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Inhibitors of Cancer Cell, T-Cell and Keratinocyte
Proliferation Field of the Invention The present

WO papE/2288 rel ates to conpounds of the gener al PEHEPDE008029

(I') and /or (VI), or a salt or_g_physiologically
functional derivative or a stereoi soner thereof, for
use as a nedi canent. The conpounds of the invention
are useful for the treatnment of diseases associ ated
wi t h abnormal and hyper prol IL?(;I%E% Qn of cells in a
mammal , especially humans. |'n par |cular they are
useful for the treatnent of cancer and of di seases
¢ hﬁi@@fe@éh@ﬁ%@ﬂoﬁ BEndREHR ra&hhfs%f ﬁéécﬁﬁu% toct?llel pteamble of claim 1
subst ances of e inventi
pat§ %‘mgrly useful for the treatnent of di seases in
whi ch the inhibition of the prot easome of cat hepsi ns,

especial l y cat hepsi or of pro ,,eas esu
TRE Snistr Dt B il Bradife, RamdSisaiaal i R form of &n inhaler is
sthnoien, aasi representeé pley fthei lasid mrincipgls, ofrWar |9t1V 194468 Al and the
0%?%819&"&’&5%. oP WO &5 S6 8N 10 n{ﬁigﬁre’srg 'Egﬁg %M Q@ﬂl Figures 1 and
aut ol nmune eases neurode
Fu ehthenastashgd grawings Toe q@e@,mruhag agaiu @swwofnﬁ @s atemising fluid,
d ' a’iﬁirﬁéﬁﬁ’ble Bgr‘fgtkﬂ EQHﬁ%égf ‘,Nf]th tehrl]l'eﬁl‘rﬁ%f‘ Edlagtn\;vigﬁ ng@ rfgIéG aa?;élg? pressuriser
@ @dftsv ﬁtﬁéjeeéng eaf atompisaEen ofdhe fpidy in the
ubi qui tin- dependent degradati on pat hway for cellul ar
pr t eins deagr adat i;on_of pr.ofein espaonsi-ble for
oL pyFpfse 8 ROBIRARAsn R ol HixfIOSBETPE 8 psent patent
dlmbc&lmdm atteiference a4 matieasshp preeautpn tsmdhe full disclosure content of
g&%f\ﬁ/@}“ﬂh o%d%r%‘%tﬂ@ﬁl% %ﬁ rally the dlsclosure there
pat hway) and nmany qthér ce af metivit
punr@feaqtblyorelme tphye|®pag$@aWIﬂuncsprong riye@?furewﬁ § to 200 MPa,

htefeda®ly PO qbemma%@ the ffdid URGtH goRleadl QtreRESa fluid volume

e DOt 1 T G SR oS L AE30 . 00

V\AprbfemalﬂyczpmbﬂmalélyZBS qilf Herenle Slulding conyér€dd into an aerosol the

S?c%@ﬁl%?og?éwlygh th ‘f‘@dﬁ}%gi (?113%1 V\#{ggﬁ rugl to 20 pm, preferably
i rhﬂtwgens 3a|andk demo lwsdcs@iwe@ thenst &intlacr mlaﬂels prefgrably to an
Aatdmigep! @Ptﬁrg I\iﬁﬁ@&s ik %hh %hﬁ' Q9¥ize oﬁga%%éommatel 9 cm to

397-403. Goll J, Stock
HAPRFOmaiey 7 5 ‘F@t‘ﬂrl%ngtb @@d apgEoM e elx Faf® toapproximately 5 cm in

Palidiie hhd a Nbzzle jet &'hlhlﬁhgtof Rtwden 20ﬂ‘aﬁatl6ONeﬁtelﬁﬂaBEf between 80°

2%6@ 1(%)% Ti'ﬁ%" @Eeé ﬁﬂi& %PR”—L)EI?O gl? gﬂqufﬁr a%)(rfhng to trﬁ'eatheory of the

Bapregsing ukseepal,on(mlpantlaﬂarlmpﬂefkaredzva]mes M5, J . of

Human \/ roI ogy 2 5 1999 261 269. Spal tenstei n A ;

Leban, J.; Reinhardt, K

vB&fptﬁe,usecfornhe fssgtm@otbe knowrcateweiser R, Opmeddwemtgehmg a lower

L &iousinkd Pért §Kd tﬂl@%aleﬁ”'%oﬁfa‘i’ﬁ&a?sonﬁsd?te@y 1 @h& Qatdfhiser. Here the
i nport.ant. rol e inPt e.immune res ocessj N

oGRS it OPGPddng SRIERY HeS PONCh rhﬁleogform@e? is inserted is
campbéucsl @bo tl:itelafttﬂfaacfar af tl@@}!drﬁ:tr] Magt Mhehheideéwer housing part is
SySt Proteolytic activity of the i mrune proteasone

[ é)%aﬁ‘?‘? 8?%‘%{"% omthat of the constitutive cellular

prot easone due to the expression of alternative

Céﬂf rétdt %Vt B FGWEY Ronst nbﬁﬁ ofT Iﬁ?é' QtSiAYer bcﬁFnd% Prmg can be

I'SC t){ proj ects rnaceutl ca
wt@mﬁlw@ god) flyig ¢3axeh@|sny %d@th@ drgssyre oha he pressurlser
aqdhiyhg YensioniBgahe dohtaihet afdispPited WRiP ﬂk&hﬁﬁﬁl@er with a stroke
(Vel cade/ Bortezom b) in the field of tunors has
reached the market and is approved for the treatnent
of multiple nyeloma. Ot her substances are currently in
vari ous phases of clinical devel opnent, however, nost
of these compounds are, like Vel cade, agents which
covalently nodify the proteasonme and this may be the
reason for many of the si de effects of these agents.
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uni nhi bited growt h of invading organisns |ike bacteria
and parasites. Presently, only unsatisfactory

WO pwrapisess for the treatnment of these di seasesPEREB1006/008029

which are often only partially.gtfective or only
effective in patient subpopul ati ons. Moreover,
existing therapies are frequently acconpanied by
severe adverse effects. There is, therefore,
f
35@?‘2% i%’tg ftg% Pgﬁyngqgﬁfé?pﬁﬁtaﬁd% ﬁ{e@g@gegﬂ%gg}w first w;ne the floor
olip piarcest by Bepigrcirg gle mmﬁe&th%ﬁomeng@%@pw @Ih%eratlon Following

S Ul opetdtRin ¢fa IJ&mg‘Qﬁﬁféﬂ@'ﬂ% fl6iPin"he p?é'sfsbfheéhamber is placed

adv ousfetu es, aspe and details
AR PSP e me mtare Ehih»atouhasnpronciant 5 isdelivered via

desgézzis imo a hbethpigyerasan @srdsdlne exanpl es of the

present application. The present invention relates to
conpounds of the general Formulas (1) and/or (VI) or a

salle empty sorgainer stoklewingepeningwitthei atomises, eaiRbarRlchanged for a

hgﬂtﬁg?g%ncﬁmgr &éﬁ\%@%o}}ﬁﬁ%gﬁgl ndepehdceﬁjt\llRyaRb’

represents H, -CN, -OH, al koxy, -SH, alkyl, alkenyl-
oDRB! oot b9, A1Gk4he ,con%@rféﬁn Ussm6094147 Al disclose a

%ﬁﬁq\léllﬂg )Qewdftl@k mgmgateg%{(o%nﬁ/%mgghgplsn‘bwlg ng operated drive.
arfiheo blodkine evike chh e used\Rd prfickit for a high pressure atomiser

:éﬁgordg%t@ W%al / 268”\7I gs.[erﬂéﬁd loarﬁéerrazl %?ggéihep number of operations to

mﬂ{qck teefuathey luse -chl the myq)mmer i thatrthe rotatlon of two housing parts of
&Qis%r inst e’élcﬁe&lri& ?sr Bréljekﬁr’é?i/ |1n’ gartlcular through a blocking
-NR4(CI—]2 tero NR4" benzi m dazol yl,
Gé‘NiR@fn)lRl ﬁlsé’i’éllgyl -( NR4 ) NR4' benzoxazol yl ,
al kyl , alkenyl or al kynyl cycloalkyl -al kenyl or

j%ﬁy%aﬂﬁyqﬁ ajz%\l%ll ql%cﬁ%rﬁ%pﬁgg US 6,149,054, which represent the

hysthrtmgcy(mhbdbk)the prasdenynivention, atiisqusle a mechanical counter for a

(ﬁ)r HT%&}‘JW rktglk’ ggiﬂrg ﬁalf(f(‘%é‘y mﬂlh@{ﬂogﬁsqiﬁta%% TheI dosing unit

orlS uge&yhpart@jgj,ar yfltomﬁatrpmqf)a medgqup@ n”g,he e lcanqzysnyq)ntamed in
Ol &s&@bﬁﬁﬂﬁ%ﬁ' i uE%‘ed H% the d&ﬁng IRIRRE THE RO eRE aﬁ'anged in the

(gqgg}ga\l su(Y,l@t.hz}tnl fsa o%@?@a&%&ﬁhe %&'ﬁ; gﬁgws ¢ounting of the

- MuAtkeD)dRalosings | fedrnkaakch reserb éieant the nualbiey oY keservoirs that are used

het | oal k al k r I ha
@ig@n{y 9 ?% %\ht( ]Pro%ﬁ]eﬁ'g &Bﬁkl{%rﬁ‘ th%lcggh@? E%tgg are not noted
- anisypeﬂatlpnhmyooey tisuch as &l«wo}(hng)m ohaik froyn an empty reservoir or
a I het eroaryl, al kyl -
%g%gnljfdﬂgrresaﬁfkréﬁsfﬂgardﬁre or ar y(? R7, R7 ,yR8 Y
i ndependently are H, hal ogen, alkyl, -alkenyl or

hﬂ?Eyllﬂ)W&i 723’¢llodisKBGses a@o&ﬁ&)"foﬂéourﬁld@’@dﬂed, releases of fluid, paste
et er qcycl o

-8 k% PLY ucg%/ @quyfl ée of>?3§/ &pﬁﬁ(}/seﬁgreﬁ nal oglsugh 'products. The

- okintey | werksalrrkmhylhloaﬁy and yag| tvamicoanting qurhgs, which are arranged
a'c‘éﬁ% [y, Rf 6%5%@%&1%1 QQbs HFHFJ 88ﬁx¥tk:r @é%bﬁﬁ%@r’al&f comprises an

