000 ppm and nost particularly 5 preferably between

350 and 1700 ppm In the case of fornul ations

cont ai ning i pratropi um nonohydrate wi th propel |l ant gas

TG 134 a the nost preferrepowater content of the

formul ation is between 70 and 1800 ppm and in

particular the water content is between 180 and 1300
monoplsate, gycerl mheostersde.aycend maspiicmolveteotsidrkvkol; ¢leyl oleate,
sterylRcEhS ré&ﬁp%@dlﬁﬁlﬁp&ﬂ&?&t blogk gbl@ﬂe?sr nhtQrdl BAL ethBo] and isopropanol.

| pratropl um bromde. The no ferred ran

Of thg,ghqyganentigned SHSESHEOH eﬁﬂqurs Eﬁlszwfaé% 2%@%%@%#&9@ Myz@get 9-45,

Myvag@sees dGsdpdpA miektakarkdiceRabhl el Mdvadehe-4poefsepropdl myristate
ontents are obtained fromthe mxing ratio

arc mgg P{‘#S”{EI?YD §lopel I ant gases. According to the
i nventi on these amounts of water are added to the

If the Qﬁ%@l‘?Al&Mcc&ﬁ?r%tstR e JBQGr}tllIE»ﬁ cO tjaﬂl' s%lpﬁgtaﬁt@ rt]?e%@ lclre preferably used in

pensi ons | rope prope
an amepRt ofiC0WH -tiHs, P@Tlﬁtllﬁféx Pr@fﬁrahib é)OﬁolO Xont ai n any wat er
(free water) in addltlon to the water chem cally bound
e 20 su nce. In the process, the water

the acti
The aﬁaﬁyalﬁ%&@tl%a T¥ seRtaie i aalésae%oqsr?écwwép Higripvepyen are
preferbe@Q;EI%cteﬂ @npihe rgﬁ’m@ﬁkbh‘sa@t&lig_ SUSPERS glblﬁmns aﬁcf(ﬁlgla rafad asphrtame,
tical . suspension e. prepake hrst ..
betamv%i %)ﬁspeél}%%sg on%?%% é]“]r g a6 gg%drg‘?ﬁ%?%%ﬁﬁﬁn sﬁ%trhuﬂ%gcxd an& citric
acid. disgerbroscah ghodpbnric had dydrasblvoicdicnigr canoanid ao praerably iised,
j ased on the
whllefl’l %@?Leﬁ@%mﬁ%‘?%[lﬁéa&ﬂ*{seﬁoﬂ@ é%@:;}blsﬁ%cég ragni tude. 25

que propel lant as t
Wth| n the scope of the present invention the term

If adjiSkE RS peBerk H ﬂi'é'sﬁéﬁe@ﬁoﬁ%éc&ﬁldg&@ the 1|nﬂ§ﬂtﬁ)ﬂdth@§e ér@ﬁreferably

term sus r be. r
wsed iy RSt R O 10 Ve o b SR o2 S S e oot
0.01 98 OwHihearpareit & 0100t-0r0041% isngariiatal yinlperast mmidmgdo the
mvenﬁ&?penm on formul ati ons according to the invention
may al so contain other constituents such as

surface-active agents (surfactants), . adjuvants,

The aﬁ‘fﬂﬁl@ffﬁ'tsd%ﬂfoﬁalﬁf cJﬂtaﬁHéﬁ%'tﬁkgsﬁlspémﬁ»ﬁ HEJO%ﬁg artht ViR eRGGNAS
surfactants) ‘optionally. present the susp §n3| ons

Preferafelé'éﬁlesttﬁ@ g1 Hhﬁ GrovgoPSiing At GRCoabiE aﬁlrdeﬁléma@ﬂl sedipmadgigte.
editic ﬁiﬁlﬁmtdd@éh@‘bﬁUﬁat?l@@&ﬂoﬁﬁbh@n@%uﬁ@h%ﬁ@fﬂﬁis@l @Y, ascorbylpalmitate,

while ﬁ%ﬁo etrg abu‘%%lﬁ&ﬁrgx%rugne &PB’&W@W&&P&?B&T ascorgylpalmla{eoeprgl

preferplly wed¢chyl enegl ycol, Brij, ethyl oleate, glyceryl
trioleate, glycer yI monol aur at e, glyceryl 10
nonool eate, glyceryl nonostearate, glyceryl