3; axya liys ch:ﬁpiacemblez Mtcm@le@&!@, \@h@horums SCHepsea b@tﬁaonary curved
Z]surf%ge qﬁ%u%hea ' E}%Ctﬁetd)d'alf Hi@,ﬁ]a%éﬁrlenp'ish %bn@té@ into a rotatory

r a, si chal n of e natura
oeeawrnanta AsoHBNDE rl%dﬁw Givtss s he post gﬂnﬁﬁn@ a detachable or
asion dethciabl@aRmnet bf anGiedosot xehwime, gl ut am ne,
glutam c acid, glycine, histidine, isoleucine,
| euci ne, |ysine, nethionine, phenylalanine, proline,
serine, threonine, tryptophane, tyrosine, or valine,
and in case of proline, Z1 ,Z2 or Z3 respectively, the
carbon atomto which it is attached, and the -NH group
which is attached to said carbon atomare part of the
r|ng systen1of the prollne S|de chaln Z4 is H alkyl,
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-NR4 RS , al kyl -, alkenyl- or alkynyl am no, -N=CR4

R5', -NR4 C(OR4" , -NR4'-CO- hal oal kyl, -al kenyl or

WO 200k928P8 | - NR4' - SO2- hal oal kyl , -al kenyl or -BCREP2D6/008029
-NR4' - SO2- al kyl, -al kenyl or -alLkynyl , -NR4
-CO al kyl, -al kenyl or -alkynyl , -NrR4

(CH2) nhet erocycl e, -C(NR4")NR4' benzi m dazol yl ,

-C(NR4") NR4' benzot hi azol yl, -C(NR4") NR4' benzoxazol yl

al kyl, al kenyl or al kynyl , cycloal kyl, -alkenyl or

- al kyn I, -Q(CH2) n[ O(CH2) n] r OCH3,

h)ngszty@ﬁ the| Qrasens nyyentignkis o |p;gw|dﬁ@.n atomiser that is simple to operate
hY48d ek G r@@éd@(dfetg’lﬂ' denyl or -alkynyl

hydr oxyal kyl , -al or -al kynyl am no, hal ogen,

hal oal kyl, -al kenyl or -al kynyl , haloal kyl, -alkenyl
orrheahlkwwbb}wy is achievediby! ai lsydmiseplakesrdingto cidiky dydr claim 8.

AL B e B g 2 o 20 ©

conprising -CH3, -C2H5, -CH=CH2, -CCH, -C3H7,

% gf_@}ﬂ? W gé%sgt %\%ﬁ?)om fﬁé': &Sintdidevice or at least a

@q@t}g)ntgppg the gqugmgl) gevxcggfppl countigg meg, numbey Rf)operations of the

J g&krg%)&%;s dettrgedRh a. hmﬁﬁ{% of theZ¥mideRThas can be detached in

@r@erﬁepp@@n%r%@g@%p@ntalegmwwqm the @Qp:gser is locked

rr@C fuHBer -operdtidnCladd/or Cifdthit fdmhovdlCofC@ht current container or
djlfze&eﬁ‘ %ggg%% f%an n@(ff)lf[?) @}_@%&%& %@%}%ﬁﬂhe atomiser has
G ) re}&eﬂl&r dihel?lpckmgz,mdeclt-hf{sﬁ-ooﬂg}tlons is in the following

ﬁf%ﬁ Iﬂg ; %Eﬁ e f&t&pﬁic@'ﬁgd@fh@ atomiser on
%E% gl; expeadipg gj__gfqggg n@q@ppgﬁ%pera@@s ofthe @teniser leads to
C(sﬁh'ﬁ)e—&iﬁ&hﬁér? andcijggo%afe sm&&ﬁéus@c ¢V if not noticing

épl@é Areassly. %ghg%malmhg operations of the
Ca‘ferﬁ?ﬁef;l-{g pro%{éd-ﬁoﬁh-mﬁlsﬁperatlﬁhl:m-lpé}ﬂﬁam;l it is possible to prevent

ﬁ%@‘fg)ﬁg&%@ :M%Wﬂ%@%%n undesirable

ltiaan, in pgtisu (lgmy the dgsing acsyrasB) - C2H5,
-CH(CH3) C4H9 - CH2- CH( CH3) - C3H7, -

Ca(lg_ls) R e(r:gs.[ecritg)gf §1e a@g:{zlse %ﬁ@%ﬁs’em invention, generally
- Ghélade 2f16RHAvith@xa®r43) Fhat( GeBy ey, - pEekkurisatiod) atomisation and/or

%ﬁ% Eﬁggﬁ@:ﬁb 356 o %C@pﬁnam@%ﬁlo |_|9fcﬁg_eélt%qéser associated

- ®FEh @6 @ise3) =C( CH 3)2 - C2H4- CH=C(CH 3) 2, - C4AH8- C=CH,
CCC4H9 - C3H6 CC-CH 3, -CH2-C=C-C 3H7, -C2H4-C=C-C

a cycl oal kyl grou der]ot es a non-aromatic rin .
syTsheemr@onltoakm gort Heeked's injthatcasaobdhe Rresept invention, covers in

D&ﬁ?ﬁﬁﬂb} Moﬂlot%é Bl8ci8hg fa;r p?@&é?@i@nadrﬁf'ﬂlc ﬁ‘\é‘@ﬁﬁirﬁng’ Bf d¥engagement
nor.e e cargon atorrs in the ri

o i Ariye depityobag cpsptres. dieimgnia i AT gpeuating smponent or
C&nﬁﬂargyﬁi @ty Ifor @dadipée ney bleks el eprieeent’ ondishide an operation,

8@@ g&p&f@e %gomgs%g,l %agg%%f the’ cging?l%g%@fﬂrﬁ'oﬁﬁe housing

nmapmmmnlanryl pi perazi nyl, 1-alkyl pi perazi ne- 4-yl;
the fol |l owi ng definitions are gi ven on the exarrpl e of
al k but al so encl ose a)] kenyl and . al kyn
Q%él?rtéﬁu t‘hé’rﬁ%ﬁqeokﬁ dhaty the, |contpingr; é‘? c E? krg)punted on the
gfdﬁ(l)mmé?ntﬁn@@ve@ fiofir eHeoaminiser’ amosyshamg*edcwﬁthauhelmsamg part and
to 10 carbon atons and at | east one heteroatomlike O
N, or S, wherein one or nore of the carbon atonms in
the ring can be substituted by R9; prefered
het erocycl oal kyl groups are cyclic am ne, norpholine,
cyclic urea, cyclic thiourea, cyclic guanidine,
di ket opi perazi ne, |actam and i m dazol i di ne- 2, 4-di one;
an al koxy group denotes an O al kyI (aI kenyl aI kynyl )
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defi ned above; a hal ogen group is fluorine, chlorine,
brom ne, or iodine; an aryl group denotes an aromatic

WQewWa022888/i ng five to fifteen carbon atons, WhPCHER2A6/008029

be substituted by one or nore sasbstituents R, wherein

R bei ng as defined above, preferably phenyl,

1- napht hyl, 2-naphthyl, biphenyl, 1-anthracenyl, or

2-anthracenyl; a heteroaryl group denotes a 5- to

1 cl..c,g c a S
Qw'ﬁﬁ"fler ogfrggrlrt f(fe‘?ri:c)é ok Nt Eﬁgﬁ_ with ﬁ@pe?gﬁgg&o\fht@r rJTﬁé fnseparable

c &enpectiars bgtweena thg ﬁentarmerrganctéhe RERSIredevieg S)rgtrh@uﬁrst counter
ﬁﬂo@i@cﬁ ﬁlc%?ﬁ;?r@héﬁsqmearegﬁ'n%ﬁ%h oA the op Efﬁtﬁ‘ﬁ@o‘f‘{hé’ latomiser with the

azol i sothi azo thiazo ly
, ggmgcﬁygm@t@xpen inp part %‘%’/ aﬁeé geyqounter value cannot be reset or
| déle‘tcdmhdteb&dl}cﬁvmg laier Z:hécltlhg;’iﬂjréb'é@knp':lc ,the user or a third party

b@ t hi azoI 5-yl, 1,2,5-o0xadiazol - 3-yl,
|SE B -4-yl, |,2,5- thradrazol 3-yl,
1 |n1dazolyl 2 |n1dazolyl , 2, 5- thradrazol 4-yl,

Boddnd! ¥ a, Tecdhdl 4 &’ lind Eh y chleov BY, rég k:t f the present
24 °“‘*’ﬂr iy e""%” oDl Rt 8

uran 3% 0¥ an
34nw1t1q)§xj|t em(pyqtq:rd pv1cg -igyd @pgne 91 rgyelara),way that the atomiser is
4 l@M{tené{éamé{ ﬂﬁ)‘ﬂh'em bfh‘ﬁon é’mpb!f hg&ﬂbmémoﬁrl of the current container

pyrimdin r|da2|n
2 %ypgezmﬁﬁ of 3. %\z é:?gpypgr 3f ayg%}adpwumnﬁer ?’9 ,cgng@pxyqrs used and if
| Hetedsanz also2a y:lertairi-htlﬁibwzxf lop2rationst ef tlez at(mluser with the current

oseDlitdt e bR iekked ot BRI wné 1hKIGe hder ghese conditions is

beofmddr tazil the fdzidmzmgaasultlw “smmdalpokcdustate” The stated container
I

qur noﬁﬁ‘%%bh%&kmg ot%ﬁsfi‘ﬁ@kﬂ?erﬁﬁpé%algl f rg%ﬁl safelty in use, since

t AISE a0y K%l@@'@l!ﬁqlio eyand g}réﬂ‘%?l perittado @}‘6} €& @f@@ptamers is

C%&cﬁﬂeﬁl’l@ﬁﬁodﬂtﬁ@ ‘ﬂls@b/hzﬁﬂﬁ%l @ tdI paysasitidn@nd disPlay of the number

mh rei above a het erocycl e
Ea‘%erﬁ@hrgg%)‘/‘é?‘gﬁrﬂm ikFoup or a hetergaryl

group an al kyl aryl or aryl al kyl group denotes an
1?&1510 ﬁgefétse?x%e Cf§ gn ]thea&’ @flor %eco\ﬁ‘d %‘cl&e%l ﬁfﬂén%r aoloﬁlg.hng element,

| |snrzlag1@ a butthe, thattis a}pemiﬁ:étty thigghr t}@ﬁ: dghVWaamcHer atomisation of
fh.?ih Ahe l&'keﬁh?h%r ﬁhlak@@{ﬁtult%(ﬂs%réa?ie}‘ aﬁﬁr}ﬁﬂesal'ﬂ cllea)r to the user

oxy roup otes an aryl see . lary
\/\Mé‘rﬁlmﬁ’ SHB\FHBCY g‘afﬂl? demisg)is g‘?ﬁq‘@ﬁy vi a a oxygen
atom preferably phenoxy. Conpounds of the present

e e Bl A bl JeeiOta o Gh et ek h el psine of the
aratoroisge il the firstus sesopd deckud statei can beStoaked: Rhiscalse anakes clear
f %@us-gp?n g%ﬁﬁﬁfétmh&’{& e e@%i’s@??s e 598” its SCOpe

each possi sonmer ounds Of th
priskiernatively o additippally, d@nf)ﬁ@ls‘éf ms:e QEsing partcef Fltﬂ atomiser in the

Ceﬂ'f%f Q)? %&?rﬂf q8&Kdd 's'ﬂaté h@z!trlf1 beS lo§ltétd a']‘lhfsoﬁm tuThteallows intuitive
on al s Vi phar maceuti cal conposition
aﬁ’éma‘)fg%ﬁ)ﬁgﬁﬂétao‘? gﬁd‘r‘r‘ﬁﬁras (1) and/or (V) in

free form or in the formof pharmaceutically

G TOAIRECL s i crSR) ROy, hehtlable) J8bect of the present

aanwttum dledcdmremer chas car openatinpelevent ohtha eomter device, so that
. gpé( SbahRBldeHckYea leuR lovgﬁlrehi" 8t h&ﬁuoﬂ%ﬂiﬁe ‘éofiﬁa’iﬁérnassomated

ers to co are not ar naceut 1 cal
L ovitty duidaviddrawal, flwid ﬂﬁllumapée5§va$@§f%r of Aiomigatian and count

PRAISTRCAY bpérakiondf the diemiBer "ThisMeadd tcea paftidulgrly safe registration
subj ect to which the conpound is adm nistered.

Exanpl es of physiologically functional derivatives are
prodrugs. In addition, the present invention provides
nmet hods for preparing the conpounds of the invention
such as conpounds of Formulas (I) and/or (V). The
conmpounds of fornula (1) may be obtained via various
nethods e.g. conpounds of fornula (I) may be prepared

o, g T Y 1
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Rl is phenyl, 4-pyridyl, 3-pyridyl, 2-pyridyl,
2-pyrimdinyl, 4-pyrimdinyl, 5- pyrimdinyl,

W@209y102288% i nyl , 4-pyridazinyl, 2-pyrazinyl, PCT/EP2006/008029

1-pyrazolyl, 3-pyrazolyl, 4- pysazolyl, 2-indolyl,

3-indolyl, 1-imdazolyl, 2-imdazolyl,
4-tetraliydro-thieno[3,4-rf]imdazol -2-one-yl,

4- phenoxy-benz-1-yl, which are optionally substituted

by,

o r?ot{t}ﬁJg?ge s cg;itlﬁe)é)[omg%} ﬁﬂh lﬁnvent%%g %$§fé‘9&iﬁxtm|§n Thlsf is conducive
f &P simple operation pad @gopreved safetyrinuge, smqaegmsgpem lopg or operating
| erfdesPduchR% repéaicd &ﬁ%@ﬂén Bfan drﬁlﬁ%exﬁ“whéﬁthesatomlser is

H, or net R4 are as ned aboye

AU P I R A AT p——
(Idp)erationsa)ﬂrhéatmgéﬁrred enbodi nrent of the invention,

Y is a group of fornula (I1), s is 1; Rl4is H or

methyl; Eis CH2; Rl12 , R13 are independently H, or

mﬂlhr;he,'r advastagey, f¥afuses)characterjstics and aspr—:d:ts of the préknt invention

[ ( 4

%rfg?’f?% ﬁi% fcﬁéﬁn&g %}@F‘gﬁaf@éﬁ Ted cﬂﬁené alohg with the
shrawings(w r)ch show @ifallowss defi ned above for fornul a

(II) In a nore preferred enbodi nent of the invention,

of . fornul a 1, R14 i.s H or .
iy PeSilfergatic cr@%seﬁg@ & Kniimgiamassriig the uitensioned state
methyl; Zis CO t = r =1, me0O, n =4, Z1l is

(M I sl %Qéfgﬁgés%@afrgwé%% P syl ey Fisore 1,

(11); and Riofithe kgower atamdscxtin vhe fensicnsdrtate; (11 ) In
anot her enbodi nent of the invention, Y is an hydantoin
resldue as exenpllfledlnforrrula(lll Zis CO é

oFigure 31 r asehematic cress-pectyon p ap@.t@y}lsepzs propose accordmg to

(CHZ) r R3;, Zp llﬁltlﬁiﬂ'@ﬁﬁod?ﬁenﬂml shd dediver®t Bidte Rivheéin a lower
R4 are as dj_g)l ned a

1); and i S. as
o S bOTiOBEE BT YIS Eph BRI skbiehis B holSinBupper part
of the invendfitheatomisser;a group of formula (I11), Zis
CoO t =1, r =1, nmO0, n=4, Z1is (CH)t-R2; Z2 is
(CH2)t-R3; Z3 is (CH2)t-R4; Z4 is H or nmethyl; AR 5R
REigeresk defd sellemptv ecross-sedtionulaf the Ylowenripuming pagk with the

defined abov@ntfhel AcBdtding !tb) Fi §u?e anghhle ﬁgﬁ’%’rbﬂ?ﬁhte with an
ofthelnvendlldo IS a formula (I'11), Z i

=1 r @ %?H?gmoteﬁtw?ﬁa s (CH)t-R2 ; Z2 is
(CH2)t-R3; Z3 is (CH2)t R4 Z4 is H, or rrethyl R2,

. R4 are i nde ent h ot her
i85 S opt (AGRPOCDRERt of 5 i gt PR ALerding to Figure 3
as defi ned ah@g@laikyrfrbmrbnlbw,(l ). In another
enbodi nent of the invention, Y s a group of forrrul a
(1), Zis CO. Xis O t = r n
i Fig@ah t - Ra schematic m@)&echgn <zf3thes atcnmy—t amordzzg .tg Figure 3
H or methylyitiRthe Fousifté Ipﬁftfpdrﬁ&*l gpardembhyk;of each
ot her H benzyl 5or indolyl optionally substi tut ed by
hal ogen; and Rl is as defined above for fornmula (I1).
| fFigmether o stimatic endsseientnh of thdhatomisentaccording ite Figure 3

?nggggﬁ dg]; ¢ r‘gﬁﬁﬂl’@r‘é ﬁ\(ﬁg gﬁﬁoxy?%%&é&ﬁktm oa?&mfmed state);

haloalkoxy Ais O S orNR4 ; Zis CO Xis O t =
'Flgure g m;c{ scHémé]tchéro's§-sé&i@? Bf B@ enla%éedl %o&&k@dtroﬂ%f Figure 7

hyl are as
def i ned abo@@ﬁ“é‘?e f'BP?ﬁﬂeﬂS‘PPl’)g and Rl |s as def| ned
above for formula (Il). In anot her enbodi nent of the
invention, Yis a group of formula (1V), Zis CO t =
I r=|,m:0 n =4, Zl|S(CH2)tR2;ZZ|s
(CH2)t R3; Z3 is (CH2)t R4; Z4 is H, or nmethyl; R,
R3, R4 are independently of each ot her H, benzyl,or
i ndolyl optionally substituted by hal ogen; and Rl is
as defined above for forrmula (11). In another
enbodl nent of the |nvent|on Y is a group of formula

Pe— B e ey .
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R, R, R are independently of each other H, benzyl, or
i ndol yl optionally substituted by hal ogen; and Rl is

w@goodetasped above for formula (11). hi anot herPCT/EP2006/008029

preferred enbodi nent of the invgotion, Y is a group of
formula (1V), R10, RL 1 are independently H, nethyl,

OCH3, OC2H5, F,or CF3; Ais O Zis CO t =1, r =1
, MmO n =4, Z1 is (CH2))r R ; Z2 is (CH2)t-R3; Z3 is

4 ' : L
b M i UosB R core (B 41 e cnsoning

optional ly substituted by hal ogen; and Rl is as

dqfl%ﬁ‘l%dl(ﬁbOVae sEIMARE 'Wé\ﬁ‘ df! the: 10wt &)d oPrRE ez[tbﬁﬁlser accordmg to

di ment . the_inyvention are conpounds . accordin
the general ‘8P’Eﬁ17 avith apfEst Soynger o %co%tm@diempeggf the atomiser
ar e i ndependgtwithceeehcughtibaer holisiapedartas def i ned
above. The invention relates further to conpounds
according to fornula (VI) or a salt or a stereoi somer
t Hdgersf]1 whan enlargement o sdition- MHEGUONR aRb'
- NRcC—SNRaRb - NRcC—NRdNaRb - C=ONRaRb, heterocycle,

or_aryl; , Rc, Rd |ndependently repr esents H,

- digu , am@g&ymatg}_progq;-ﬁwtmﬂ of a_segipemof the g;‘(o@}mr according to
- SO2NR4' ;- §GBud kwhn theSH8Rfock cdGEAtS: -NCR, -NR4 RS’
al kyl am no, CR4 , -NR4' C(O R4™

-NR4' - CO hal oaI kyl, - NR4 - SO2- hal oal kyl, -NR4' - SO2-
alfgire INR4'a Eéh@hzkyd vievNf' thetatpmiset &chOl;dlhg to Figure 12 without
- C(NR4" ) NR4' thEZI n ﬁ(z art;
- C( NR4" ) NR4''B&A28th dP%P 2 C(NR4" ) NR4' benzoxazol yl ,
aI kyI cycl oal kyl, -Q( CH2) n[ OQ( CH2) n] r OCH3,
kyl : ;
haI ‘gl)é&yn164 hal aos%?lféﬁ&yg%ggﬁgétrdﬂxi?%%W@r ;(?6 rE&’ to Fallgure 7, of
het er ocycl e;t 4tom;§gr withegs seGondGouneRr 1n|g ev1ce
hal ogen, al kyl, al kenyl al kynyl, -( NR7) NR7 R8, -