The flypmwsinge PW@?@EY éonté@ﬁ@ ingthe é‘PﬁpleﬂSIQﬂSéVPOfdlf@é@ ¢he invention are

preferably selected from the group consisting of peppermint, saccharine, Dentomint®,
aspartame and ethereal oils (for example cinnamon, aniseed, menthol, camphor), of which

peppermint or Dentomint® are particularly preferred.

With a view to administration by inhalation it is essential to provide the active substances in
finely divided form. For this purpose, the active substance is obtained in finely divided form

 either-by grinding (micronising) or using other methods known in the prior art (e.g.

precipitation, spray-drying). Methods of micronising active substances are known in the art.
Preferably after micronising the active substance has a mean particle size of 0.5 to 10um,
preferably 1 to 6um, particularly preferably 1.5 to Sum. Preferably at least 50%, preferably at
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steryl al cohol, cetyl pyridiniumchloride, block
pol yners, natural oil, ethanol and isopropanol. O

t he above-nenti oned suspensi on adj uvants Pol ysorbat e
20, Polysorbate 80, Myvacet 9-45, Myvacet 9-08 or

i sopropyl nyristate are prefgrably used. Myvacet 9-45
or isopropyl nmyristate 5 are nost preferably used. If
t he suspensi ons accordlng@to t he invention contain

least &Qjrf pastiaerty pistseblnpidegst ép%6rodlthepartieles phractispsubsignes haye a
partidle §80Rhich1s %thﬂalﬁé !s1§é111aﬁ§ésym&{t%ﬁ1@& gk, @arﬁ&ﬁarly Preferfbly at least

0%,%1%@%&%&%%#@ at,lca I/(:,](Ig(% z{rﬁ@[gg a al ggltlﬁs%nge ﬁ%’E a particle size
Whlc}pfsaflﬂ’ﬂﬁﬂ”le)m&e’aﬁgﬁs@(bnﬁﬁm dbbee.gr oup consi sting of
al ani ne, al bum n, ascorbic acid, aspartane, betaine,
cystei ne,” phosphoric acid, nitric acid, hydrochloric
Surprssigly itdes perurfoundibacsuspraisions miay alsadicgrepaswloritle cengiid, in
add1t189?§ﬂ1'%% Ge-Ah neh%ﬂ(fp%ﬁgkk%r &, %eoercn% Eﬁﬂs&n@&&dacﬁ(rg

preferab y use rlc acid or citric .
substapepgandsnonetber gedetives- Aicqrdirgl, in g0ther aHGhAMPIESE énvention

relateP E&ﬁﬁﬁémsid&hs ﬁa\hﬁclﬁd&ﬁﬂﬂ&ﬂ?ﬂﬁe RE0OEEHsRhcE Or 400 bubéaintésamd no
e are preferably wused in an anmount of 0.0001-1.0

Other@d(?ﬁ?’fégf erably 0.0005-0.1 % particularly preferably
0.001- 0.01 0.01 % while an anmount of 0.001-0.005 %

The SE%) ﬁ?ﬂ&ﬁé &H&%ﬁdgﬁ 1{1%;’%&@{6 %PIS’J IS%{J ed 8suté£§1e{hrclﬁseﬁ§dxﬁ{‘m the art,

ant 1 oxi

For thiy, shreqoapidmenta oE e d@mgl thntah@mlxmevmh @nﬁ paonsllensiges ex gasey

(optlo‘ﬁﬁilﬁ&tlﬁﬁ t&hﬁéﬂaﬁ;’?@s) S PlReCiRRSutthbRGoRbhiRECOr bi ¢ aci d,
citric acid, sodiumedetate, editic acid,

t ocopherol s, butyl hydroxyt ol uene, butyl hydr oxyani sol
The abink- msmﬁrrieyl m@béﬂahﬁt:cmtainm@ish@ehﬁéﬁw hevoalifig to the invention may be

im0 L UG UL IR B0 Bl s oo )
Accofdiregly in emgberggspéatyribd prgsand ntvanin@drel atest th @hsusperisabemsnpositions
in the%ﬁﬁ’ E)fj%]\fgger{sﬂ)nts he hél‘@%ﬁ@fokeo&s?ﬁﬁed &ﬁﬁﬁﬁd%kﬁor?& r&f&i8 Shhalers

consi stin pepperm nt saccharine,
Smtabﬂkfw @ﬁmmlf(ter)ng thawaﬁneaﬁ@n%\ Adoree s tapressing nventisn relates to

1nhale@§( %Hﬁla@teﬁééarlﬁ@fpdi‘ theFRbRBRGthe Bﬁﬁ%h&ﬂtacoﬁﬁﬂﬁt%o ]Iaetﬁfonﬂ\’ﬁé&)ﬁ’dlng to
flf)) q/\}l E%)'rrltom nt(r) are particul a
the mﬁ‘i‘qé Qrdte ?rﬁ’mé’ w to administration by i nhaI ation

|t is essentl al to provide the acti ve substances in

The pres n? tl%%egéon glesg b% olr 5 é)acon{r’?u}er éer éj%ét%?&%e) Eﬁh gl%tﬁt}/e% w1th a
surtabbg/vaqu ijnsneyl Kaforomsnivith megardto ths iwater cbitent. rﬁpmomsldcmw be

used ih sbftfh Qfdh‘afer ahd cc(rﬁ% % ong’?f {AE GEbW- ﬁl@ﬁﬁd?l@d pr(\)/pellant—contammg

pray-dryi m croni si-n
suspewag%églggp thadawentionSyitaklegontainers (e.g. cartndges) and processes for

filling these cartridges with the propellant-containing suspensions according to the invention
are known in the art.

In view of the pharmaceutical activity of anticholinergics the present invention also relates to
the use of the suspensions according to the invention for preparing a pharmaceutical
composition for inhalation or nasal administration, preferably for preparing a pharmaceutical
composition for inhalative or nasal treatment of diseases in which anticholinergics may

develop a therapeutic benefit.
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Preferably after micronising the active substance has
a nean particle size of 0.5 to 10m preferably 1 to
6m particularly preferably 1.5 to 51im Preferably at
| east 50% preferably at 11 |east 60% particularly
preferably at least 70% of {he particles of active
substance have a particle size which is within the
_size ranges nentioned above. Particularly preferably
Particglarlyeaeferabbothe presett ipreatien alpo telates fodhsuseaddhouspansions

accor@ib td He88velioAdrpY&ailPa hRMGcBRWAI SmRi¥sition!f8r i Rfhalative
whi c$ is within the size Lg}nggg%nenééoned above, . 5
treatmgt By FeSRTFYPRY CPMPRAYS PERIAPLATE Rt E@p‘@ﬁ%‘?‘?ﬁ%‘l%y
cysticAitgosienp hBp3yRemishtoalAaBtsatinas pdin, migekihd, aiphttdoddygressure,
erecti%bdﬁve- nenti oned propell ant gases, only the active
2 %(}r%‘ﬂ%e or active substances and no ot her
addi tives. Accordingly, in another aspect, the present
The B0 100 ol o SRR B A P i B TP way of
example Heithopd gestricias it tyeisepsiraissi ons according to the
i nvention may be prepared using nmethods known in the
art. For this, the constituents of the formulation
are mxed with the propellent gas or gases
Exanipdetdfdoahhtiahs | ow t enperatures) and filled into
sui tabl e contai ners. 15 The above-nenti oned
propel | ant - cont ai ni ng suspensi ons according to the
L invention may be administered using inhalers known in
- kah@roﬁfu_tm bRNRESmondy@Raer | zed et er ed gageyi nhal ers).
ccorqjl ngl )é I n another aspect, the present invention
- eapierd hydyopMidfaceut i cal conpositi 8 WA the form of
- MysReNSHOBIRFacIARE dabalesdrsCri bed woybi ned with
fﬁg Zr nore i nhalers 20 suitable for ﬁdmo}“ stering
% easuspensi ons. Moreover the pr egg t*§ Rvent i on
Totel ates to inhalers, characterisedlDwth@ (159
contai n the propellant-containing suspensions _
according to the invention described hereinbefore.
2. The present invention also relates to containers (e.g.
- IpAlibpiutgs it ineRotidtund 1 tted with ag2f wuyt abl e val ve
F%%J ustglg, bgfor,e use with regard to the water content.
- FeReter) iy dioREddeay be used in a sultdBYle®i nhal er and
- Isqprb@ilmyeisateof the above- mentioned 0.4 wt.%
| | ant - cont ai ni ng suspensions Qrdi,ng to the
-’lﬁ%?/gﬁai on. Suitable containers (e. g.@s'géﬁr’té’i dges) and
- Tggabcesses for filling these cartri df@stdbot(hs.2ige
propel | ant - cont ai ni ng suspensi ons according to the
invention are known in the art. 30