(%Eé%%g%g %ggg%gg R%S‘?de Vi )e%’\lsla?ﬁ%ckusngg C&J}%@? 'part of the atomiser

het er ocycl oackytding &b Fégure 1drwithIthy sgdond dvaintet ky|l |

-al kenyl or - al kynyl , hydroxyal kyl, -al kenyl or

-al kynyl , hydroxyal kyl (al kenyl or -al kynyl) am no,

alHigire 16 kensohematicairogmngection eloa seriasy bpat of dhk gecond counter

al kenyl - or a’ébBbﬁiM%té‘W%urequ ﬁrt}ﬂ: unﬁ)okea stat&

i ndependently are ogen, al kyl, alkenyl’, al kynyl,

cycl oal kyl, -al kenyl or - alkynyl , heterocycl oal kyl,

- Higereyl7 or a afdsyrssebtlonlw el second-adunedryin die se¢dndhidcked state
hydr oxyal k V. ynyI , hydroxyal kyl

(- al kenyl or‘%TEﬁSR é'ln tglﬁ)%%re ’kyl -, al kenyl - or

al kynyl am no, het eroaryl, alkyl-, alkenyl- or alkynyl

arpig f8 aryj . %Iﬁ%@é o?\gaof;h ggor%ﬁgef %cég)dﬁg%\'*to a second

CS- R2, (CFQ)ftmlP@dlﬁtené, si de- chal n of the naturally
occuring am no acids, which are al ani ne, arginine,

aspoara aC|ad sg&grstegllg alg]lzyldQ{ %fﬁggﬁgq%goa%’%%nreg%éording to a third
I euci ne, | yssmieodimeniiothenassepibded/stateani ne, prol i ne,

serine, threonine, tryptophane, tyrosine, or valine,

and in case of proline, Z1 ,Z2 or Z3 respectively, the

cdigore 20 oma schématic icrogsssestionghwiew afda dower kiqugingupart of the
whi ch i's at tzﬁ?f?ﬁ% th&ﬁ‘ﬂ % beigupd oY Q{/ﬁh paﬂ '_;Ifroféfctltvgecap in the
ring systemo e pro In S|de chai n; al kyl,

al kenyi , al kighivereds®Riscy, or cycl oal kyl : Rl and R1
independently are H OH SH, NH2, CN, hKE, al kyl ,

al kenyl or al kynyl , cycloal kyl, -al kenyl or -alkynyl

, heterocycl oal kyl, -al kenyl or -alkynyl , hal oal kyl,

-al kenyl or -al kynyl , alkyl-, alkenyl- or alkynyl

t hi o, hal oal kyl (al kenyl, al kynyl) oxy, hydroxyal kyl,

-al kenyl or -al kynyl , hydroxyal kyl (al kenyl, al kynyl)

am no, al kyl -, al kenyl- or al kynyl am no, alkyl -

al kenyl - or al kynylaryl, alkyl-, alkenyl- or
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fromtartaric acid, toluene-p-sulfate derived from
p-tol uene-sul fonic acid and others. Such salts can be

Wee@wanz2ses by nmet hods known to soneone of skil | PCHEP1986/008029

art and described in the prior.act. Qher salts |ike

oxal ate derived fromoxalic acid, which is not

consi dered as pharmaceutically acceptabl e can be

appropriate as internediates for the production of

c

ot rraceu i Ca%({ﬁ%n{gg%:e@t%)g%f&tpo a(?fjtih%earté%ﬁger%c@rdmg to Figure 19 in
st er eoi sonert @N@Hﬁb&Onmh@@Kkln one enbodi nent, the

invention relates to the use of the conpounds of the

Far. mul (1) an /or (V1) or ceutically
adi daaeg?cﬁ e @%uetl apgedspestion; of nlgrqu%gaeof i f desired
W th approprlate adj uvants and additives for the
pr duot i cament for t treat nent or
450 Grschiic S tentitn o Py ASRiEF dbe Eing to Figure 19 in
enbodlnent tthe tetissamslestatend condi ti ons for which the
conpounds of the present invention may be used include
but are not limted to cancer as hematol ogical (e.g.
| digenei24 | gmpnlanged sgesiopraf Igdreo2ters) or solid

tunors (for exanple br east, prostate liver, bladder,

I , esophag st omach, rect al nltourlna

gg:gg'r“@ifﬁo estd ?Fi!emaél& fectigy |3e st coupfex O an Atapisgr ‘according to a
col on, head faatthreshodiseny irctie, urdockelvstaiean, nel anona,
astrocytoma, small cell lung cancer, non-small cel

l ung cancer, gliom, basal and squaneous cel

c dngunecifa, saaswmoﬁsh«ammms conresponding stoebigare @dain the first
and ot hers) Qicher embodi nent, the invention

relates to tﬂe use of t he conpounds of the Formul as

(I') and/or (VI) or a pharmaceutically acceptable salt

OIFighiRE & aﬁ@@heﬂnﬁﬁé @éws t)fqetfduhe& d’t!vﬁ&b mr@@édoardecoumer of the
adj uvants an |t|ve .for ﬁ ?g ucti.on of
Bire Ry

medi canent f ?mfsrféasr%f Heeitt 'ér’(?f‘BHsétfateé

di sease characterlzed by hyperproliferation of

kﬁé&ﬂeggﬁy at es Smg ?T@Hqg%f tsth(Sféa d %e?&{)hf counter according to

prevention d?ngures%"ége&mmlodcasbs‘t‘ptq angkintthe second locked state;
adm ni stration of an effective amount of conpounds of

the Forpulas (1) and/or (VI) or a_pharngceutjcall )
addBWicat! ¢ SalSEhgRale &rezs-setion Ohet sFlion ot dopraposed atomiser
preferred erdeodtdiRgto atfifth embediment 1h€thahﬁ£odkedtstute;use

of conpounds of the Fornmulas (1) and/or (VI) or a
pharmaceutical ly acceptable salt or stereoi soner _

t fegaef3Q f deschianatid thossgpectipn i aft theapjapoaed saitemdser according to
addi tives f for the

t reat nent o&rlglrl%\?ze%’th?%%cﬁffspeﬁQécogﬁdggg%%(g&?%V\,h| ch a
hyperproliferation of keratinocytes plays a role,

?%g&:;eﬁjﬂ Yy W §$lﬁﬁﬁﬁ$ﬁd’ vid\e oTkpart BfSg gy 6§os%{deat$)%1§@rt 8€cording to a
romthe group sistin sqri atopi c
dermatitis, nl% ‘i@]‘eﬁgb‘%g?p ﬁg‘?ig?%ﬁ’oses li ke
epidernolytio hyperkerat05|s Hyper ker at osi s

L r ISP f.

[ FTFoZe . & hg: g of BeBBahaglbMiied EPing to Figure 31: and
|nvent|on is intended to nean conplete or partia

hqq LRB P aa diRGaste c?(‘}ssaée'cﬁohaof' He gfo;ﬁ)sgﬂ Sﬁéﬁﬁse?raccordmg to

of 'progr.essi on, of gl ven di seas Furt her
the i nvent i drigpea Al éfst}teoﬁ@t Resersmddocked sfatant or
prevention of di seases which conprises the
adm ni stration of an effective anount of conpounds of
the formula (1) or a pharmaceutically acceptable salt
or stereoisoner thereof. In a preferred enbodi nent,
the di seases are characterized by hyperproliferation
of keratinocytes and/or T cells, especially
i nfl anmat ory di sorders and i nmune di sorders,
preferably selected fronrthe group conS|st|ng of

______ o,
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fol i aceus, penphigus vegetans, scarring nucosa
penphi goi d, bul | ous penphgoi d, nucous penphi goi d,

WQlimhea8e8 s, dermatitis herpetiform s duhring, PCT/EP2006/008029

urticaria, necrobiosis |ipoidicg,. erythema nodosum
i chen vidal, prurigo sinplex, prurigo nodularis,
prurigo acuta, linear |IgA dermatosis, polynorphic

| i ght dernatoses, erythema Sol ari s, I|chen scl erosus

elindhé W@%&@Wéy tlﬁ@mémnﬂfar&%ﬁﬁstféé Qal ¢ %r@ﬁ%%@ta?@[l?ed with the

purpura thronica progressiva
Empondwgdovaﬂ@gl@t&blph@lwaactsﬂé&l%lanér@d\@néagqs being arrived at
r Géiﬂ“ehllﬁﬁ,reﬂ)édt&ﬁﬂes?drgﬂ(ﬁﬁs Qﬁéﬂh@é@w&er matitis and

"Graft versus Host sease", acne, rosacea, scarring,

kel oids and vitiligo.Iln an even nore preferred

erifigdreseht and [2e showeaslendven atsmiser dl sfeasstomisatioincbf a fluid 2, in
hy, f

SARTHBLIRF b Ry icRbiotS oo BAG Bl Bt Br sfnflar n @ schemaric
denepmsenﬁagon an the up-treyiened state Qﬁxgenekle)rmcb&estensmeed state (Figure
epid per ker

O R S MO, RE AR, JPYRALY 74 HRrfble inhaler and works
| dieferal¥svithont preppldamt@asaccor ding to the i nvention

and nedi canents prepared therewith are generally

gi %&%g rlS%:l{g(Sn E)rﬁ e(t ﬁggi %%p%%l&li)lgf%ﬁhb{(ﬁig Epartlcular a therapeutic or
| rphanmbogitical pdidietsasaansolas fdirhednhictasar be bremhadireor inhaled
rl{)J ATTREP f%ot%h%%é eﬁl’orrﬂ?ﬂg Qiﬂwgﬁ PRS ?&%cgé actel?gﬁ once per day, in

ol NMmune | Sease
prigsaenlar semenali thines per day, e raidymédﬁﬁgd tM%Eﬁe@y@ls according to

t haL lmqésqﬁqﬁ@qsé}y gfiefgzoal infestations in humans
and animals. Such ?r/’eterl nary and human pat hogenic
prot ozoas are preferably intracellular active

géf leski®sn @torhiyer ﬂh’)dsum Pﬁ@él@iﬂﬂg la@d dreferably exchangeable container 3
ar ecia rypanos
o ThR AAAEED KBe (SRR 8 thu PREY Sy G TRIAC Tuid 2 1o be

Satemesedt Tdila cofvtaiebr 3, preterablyi consaids Br sudhioremt ayiantity of fluid 2 or
Trh%ﬁ@c BsYa%c%qu ?Sfoﬁ’refé?ﬁél%sﬁ?wjrbogied 'hpg&) J0® dosing units,
eC|a suita o the treatne
t rt dore l@awé/do 9XW£%BE|t9rﬂQ%ﬁ@%a@mS %maph@atlons A typical
t Qfo‘h'tzi:lﬁ@r 3 C@dléi%glo@,?éd th aF P68 Y1 Ve Hyld$hasmse WP approximately
O\gi H?n for the treatment of Malaria quartana,
e *Plasnodi um nmal ari ae. They are al so suitable
for the treatnent of Toxopl asnosis, caused by

| SRR B an SRERANT Ty 88§§%S<?f3?%§re%g'e”§%%§8ag§fnd when
Sdhe oatyans@ éuhhfbrhelﬁ:ns opelyske ncas \bec insseigdbin Bhisampdbif necessary
hle?&ﬁ!l S%édcﬁ'om(%é’lgwslpg}(‘:;gq aBfy Ras g?i?g& @eB¥%n, in

lar wherein th
p 0 L um parvu ar gas ase, ausg%rtlg;} ar wherein the

e;rrafp lapyip mera%sed by
Trypanosona brucei rhodeS|ense or ganblense t he

SRR s Epu St b 8 W oSfsaton of the g
t ran perticubdr iansachlcaise if e defidedyif netessanaadjustable glesing quantity.
Eg@{ né% urt§e¥ §a§t§qb é)%Hl@ulglaﬁ Ylglndoeg Igﬁfao‘? ?%% 88&31&?‘35 W Miive spring 7,
cohgvnepsly in paryptéaﬂbs@ r?éSlgméxtov itvwith arrmpan@léso rperated locking

brél'&ﬁbntbg lf&ehnloﬁﬂ QQMW@%UEJH&@ N@ﬂﬁﬁ‘ Aohakilrh \%‘1@@@6% pressure
in,Afric oma brucei caus|2%8urra

Tr n
pABaRIeT i1 ahd A-ISEIAIER MOREeHE dalRs NiFITEX AT 3 Byatihpigce 13. The
cafontainans isédimbdsn tiRalmeniiserobvisthet inddprab Roghat the delivery tube
causi ng European bovi ne Babesiosis as well as
Babesi osis in dogs, cats and sheep, Sarcocystis
ovi canis and ovifelis pathogens causing Sarcocystiosis
in sheep, cattle and pigs, Cryptosporidia, pathogens
causi ng Cryptosporidioses in cattle andbirds, Eineria
and | sospora species, pathogens causing Coccidiosis in
rabblts cattl e, sheep, goats p| gs and bi r ds,

o - o e o o e o a S _[ "
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subcut aneous, intranuscul ar, intraperitoneal,
i ntravenous, intraarterial, intracerebral, intraocul ar

WO 20202280 or i nfusion) adm nistration, or thoREI/EP2086/008029

formsuitable for adm nistratiog_by inhalation or
insufflation, including powders and |iquid aerosol
adm ni stration, or by sustained rel ease systens.
SUI t abl e exanpl es of sustai ned rel ease syst ens i nclude

I % r
corIBERTTS e TANAGTS *The Boldte B EERIbE, RN such o way
nﬂh@ﬁtbéé‘yoﬁt%}nfﬂé fan b@ﬁmhﬁﬂg@ﬂaped artl cI es, e.g. filns
or mcrocapsul es. The conpounds according to the

[ ntion, .together with conventional a nt
VBRI VP 1 pighl B GRS Gen (Eiatorith TORD the hglder 6 with
ofthfregbma;mileﬂm asmed amlet déIiS?g'eSubdﬂe? enf théuamslfratlnﬁs is displaced
i ncl ude. sol i in particular . f

é@ 568%@8 18 sggfc)?c&?uﬁ %ﬁﬁgcogg%ﬁ%:rf %11 t §h§ gﬁessure chamber
pdrlt mfbuhle aprreaquecxus vir thearonarpieuealsoll 0t i ons,
SURRANBE WbsGillént | ABek B! thibhisAh Csﬁ%ilé#eéf the | ditve spring 7

sane use, ositories
r detlawingiaperabion afithe logkiag §ﬂ@v¢mte8 ﬁrﬁ Huidad |1-°eplaced under pressure

SGh Yhé RSSO clR@hBer BT ah thﬁﬁthegdiélh/ew duwmnh afrthowidlosed non-

dosage f t her eof e con n i 0
S T P Tt PR b A5 He B3 spring 7 and now
V\nsbhmstasqﬂdngero Thlis prissiwre propelsithel luid 2mhrm1g}pt}msdlseimige nozzle

2421 PSS, BBt LI PGS L8 s,y i 1.

wilhe dieplétrsizn o dhe partjclépdage dQYMgEOf @hbeeSplmat type "has already
ek YRSt gtqﬂpggg‘lgmﬁéfabl e according to the

i nvention can nistered in a wide variety of

oral and parenteral dosage fornms. It will be obvious

t A UB&S Rob khdwadcdminhake ietadrbsdl 1) evHerbinOait 88n Besadked in via at
ri.s.e s the.activ conponent either a

cgﬂ%‘iﬁﬁaa&rv At e moutipiese 137) according to the

| nventl on or a pharmaceutically acceptable salt or

St"ﬁ{ f E§§ (eaquousl:r%r yﬁ’é&g&{& g@}dﬁﬁ{j irﬁ%‘?‘iﬁh {7 PEigtre 2) that

oun
phgtamc@meiaéwu theeie ayitln appar pasrldacmd dlovesrepast 17b (Figure 1),

SQYh&eR oﬁ U%Jhﬂler %ﬁhl pl7 bR 'ix'inpﬁftﬁﬁﬁlzhaih'aﬁﬁﬁly Bpératifig housing part 18

powder s, ache
Db eaitdpreiratlh dameais 6F biiolge, clpment X9 dga detachable fashion,
cdn pasticulanby qulElﬁth onpFer fsbricanaedonbkecHanging ef e container 3

" ihs Puflb HaR B, cin P Qelaslie BRI ABBsE L 272 ves,

tabl et disintegrating agents, or an encapsul ating

”Blltlﬁrdﬁ%sm% BaR A& Sbe ?&%t&pﬁv\%dlﬁﬁ thé h"i‘)ugir&el!l efll p\{ﬁ'td%j wherein it

Is In a mxt finel 1 vid

adekepavib pbdedawer part i ok the inper part i1yan¢ bw&rﬁtlonsln this way
nitKe deretsbrfh@@ %&Ehél@he@ Y4 Agehh endretessd tiattbpedates on the holder

%gamtla% &xgql z‘ﬁ r e\ggt?ls{fi‘l%: ti.ggplz) ?r%jﬂfeglc A e ﬁ 1s rRoved axially
rmtqlvemmﬁs armtib ona t entainey lebasad pited natend pcmlmon shigyin in Figure 2.

| g¢t i, n I

"’Ifi ﬁ?ﬁ 21? cthé drx\gegébfﬁr}gcé %gt)rc(:ﬁ%gpgc? fﬂr{i‘{% glge:%ﬁﬁﬁﬁwon process

ne(atqmlgamm strob@)o&lemmtt@ner anig mméeci/ baek frome the drive spring 7 into
seEt"Ji'ﬂﬁ$ Hsitién.| %%ng&?tafrfér' B‘Cih‘égﬁ’oi‘@ﬁ)&ﬂﬂﬂd' at lxﬁé‘ar or stroke

of the ac nmpound w th encapsul at i materi al] as

ch?Y@?leﬁb‘r‘B%Fiftg &g tgNUGPNG Iémpﬁssvaﬁqdcqmrf calpipdsation process.

conponent, with or without carriers, is surrounded by

a carrier, which is thus in associ ation with it.

Simlarly, cachets and | ozenges are included. Tablets,

powders, capsules, pills, cachets, and | ozenges can be

used as solid fornms suitable for oral adm nistration.

For preparing suppositories, a |low nelting wax, such

as a mxture of fatty acid glyceride or cocoa butter,

|s f| rst rrelted and the actlve conponent |s d| spersed

o o o I
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enmul sion, a lotion, a foam a creamof a m xed phase
or anphi philic enul sion system (oil/water-water/oil

wWorRoogi28bse) , a |i posone, a transfersone, a pBGI/EP6/608029

powder. QG ntnents and creans ngy),. for exanple, be
fornmul ated with an aqueous or oily base with the
addi tion of suitable thickening and/or gelling agents.
Lot i ons may be forrnmulated with an aqueous or oily base

|
e% o lufng g@ﬁ?? p?%égaqﬁfgfo%gﬁa‘a”%?gfhkgoglggsmg lower part and
agumosnds s preidansgifageetsary e hiowreengnd geon of thgcontainer 3. When

Cqhe 'd’h'v@% ﬁhgn? $s trRIGRY t‘thUb?ntaiHéxt 2hh&vdOWithOd 6Rd area (further)
adm ni,strat

nin nmout h i ncl u zen
piior the; IHQ“SE% Pﬁ'&t\tf{jer s dhg front gn 3 (gj @ny éghcgggban axially working
Uf‘spﬂh mosamng&:e ianHe Aoasing pah I% a@meamlpmgammé t&@stainer floor 21
ent . n.an

sin ctive i
ST SR 3L Erohl T TS o ds iR N ik 4 PR Clement 22
nolutimgethb ésitiabopmtast foy aetaticact i ve ingredient in a
suitable liquid carrier. Solutions or suspensions are
applied directly to the nasal cavity by conventi onal
nélgwsatom:perelthga gounters d@vmeoifj’péyhlcém@@mseomragpmsagf the atomiser

The i fitRe BbUsThe paft 18 rt 17 i
i FFOSRRAY by R0 PR ORAS e BpOGh P L8 o fner part 17 i