3.
- Ipratropium bromide monohydrate 0.03 wt.%
- Fenoterol hydrobromide o - 0.07 wt.%
- Tween 20 ‘ ‘ 0.4 wt.%
-TG 227¢a 99.5 wt.%

Total 100 wt.% (15.9 g)
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4

6.

1

8.

In view of the pharmaceutical activity of
anticholinergics the present invention also relates to
the use of the suspensions according to the invention
for preparing a pharmaceutical conposition for

i nhal ati on or nasal adm nis{gation, preferably for
preparing a pharmaceutical conposition for inhalative
or nasal treatnment of diseases in which
anticholinergics my 35 develop a therapeutic benefit.

Iia?atroBﬁIrﬁ bﬁ)%lééh%n&iﬂfrﬁé ably the pr emtwﬂ mvention al so
l% 9??,3@ ob t he, use of the suspensio 9ord| ng to
WA WHIPEMNEEr preparing a phar cogu‘f”i Cal |
-Twemdi tion for the inhalative tredt4wnt of
f@ﬁbéatory conpl ai nts, preferably §t5twp,/or COPD,
nuEGVisci dosi's, cystic fibrosis; and al'so " systenic
Tetahpl ai nt s, such as pain, mgraine, 180 git.%I(bD48 g)
pressure, 5 erectile di sorders. The Exanpl es t hat
follow serve to illustrate the present invention in
nore detail, by way of exanple, without restricting

-Ipiatﬂo@nirm&lofm@@mbﬁdiﬁ ratd 0 Exanpl es ofp.d3oximl ations 1.

rom de m)nohydrate 0. o 15 -
'Flfé‘ﬂgf‘g:]‘é’alpoh gBr omide 0.07 wt.% - &7 V\{t@t type 9-08
-I(scauepyﬂhafnetdtermnogl yceride) 0.4 vvt %1000 W& %427ea 99.5

} otal 100 wt. % (15.9 g)
_ tﬁr}g%?%ie nonohydrate 0.03 w.

Tetplr obr oni de 0. 07 wt. %

- TG 227ea 99.5 wt.% 25 Total
| pratropi um bronm de m)nohydrate 0.03 wt.% - Fenoterol
Tween 20 0.4 w. %

hydr obrom de 0.07 wt.

20 289-90Ivﬂro/at ropi um
Fenot er ol

- I sopropyl H® mtat(&SBegh wt .
100 wt. % (15.9 g)

0.03 wt.%

- Ipratropium bromzdc monochydrate

- Fenoterol hydrobromide 0.07 wt.%

- Isopropylmyristafe 10.00 wt.%

- Soyalecithin 0.004 wt.%

- TG 227¢a 89.9 wt.%

Total 100 wt.% (15.9 g)

- Ipratropium bromide monohydrate 0.03 wt.%
- Salbutamol sulphate 0.19 wit.%
- Tween 20 0.4 wt.%
-TG227ea 99.38 wt.%
. Total 100 wt.% (159 g)

- Ipratropium bromide monohydrate 0.03 wt.%

- Salbutamol sulphate - 019 wt.%

- TG 227ea 99.78 wt.%

Total 100 wt.% (15.9 g)

Formulation examples 1 to 8 preferably contain between 50 and 300 ppm water.