.rslétlpe to thg Eompgy@psw@rédéd by the patient

adm ni stering an appr opriate, predeterm ned vol une of

t s iy BB ClfRE TSI and) be0gRARGAS o T vRE of preferred
rr@némdngleatso wf stheg at;pnayr muroposedld arei explained nint gnetge detail, with
r ‘i"éﬂ:'r&f{{egr Mel‘h atlad®¥o am';élo o2 HPuBYE kY oﬂ?a:}:%s&ftla@ndlfferences

aer oso ormu atlon I n h the active |ng% |1 S
picoMnased fothe ﬁpgggfml aeeprdtafigyres § andahbeing emphamsed The

PrseRehkaRtcondeh Ffr’gw‘rhé Q%‘hﬁ' 2 HepefRrd applyEcebrdifgly or in addition.

| e dichl
examle denor il horomChing ot brasieristies eoh e, atomiser 1
c awcborlinig muFaig;ree rl amdl &rarsd. theafomigers1 aEberrﬁhmg ¢s the ﬂmbodlments
IR e BRI R B
provi SI on of a netered vaI ve. AI ternat| vely the active

' 'Fg @I‘éb %nfos 117%09% Efr@%& %gartbﬁ‘lﬁé?el B&rd'ﬁiﬁlfg 1) Qrﬁfst embodlment of

D3¢ Bbisenp BsBH ObaEiglsh arhasvs an PRSSOS] 4 Grsehemgtigisross-section
d Qﬁ itN@teNesred $edte SBhd hdﬁﬁﬁg @@EV bﬂi&t%w’vlthethé pres3ariserds and other

po vi nyl pyrrolid nven owder

Dot P GO TR el el Roming KoM Bl g with the
cmptasndmbmtimyddiwepc(bsiateted inunit dose formfor
exanple in capsules or cartridges of, e.g., gelatin,
or_blister packs fromwhich the povvder may be )
adiigwies teskewpya hehematie erioss-sectiany of| ﬂlecgﬁ’ﬁlﬁiﬁgt parsl8 with the

| opfegst § ah m@radlivfaé@tsta@@ Whefee tn@%@leﬁaigow the ﬂ@hsmg part 18
mcluil%ltr intra Sitions,

ORBASTSY SnERYIR Y & IEOGFUKE £ 2 digbicaniye removed for
t lmsanﬂlglrpm‘bo&wmrequtml\dem 246pappatspthet ¢aritsainsr 3ewhich is still
S, 1SR TR O i, D TR ey s
t ongod@cedusna.th@dnouamgamemfpam &6 rtiinper pﬂlgrle7d|1§htts fhage side the
pr e?’ %yﬁh thi§ @ta?@ %ﬁﬂy@&\%d zWi/ oﬁ%'tl?%‘?le%lﬁﬁ element 22, and

uni t or ng
p b\é}%f‘&i‘h@fnalﬁ@» sg@lsdlqn Eh?d PRE éld@nl ﬂlemé,lnébﬁt@rﬁfﬁrﬁgly cannot be
aF&E{)éﬁﬁEé@fr@nﬂ HaNhbdihgpaef 18 Bute€dn yglyCheBRERdtiged MRh the housing
unit dosage formcan be a packaged preparation, the

package containing discrete quantities of preparation,

such as packaged tabl ets, capsules, and powders in

vials or anmpoules. Also, the unit dosage formcan be a
capsul e, tablet, cachet, or lozenge itself, or it can

be the appropriate nunber of any of these in packaged

forn1 Tablets or capsules for oral adn1n|strat|on and

I r o o o " .
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for its practice. Exanpl esAbbreviations: mn,
m nute(s); h, hour(s); r.t, roomtenperature, Phe,

web@nprasbani n, Trp, Tryptophan, TBTU, PCT/EP2006/008029

O-Benzotriazol -1-yl-N,N, N, N -tjgtranmet hyl uroni um
tetrafl uoroborate, 2-Nal, L-2-Naphtylal anin, Z,

Benzyl oxycar bonyl. NWMR spectra: Bruker Avance 300 MHz.
The spectra were recorded at 305 K and 300. 13 Mz

Y0 L e IO P i 1 cor

Crgmzralhvkbetclmm orPEcBangid &gam 26; CD3CN, dH = 1.93;
(CD3) 2CO, dH 2.05). Anal ytical LCESI-MsS: 2 x Waters
600 Ml t i sol vent Delivery Syst
caiighie, > i wehs heusipg BRPEICRATR ﬁ?@e‘ tb%mwn& %h%ﬁ?l}vered state,
5Qhws wnﬁoumhe\/‘hddmfa% paet 18efnd withot\e GohtaifiuEnt A,
H20 + 0. 1% HCO2H; eluent B, MeCN. Gradient, 5 %B to
100 % B within 5 mn; flow, 3 m/mn. Waters LCZ
silngirdeqtairsertathe rrmmsaiapeﬁtinahetadacvmisier i ef thethasmgypper part 16
s

QHé |89/Sel}¥g g'g?tt f’é’%th&@%r'?gggd\i@%g% ESPQU&]%M ont% 6he hgld%ng upper part 16
s in dh@ rt¢nsa¢ryed ga® khug yith ths) teag@neémrwssumsmt P i tepsioned drive
V%ghﬁg@ Fige\6 siiwDtheiste YTSRE YiiitihPélidkagn ! enper at ur e,
120 C and 350 C, respectively. Waters 2487 Dual
| Absor bance Detector, set to 254 nm Preparative

Hrehséi dial lyY\eod iy ﬁoﬁrdWﬂéd §@|thﬁtﬂ6nl@eﬂhlevﬁgm &ty peenittedt llibusmg part

o S, e Pt G i 2 i
XtfecontailRT S, aarke pesitionedjenornegupldl to e honsing sgpert part 16 in

fl
8 e AR B i i, PO o ot
Jysig WpRSK pagt &6 @oﬁrﬁt/qwimg mm %ﬁ@@ﬂﬁo F;@m 5) is arranged,
"R)Quch"@zéi le ?&ms Q did1Vadse/ )VltlEaU@éHtalA cﬂ‘aﬁ)nferentlal width

f R meihé FRarferiain SUSHRLEreRUSLRRIEN. THY Gett Gpping clement
v@ISu nfits 500 complerd&ftaryr selepehdéodingn edamphte. 26)atiar sparticular a

oﬁ#ﬂgg{ggr W%&ﬁﬁ C%oggé In ?ﬁ’g ﬁtoﬁ? HE é)earrE \i\@t glo that th%i housing part 18
s@anmrrlg tmmoaoted em@rushndloxsto tbamqusmgyupmeraowlérlf 3he coding is
k\éon“e@géag‘(’s%bh@gﬁr Figbird/6. Wkrt“‘uﬂ’ﬂe ?at‘f@ﬂl’t 88the é&ﬁné’ greferably takes

ol vation ga
el n(pzy épge érgcqulqg T l;v&gy & emq:ntv\ﬁ)qus the container

Meds $n bhititgdargsiefdes @tse@hof el copitdifer 3.V\at ers 996 phot o
di ode array detector. Synthesis of
Phe- Am nohydant oi nBoc- Phe- Al dehyd (2 nmol),
AriVithHhe efutthemm@nntinglo) stidthgSofitherteamsing part 4 8rorothe housing upper

I 1
Wpﬂa u?g St\g\igsdér ve 1?1%: P" ﬁi&lﬁggk& eeééaé o%?i ar-meoreaks through an
r dmtnonghg&sgqu«prg qep@m;olm, @s ﬁh@‘d’@cltﬂ Figure 7, Wthh shows the atomiser
( BogritRhe Anily phoiHREd ﬁbﬁQmé@rﬂc 18 tre4 %e%‘ik&h@éﬂﬁﬂséé’hon
vaccuo. The Tesulting Boc-Phe-Arni nohydantoin (0,2
mol ) was dissolved in 5 M 4M HCO /D oxan. The v
sdhuhé eoumwaDfthe hicmtingrorXliding-onather loeah dfehp eoatairer. 3 is gripped

Af t ﬁﬁﬁ? ?/ﬁ?]ﬁit glgef ﬁlﬁl ¥ ]ttcH)e'\é?S nsgnfaﬁlger@glgc er&em%l{(ﬁé}r gééigcl\{ﬁﬁe manner.

veﬁmcmtheﬁhmuﬂlmgpanel &yits e dhe hotising upper part 16 in the clamped state,
(l n[\(rl% fl dé%%ﬁ?kbﬁj'rﬂ%ve 1 'ar@tﬁﬁée i Y linedr F881¥n into the

amc acid tertbutyle
%@mr@@ﬁy 1S Wik @%@@.H@&lqr} smvsa@hgrg%w it is ensured that

H&H@Tcéhfa@ﬁé‘reli ¢drhes HboeIatBandith fthe BYider & drahd)whete necessary — its
nmol , Ami nohydantoin (2 mmol) were dissolved in 50 ni
Tri mst hyl ort hof ormate and 2 nmmol dii sopropyl et hyl am ne

The m xture was stirred at roomtenperature for 48
hours. The solvent was renoved in the vacuum water
added to the oily residue. The residue becomes solid
after standind in the cold. The solid product was
flltered and drled |n vaccuum 1- (2 Amno 3
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8,85 g (36,16 mml) b, 18,97 g (36,16 mmovl)
Z-Trp-Trp-OH, 4,89 g (36,16 mol ) 1-

WO ye7ospenzot ri azol und 9,35 g (72,33 nmol ) PCT/EP2006/008029

N, N-di i sopropyl et hyl am n were_dipssol ved in 200 m dry
N, N-di met hyl formam d. The solution is cooled in an ice
bath and 15,09 g (39,78 mmol) Obenzotri azol -

I -yl-N, N, N, N -tetranethyl uroni um hexaf | uor ophosphat

.s il e%d LEhePa %? tl’t@ Oﬂ)l@rc?ﬁ%pélbﬁﬁnt e 8' it F}‘Eé?el%f pierced for

ver ni m t erper at ur e. eso
r@mxm i Preferab aduummgu Y5 @ gernachiont isyeseklished bmveen the for

Bfpldpbil (ﬁ%é&k@?-‘?ﬁe%ﬁ&‘c bféﬂ’fé?l@ D3t ghd 8 Edritdiner 3 such that in

d ried with magnesi a nd concentr at
e v%!gamﬂent ingt oo axielser @tr@%sd@epmmentﬁeofﬁ thyontainer 3
pr(tligd:@herl withuthef heldebyo)f faas presburiyationg thfilywithdrawal and or fluid
El,uen i chl or net ha ne: net