- TG 227ea 99.5 wt. % Total 100 wt.% (15.9 g) 13 4. -
| pratropi um brom de nonohydrate 0.03 w.% - Fenoterol
hydr obrom de 0.07 w.% - Tween 80 0.4 wt.%5 - TG
227ea 99.5 wt.% Total 100 w.% (15.9 g) 5. -

| pratropi um brom de nmonohydjate 0.03 wt.% 10 -

" Fenot er ol hydr obromi de 0.07 wt.% - |sopropylnyristate

10.00 wt. % - TG 227ea 89.90 wt. % Total 100 wt. % (15.9
g) 15 6. - lpratropium brom de nonohydrate 0.03 w.%
.. - Fenoterol hydrobromde 0.07 w.% -

SOpro nyristate 10.00 wt.% 20 - Soyal ecithin 0.004

'iﬂ(@fg%m'ffl)ﬂ?@n?é%@ns@{%aw % Total 108-¥WbEY15.9 g) 7.

- RAbutampl allgiaps um br om de nonohydr at . 0. ®8%w . % -

I amol sul phate 0.19 wt.% - T 20 0.4 wt. % -
'ﬁél%%ea 99.38 wt.% Total 100 m.%m%%gsg‘”tg% 30 8.
Total 100 wt.% (14.8 g)

Formulation example 9 may contain between 200 and 1000 ppm water.
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1)

2)

3)

4)

_5)

6)

7)

| pratropi um brom de nonohydrate 0.03 w.% Sal but anol
sul phate 0.19 w.% TG 227ea 99.78 wt. % 35 Total 100
wt.% (15.9 g) Formnulation exanples 1 to 8 preferably
contai n between 50 and 300 ppm water. 14 9 -

| pratropi um brom de nonohydyate 0.04 wt.% -

Sal but anol sul phate 0.21 wt.% 5 - TG 134a 99.75 wt. %
Total 100 wt.% (14.8 Q) tForgpl ation exanple 9 nay
contai n between 200 an 6’p water. 15 Patent
Cainms 1) Propellant- cont a| ni ng aerosol suspension

P?é]fb@lﬁlﬁtmoﬂglllﬂﬁ% Lislg %u%fenﬁl% i;déﬁalﬁﬁigg)taﬁﬁ% o\f"'a{:tpe sBbstance with

chem cal L east
cheraisally lawndg%er@ pt laa% Bo % aha pigasllant gas gt prapellapheas@iixture

wAh/T@ Qﬁaﬁﬂ AR/ orT’Fil} ]13? adref adnﬁilxﬁﬁé'ﬂwiéth;df RaWonb oftfer pRPSHlant gas
er an sel ecte r.o pr
SR AR O AR EoP et i Rethee: denigherctpRdry EREAETCHn,
ifobusny idcpestant supenpanend obragaied imhat the haoadtsesjeasidn
C?IE}%{QE\%% i{ei!r}l%}l 2!%% gsg,?eltr Iug %{?c?&(ﬂf l:q 03 e w %l%p El?t%qng?nalgﬁ?c%u%d o ﬁ'le CilCthC
sghstaie active substance. 10 2) Aerosol suspensi on

according to claim1, characterised in that it

contains crystalljne articles of active substance
&%P%loelr?@cqzétn@rto iy ehargstertsey 9y Bpd if soptpigpcrystalline

pblﬁdleﬁbéa@fve salgice xvhichthid] (hAerN&als Wik RERBis@Mlisation, hydrate or
accl(%rdl ng to claim1 or 2, characterised in that the

“GeP™e substance selected from anong t he
betam netics, anticholinergics, steroids,

A%msb@usﬁéngio%é&&mgﬁr 11 Bfalry q%r of ik %os er g@él ﬁxattht' 1S nct, agfive substgnce

pt anes agoni st s, I est erase
S¢1?ﬁﬁ@dofr@taraénonﬁﬁb%b%am@wéraagéhqlmeigm gerokssantiallergics,

d&T@ﬁv@Jﬁ%@l' aﬂﬁldﬁﬁﬁaﬂ@s n@@RP'-d’I‘l'EHgBhisf%r PhospRdtHesterase-V
nQn% i na SUCPV agtive %
inhibitors, p os odlesterase— n 1b1tors 4- antagomsts EGFR-kinase inhibitors,

and combinations of such active substances.

Aerosol suspension according to claim 3, characterised in that the suspension contains an
anticholinergic as active substance, preferably ipratropium salt or tiotropium salt, more
preferably ipratropium bromide or tiotropium bromide, particularly preferably
ipratropium bromide monohydrate or tiotropium bromide monohydrate.

Aerosol suspension according to one of the preceding claims, characterised in that the
amount of active substance is between 0.001 and 5 %, preferably 0.002 to
3 %, particularly 0.002 to 2 %.

Aerosolsuspension according to one of the preceding claims, characterised in that, for the
propellant gas 227 ea or mixtures with this propellant gas, the amount of water is between
10 and 1000 ppm, particularly preferably between 50 and 500 ppm and most particularly

préferably between 100 and 450 pﬁm‘

Aerosol supension according to one of the preceding claims, characterised in that, for the

propellant gas 134 a or mixtures with this propellant gas, the amount of water is between
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20 4) Aerosol suspension according to claim 3,
characterised in that the suspension contains an
anticholinergic as active substance, preferably

i pratropiumsalt or tiotropiumsalt, nore preferably
i pratropium bromi de or tiotfgpium bron de,
particularly preferably ipratropium brom de
nonohydrate or tiotropi um brom de nonohydrate. 25 5)

3Pand 4000 pps praséualaprefsrabilnbetweero he) ofd 2000 ppreddiesy

' ' ' anmount of active
pgﬁ%g@zggﬁgﬁﬁﬁﬁ%gp%ﬁhz(?%}tﬁlgﬁ% preferably 0.002

to 3 % particularly 0.002 to 2 % 30 6)

8) Mé?a@s@sﬁlsgmnﬁmt @ﬁj@qg ond b?me:peecf@@iag?Laiﬁlae;h@faetﬁﬁmdpg that it
clains, .characterised in that, r ro nt gas
c$33ing5e HEORF Rttt e totd e spisaceatp GERS, pdibet
aa@uddntodndiatfvoisngset ween 10 and 1000 ppm
particularly preferably between 50 and 500 ppm and
nmost particularly preferably between 100 and 450 ppm

9) Azmosp) suspensis acsendinesh one athe peicading slabng chbragtgesed in that it

cORERS di AFTRLALAT: subBBARS (Rirf28@Fks) nd &3hore! RImPodBds selected from
rmxtures wt ropel | ant

propel ] ant gas 134 a o h this
ag48s Bp éorgﬁ&s@& Psarbitte B0 MyBRee L& Yivacsho 08 doareny
rr@ﬁ{j;ﬁatep aldid @dﬂdi,a}irbpyll@felgfyeblabdfalyerhglten@%ycom&ijagg%meeae,igb%egryl
a nost articu I [ era L wee an
o e Mot R Mo P P12, BYRRyt
npmedeidpiegtectedylfisphad haledoleate] getlalwhphaetylpyridiiigo ghlarids block
310 ' : -active substances
p%@%ﬁﬁﬁfd °§1: étg%}()? B SisShobARE:

ctants uvants, ~anti oxi dants and/ or
flavourings. 9) Aerosol suspension according to one of

10) Adb®oPSRp&RIdHaced@inBRo 08BaT Rehedckdiad claimé, Rakratferised in that it
contai ns .as surface-active subst angﬁfg surfac ants%n3 .
CEHRITDPS HEWEPELTTAT AL SAPRUNEY SHPgr TP ai’%?“ﬁri’ﬁﬁ{b"e’ urnin,
afRotbis acibadsparZne, Belajiepeisadie:, BRospMnaeed, firidacidVirydoetloric
-0 I SOpr.opyl nmyr.i.state, oleic acid,
a%‘?bsg‘ﬁhé‘ﬁggF@c%F,"%B‘é (fllgt hyl enegl ycol, Brij, ethyl
ol eate, glyceryl trioleate, glyceryl nonol aurate,