Slrd%l)l egéieg n eégngphggtremﬁlrg 1 s act w1t|?1atrl]1e con%} %ler 3 or the

[ Icoptaili¢r HoomPll; 2ndheherdfort figllaws Bherdirear Dr(axial nuvlengent of the
0}1 %q{l]&y_ij car banoyl ] -2- (1 Hi ndol - 3-

ysé) e carbam c acid benzyl ester (d) 1,00 g (1,40

nmmol) (c) is dissolved in 10 mMl dry THF and cool ein

aWH%lﬁP?&]&HéﬂfC&’crb%s&Q{dﬁ ac-E@rdlﬁg 18 @1gﬁﬂe®sl§m's b atomiser 1 in

scheiaGoL e paatGF Hoor ) HiLHE roh Zna e PsnR BP 18 at the

I sim@ofi édtiabtehsi ondegn Tlengpmitainer 8 isutiterg o shﬁohsmntlally in its upper

é{? hﬁocs\f@&f I g{}g@@sgéhé@%&?&g%%% giém' eI; @ercu&g element
c an ctlemexamebe showinds ym paxiioulaxf mérredtly yichdy vnantlter@rmeghon element
use a‘x’ﬂ‘h&rt 144 1)4%' llafEHeEQﬁ"Elérﬁ{)&?ur Wb%ﬁh%dag&? Uotarkshged on the

enex i ij urifi atlon
CoRpiRer 3, 30 datdhe pigreingsloment)23 sempinsgtapstantly 1| contact with

[Htl’ﬁé dbﬁtaﬁferEﬂdﬂr ar bfﬂ%&éﬁé' @Eéﬁ@iﬂnﬁﬂi@aﬂ%n§ inrthd®dntainer floor 21
en

1R sl SR TelipB thebag ddngths $oiner3 Gagoflapse when
N,fNdd |1$wpﬁﬂp@\klat\mm(a1nanmcuanatiuﬂ1¢dingnqb inhthe ceatainers.

m xture is stirred at roomtenperature for 48 hours.

The sol vent was renoved in the vacuum and wat er added

t Thenadapteri s prefierablyomade fraraydastisansbisaimparticylas mounted in a
S‘Hdnddélﬁé}%ﬁé fé.shlérh Snfthé "cﬁﬁfﬁ%&@' ﬂrpa?ﬁcﬂllﬁr bBﬁlgVﬁﬁﬂi]!)@d glued or

t o obt,al crude par cat 1.on
chRoHged Sh%tsm, O?&Flﬁte?ﬂto iy Olgqﬁltﬂlh’et%ﬁaw'@p%t a??cﬁ/ by Ulti@)al with the
orcontdin@ef@r be firAfedoby the tatruriselft dthecddapteang® ingreferably made

gtf%ﬁ,%r%gle&ﬁ;é[}é iTE-i g@a{elt%l;ie églbazenfqﬁr ' Vatfu\ﬁgﬁogss that have still to
Sémr@mugdkénm@ular plaBdecri ption Technl caI field The

i nvention relates to novel triazole derivatives that

act as ghrelin anal ogue |ligands of .growth hornone
caperudevige datisrdssigneddter &QH{BBH& dae gperatiops gf the atomiser 1

W%ut@t ﬂhegmﬁﬂsw bf bentagies Bl ifn%eﬁedi EVFte‘feﬂabl}fTBBﬂﬁ' Ia pdrticular, the
wel | %s tﬁaﬁreagr nent a d/ g ﬁlt on .vari 31& " 1
o ieountE dsbi Snptst ot Einfihe GperasiotS o fip atomiser 1,
aasgndivated by avagaexalnpleoilneﬁlgmye 8&f and a sdcakd coameargga for counting

b I.feratj r [ .

b &bt A qihersEh ek in Gk, 48 1R GRY Sexample in
Ghiguien. a 28 anmino acid peptide with a unique

octanoyl nodification on Ser-3 (Kojima Met al.

Nat ure 1999, 402: 656-660), was identified, as an

entibgR FOUBIINgE dbk aPErEHIon, @f Shoatomiser ki Pagieylat sadyyithdrawal of
r ARt Dfrdnd e ladntdiier B, ta¢h ténstoihgt &ff thecpregb@tser 5 or the drive
receptor (Howard AD et al ., Science 1996, 273:

974-977). Chrelin is essentially pro duced in the

upper intestinal tract/stomach but | ower anobunts were

al so detected in bowel, pancreas, kidney, the inmmune

system placenta, testes, pituitary, lung and in the

hypot hal anus (van der Lely AJ et al., Endocrine Rev.

2004, 25: 426 457 Covvl ey Met aI Neuron 2003 37
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that rel eases endogenous GH fromthe pituitary gl and.
This can either be performed with GHRH which

W@ emr289®es GH rel ease but al so with syntheti cPGF/BR0N6/008029

hor none secretagogues (GHS). Mny. synthetic, peptidyl

and non-peptidyl GHS, such as GHRPs 1, 2 and 6,

Hexarel in, MK-0677, EP-01572, were shown to

specifically bind to the then orphan recep tor "GHS

r e n .
%pﬁp% &Béa%}ﬁ 51%%n1?z§t\1l\c}erfg§%é§9@ré@fagﬁ ecoglg[é?dcgﬁa a‘;i]‘ln?p?_r.atlon ?f the
etat@mlser Flontn N@artmmrocmworelggs fluid: withdrawal, fluid delivery,

és%ﬂH@é(t?orF Fang}’qora |at0m1-551€381‘iI Sis Eﬂ%‘i’éiél‘eﬂo hn% gﬁrﬂlﬁged 1898n operation.
v i

insicaly, hiawigVat 7t sralfo plssible 0 resisies ABA SpunCRRy aifies operation of
sftkwvmﬁﬁset 1Gkh 1t d8lowing i asummg bﬁmpeﬂahens afahe atomiser 1 is
%% i-cal gcglyltlreé as . nen t| Qr}e rg%?ve for ghrelin.
Gﬂ% o L5237 RGTAURY PR O SR%ng pat ents or

pat ent applications (not ex haustive list): US

500 prd el 04 st dfpnGysits pies prefraly by the

20zan opdaland/os strokey] d@ommmemogm%nmof container 3 or any
GRhtH& L ﬁzﬁ't o%@%%%@@ 1W§u|cﬁ dshtheahs1akt B/ &Hﬁne' ﬂ‘éﬁ&fe‘?? tibk 9 being

secret L at e he acti vati.an %
gHF%‘ISWi?‘g]JEeg‘%tE@bQ‘bP f%‘é‘o’!ﬁm@@—@ P?%H?n 9’?1%?%‘4‘9“5 counting is in
eadéndar aeddratoodn@at mean lae dsist nmovenidne iwtoherdirection and/or the

effects of hreln ndGHS al. medi

ol DA i M A o FBR e FietPndcqypred o an
dlmmmoﬁhnmtmglmtles on a given GHS receptor.

receptors are concentrated in the

hypot hal anus- pi t ui tarébarea but appear al so.to be
di e grsatestpreiersnpe witetherpopassd #emipiel i for ithe frasioning stroke,

(*tﬁéte@éﬂmdﬂtl@h sthoke br the &gcl’ﬁ?@ooﬁ Nédvdh (MEtlﬁb endOfYsition of the
nsSe

4284-.429
ERIBEARSToT VIS CR RO Prsrsiiig s Sohsiong driyeispeing, - thus the
allowed en&Epasitionninl theA0igares1-570 beFegBred/landicolinted &t an operation

| e . 0 ioli G
aror o 5EE B Th Ao e M dRrepy 3 e bEaC' Dottt
et al., J. din. Endocrinol . Met ab. 2000, 85:
380% @tﬁﬂﬂer @é\ﬁé@ 4 x%gﬁtteélthe moverdnt- oft_‘tﬂ@ Q@htdiRér 3 1n 2 preferably

%}130 ' ag p@gon 1%)917art1gglar,2§1_e2@ungr£qtv1¢fa123ta {Qaglea}er works purely
almecHanéadlyl. M€ow@0dr, BdkicallyB anKoptieul] tetediti€dl, dhductive, capacitive

crin BB 3624- 363 )
o @‘8@ e Rashiny rﬂgfsm SR ot I (Hlhiner 3 is
Giessibldh, that in human are presunmably expressed by a
single gene and alternatively spliced (van der Lely AJ
et _al ., Endocrine Rev. 2004, 25: 426-457; Howard AD et
|W1th3@p@hﬁg@c@gggve@¢gt rems@rajlpp it gﬁnagiﬁarpg@@tusaqo register and count
E"tﬁé’%nsuﬁﬁﬁ§ s Z orlt%e &Eéhlﬁg%f sﬁiﬂ ehd 'ﬂ@sﬁionain thefRnsioned state.
NSccsmary ysohareal ok 165 AL regig driving of th
E Pf«%ﬁaryl@s? anjigal ‘ypi %mqﬁé\@a@ feeistratipn, and driving of the
Emdﬁntermlﬂwce?QGZOr avr lea&ﬂ&hé&’ﬁ'}t céumteg 3tammt ithen only be provided

rep e ng j: .
cfélgirr&e éﬁ? de g%pgﬁ% '(%Pe%g ?tge n‘l%ﬁ§l"g§/| Wlﬁ%upae? &Sﬁﬂ:m since the
Ertdnfuonmgl prefayably @kes Pieomanuylbi. me(pprgmglg%uam the atomisation
95)r€tc9151&}\_/|t5}Eléah@ ?t Of] usWﬁé és%ﬁ?i\éﬁt'i aﬂé a@ox‘i‘i‘?ﬂm%h through the
tor ig %| ({1&@_
(§ﬁf<teh0 eedrivg sprlrmqaow@ m;ectle@lfa 1V4>r gs peed fricauniipg so that the
tp?l rieeRPBart be LIST exéllﬁswé%chﬂ’%hlevﬁ@gS bp@inine atonfightion.
I|n receptor la and GHS-R la show a hi gh
simlarity (Smth RGet al., Endocrine 2001, 14: 9-14,
Fei ghner SD et al., Sci ence 1999, 284: 2184-2188).
QO her GHS receptor famly nenbers appear to be
neurotensin receptor, TRH re ceptor, GPR38 (FM),
GPR39 (FMR) and FMB (Smith RG et al., Endocr. Rev.
1997 18 621 645 Smth RG et al., Horm Res. 1999, 5

o ~NN ~ = A NN O



10

15

20

25

30

35

showed a reduction of food intake and body wei ght gain
in diet induced obese mce (Asakawa A et al., Cut,