1) A%déspsrﬁéj%ﬂgﬁgx%k&ﬁh to Bh gtgtﬁ%kf&%@@%?}%ﬁégkgara&leﬂ&%riﬂ khat it

nonor | ¢l nol eat e, ctyla%/ , o
oasitteing padndisrislantsoee oF Fpre eAmmRIRlesaddeom pmeag ascorbic acid,
cied Y®ssdivRabdtal, cditle.ackl hRBserABMuitAIRRIrOPRbRENE S5 10)
bﬁgt[ho ol sus(ﬁenﬁl on @@qu ing to one of the preceding

CHY RO RHEY S0 8P UaPI M fat it contains as

adj uvants one or nore conpounds sel ected from anong

12) A@lo%‘l' ﬁ@pen@iolﬁlﬁ%&ding to one of the preceding claims, characterised in that it
contains no other ingredients in addition to the active substance, water and the propellant

gas OT gases.

13) Use of an aerosol suspension according to one of claims 1 to 12 for preparing a
pharmaceutical composition, preferably for preparing a pharmaceutical composttion for
the treatment, by inhalation or optionally by nasal route, of diseases in which

anticholinergics may confer a therapeutic benefit.

14} Use according to claim 13, characterised in that the diseases are respiratory complaints,

preferably asthma, COPD, mucoviscidosis or cystic fibrosis.
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ascorbic acid, aspartame, betaine, cysteine,
phosphoric acid, nitric acid, hydrochloric acid,
sul phuric acid and citric acid. 20 11) Aeroso
suspensi on according to one of the preceding clains,
characterised in that it cpptains as antioxidants one
or nore conpounds sel ected from anong ascorbic ‘acid,
citric acid, sodiumedetate, editic acid, tocopherols,
but yl hydr oxyt ol uene, butyl hydr oxyani sol and
15) U%é %860*?&5?% ﬁﬁé &tlﬁoregﬁcﬂaﬁ% ﬁ%o&% ?&ﬁ@{&%&ﬂg@&ﬁ%g Jid
rece alnt 87 act eri se
SV&tem@@ﬁmlmt n@f@@tﬂﬁpamn@r@anemy@ettwsmrtemﬁlqct;sqrﬁ@“
active substance, water and the propellant gas or
ases, 30 13) Use of an aerosol susp en3|pq accorqlng
16) Prosegmior grepanig agosol susponsigls asrapimgita gngot claims 1o

cbhacrtema Uh t}ﬁah/atb@-lff@ﬁlsiniﬂg(mopdﬂaﬁf gdsab pyopleDint Bhepartingds ased to
osition for the treatnent, by

p&Wﬁeﬁg??%ﬁm%Fu%ﬁ?gg%alIy by nasal route, of diseases

in which anticholinergics my confer a therapeutic
4 I
R e R
chasaperiscAta that pr agrasod yspersierhisgreprenEpyithitudreas lpafa@llént gas or
pRIpelds igh € nifiAtifeQild ShenlWaterli® hddddle according to one or
nore of clainms 1-13, characterised in that the disease
is a system c conplaint, preferably pain, mgraine,
18) Coyipaixter énsfilting odtherpecpdllast-clintaiidg Berosd atE&jrdidpos essorfaore of

CBFH%) il b n a?a%&e%ﬁ% 1r1ﬁtﬂ§‘tqﬁ$ g&n‘?ﬁﬁ%‘%%%%tnﬂs' ns%:t%ﬂe e <asthlch is adjusted |

b@fareemsea@mletmtngtspva@qa@pntqm gas or propellant gas

m xture is used to prepare the aerosol suspension.
17) Process for preparing aerosol suspensions '
according to one of clainms 1 to 12, 10 characterised
in that an aerosol suspension is prepared with
anhydrous propellant gas or propellant gas nixture
and then water is added. 18) Container for filling
with a propellant-containing aerosol according to one
or nore of clainms 1-12, characterised in that the
contai ner contains a suitable valve which is adjusted
15 before use in relation to its water content.