WQoD33/02828 947-952). The fact that peptidyl coPgBEP2#8¢/008029

initially characterized as graowgh hornone

secretagogues, are able to stinulate selectively food

intake in rats w thout inducing growh hornone secre

tion, suggests the existence of a GHS-R subtype

different fromGHS-Rla in the hypothal anus (Torsello A

et al., Neuroendocrin. 2000, 72: 327-332; Torsello A

etlf &n. the mther lgjand:ﬂ)@rafgmysattopggg)ke:g@othqlggvmgg)f sid end position is

Trr@@f’sf@&! pf thdi Ré?ﬁﬁfh%ﬁ' %taté‘d'tHBS'htaE{ ﬁféd/a%/aﬂﬁ%%' tlat the actual
and reduction of body l,m}mﬁ ht& sch et al Nat ur e

2 GERIMISPN PERRESs 13 CO at!aﬂ thﬁta@@eﬁar I52:
947-952) Chronic adm ni stration of ghr elin and/or GHS

eel y . f eedi n n at s SUI ts | creas
e U GNP SR " dstec Sud diisl b ERe gk, HEE SR Ation of the
altensioingrsérok@0s, expﬁﬂned) ﬁatleBastéaHyhbowver,, any dther registration
b he el |
r%gllam éfge% Ea?sttllalg |"E ﬂ\a?t\}@lﬂ? also it ?(%%%ttatﬂﬁ{ o tEe Cfltomlsatlon
crstr@tsr: orzb@macmm onlgavingf the gnd pesiiion.
i sopr ot erenol -i nduced IlponS|s in rat adlpocytes Vi a

a._non-type la (Muicci ol
orilinathoses sgomistsgl I%te@sgnedoﬁcqq@ra Hodhe, fipodimentshown in
| F 1gdn%01 andefpgnte Daschicbhogsind partt 1 beiy rastedragainst tke housing

dlﬂplpﬁbpgra %%kéqggtlp@%%vs s'q%fnzgte as?e ?envéﬁgmgg%%etggra%ai djdl:ogactlon via a
14&ar (15ot- s’nm)n) that aoteapoeithe bblden Goand:thel container 3 in the course of
prtﬂé tirﬁ Hl(ﬁ%s'ffbﬁth{%aglﬁég% sieén [EIRAIE ﬁ&fsﬁd%ﬂ state to its

hy U|tary regu at es
Ecmr ) i poglt@mm <l St B 7 nt%rcm ﬁgolfeohke fashion

I rﬂé &?éle}vﬁth&%lew&ﬂ/maﬁd]ﬂlﬂ@ﬁ b9 Snitethe Mowg¥ingpart 18. In the
or n aut ocri n racr e.ln
(TRpstiproRcisraineto B R id, B Bnidindtat Abingalirt abghe tensioning

14noﬂelﬁent]122thereﬁmfecstﬂl in br nelatigelyi dlese foits gippet end position in the
p%?)tfeﬂan ggdtgon peptidyl GHS are present in tunoral

Ssues, prostate cancer cell line PC3 (Jeffery
PL et al. J. Endocrl nol ogy 2002, 172: R7/-Rl 1),
t tIM rtHé: @x&ﬁtﬁ%@ﬁﬁﬂ?@ﬁﬂaﬁeﬁo A pref@rab@nﬁ'{b%hted“&ll the container 3 in
20 , 165: 46) , car(il .nona Kie gghé}- ﬁ‘&g@Sl
ngg @ Wayg] dF jca Bpt r tspand 48-prey ealgwt BF y rotating
cabahoatims elenaar 29, wWhith for.its partChasnat Kastoneipreferably arm-like

t”’#@%b%géot PP i THE opiathe sl by £ Fafylin B fitar movement to

t uho fiast doustare lyiim particudaritoranfitst canmting ripgr3dnefrthedirsi counter 31.
Nqh 1?&13’?‘!3 Séé%ﬁng%f)ﬁﬁﬁﬂé §m(%33/ ?Uﬁﬁé 90@1‘[? @qvlg sA8GA. The coupling

repor eration
c &f¢he biva ceunting aags 34 a(mjh%S & @plained ﬁeﬁl@@cby merns of Figure 10.
2002, 143: 484-491 ) and that of breast carci nona cel

li.nes (Cassoni P et docr
2 %@ﬁctﬁsglmﬁ% i %&tm&’ne laéﬁf@ttsg via a suitable
g u@die rinlpanidciiar & yhiding block Qukde, lﬁemuﬂeamkaaaa)ﬂeagmde surface 36

9D EhA LSRN oh B MOLAER §F1Re Bofrainds L B JIREY, such hat the

dllﬂfear et axiabrten$ieniBgSnrRIVvEmMEnt ool ﬁlnﬁasv@nemn@r 3oirecgnverted into a

a%ta%@%%thli‘l@Bt ghﬁlebéd}ﬁie@ G_é:é’méﬁt %9“%6?%0:{% SIRHfEht 33 and/or at

r ec nrrzes §l P
thsk cwtlrtgnanaéﬂe 59 Abat thRdinst SP“@W&JE‘P&%‘S orgagh tensioning

t fsﬁtdk@ i$ heasdfudherBiSoid thdtemehityohdenaiter step he
potential to inhibit the prolif eration of tunor cells
expressi ng subtypes of GHS receptors. d) Treatnent of

i nflammation/anti-inflammatory effects The
anti-inflanmatory effect of the ghrelin agonist growh
hor none-rel easi ng peptide-2 (GHRP-2) in chronic
arthritis with clinical manifestations of hyperne
tabol | sm and cacheX| a was dermnst rated (G anado M et

A A 2+ 1 NN P
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tion (e.g. US 6,194,578); reducing cachexia and
protein | oss due to acute or chronic illness (e.g. US

W@2009422878) ; treating central nervous system dPCHEBRING008029

of patients u n dergoing a nedijgal procedure in

conmbi nation with antidepressants (e.g. US 2002/0002137
Al); acceleration of bone fracture repair and
cartilage gromh (e.g. US 6,194,578); treatnent or
prevention of osteoporosis; stinulation of the I mune

Sys ten§ accel erati ng vvound healing (e.g.
6 Flgure5 ghows Bawnthe conneptingt nlerr@ar?&apr dhe & slgastaere) operating

oicinemes PIRURE cUlise o e TURRE: .teﬁ_‘w‘?"évf?ﬁae‘?é‘?@g@ Bs further in
oBe Srdiicauptipeaaeod apads KAt (s Hao ihera i block guide. In

smﬁﬂiaﬂsr an E:ﬁﬁirﬁ@dlguafanesﬁﬁe@h@agb"dgdysnahtaﬁﬂr @ach tensmmng the first

eonanng g fieed fiEaR HaRReSey AP ReRgR Sep™ "

dysfunctl on and ventila tor dependency; treatnment of

serdlfkscl%/ %ﬁma"i’né[dqckrﬁ%dag éj'tgmlﬁﬁ@%z'rﬁové}ﬂ Htvﬁf(g(t)wever, the

reatmnent”for* ovu on|n pre tion .
a@éomlﬂaapédtml qfntéledfonttmpﬁﬁ 3, qaurh,e ragastereidnghirang theh pressurisation

' %n@@@hﬁsa?fdrﬁ”ﬁié“ré%iﬁrm tar YaKee Elce Q, c%sézﬁdmg or similar

mai nt enance_ of ski %r forcible guide

hi ck 194
| FIBHER 1B PATERIST (s Qeﬁilngeglj)gckusu o PE, 4y
proovesdts eie ohtwardoastementhino ta fosatory enatemment(for ghe first counting
6 329 42; US 6,194,578) and in conbination wth
% tropin rel easing factor antagonists (e.g. US
2001/ 0041673) met abol i ¢ honmeostasis or renal

o[‘i[ﬁoﬁ% Bldk <k idks b Fklefyce heﬁ fAed ll l%éh Sw&ﬁhat thelcontamer 3

own ntro

" 50D0ot b9 AeieRBed [Im SS NHFIBEIRAFLLE by Nt basd qaoURIe essentially
| fiﬁ'a?lmk@ﬂﬂ(eb%ﬁorﬂlo‘h Sﬁ'h(efh hisUS r&2449) 1fo22k; tensioning and
at L nﬁ ev%{i}g 2}1% fr&@ asscim ated with aging
Bapipy s s3] ;4 ¥ wel | as stimulation
of ost eobl asts Animal s were not forgotten in

glf(heen{% ?&dle&ﬁ%c%r}aﬂ%au@ef @réégrgﬂo% 8§ E)gg%b;%g%ﬂlfhg between

stthﬁ'ﬁlrfﬁtd(xblntlog ring:34 andrhe sgmneircmumm@m%aﬁoln grainzple shown

a'iﬁ? tffr?taéd'{ﬁﬁér 91 HAsSPEAREpRt aAH 9 wRICAYS rbaPﬁ@dTWMP'i‘t by the first
ive stoc stinmulation of wogol grawth in. s

cSRyBtRg sl an iYRen Hirgaehes S RTEAIN COURHDS p@égwn is deflected via
V\Ilr?dﬁi BGCaZlﬂflfdgeéka Itehlm operdting nwse @Tﬁ_ﬁﬁh &hf ?hodslﬁagt gide in such a
their S _bi i ca tivities. e fo

pé’i[%yn ﬁ)rét ergdr es g :flé%?%%)n?l W%r&% %\gn 41%he front end or

comanoti@s mdnater afke S@oahdtcmuslhug/rtrg $ﬁmthbncﬂmgemmtated along with
f f LQAS*
ARSI A o R ey BT BB Ton e seon
c SRUAHAG dIng-Hsviscouplades thg lmevéémyagermg ﬁérﬁaln. Gount a defined
”ﬁﬁ%%%f&%ﬁﬁidr%té}ﬁ&krﬁﬂ@ﬁ tui AR eGPt thE8eddn ERfiRIdNing 35.
fam |y nor nodul ation of these receptors nor GH

secretagogue properties or the Iike. WO 2004/1 11015
dilacordse 3o ngucirt adgairsst adnihteatiohalk estativn csfi douretaegptrimgs 34 and 35,

YO ARAL SRR PR AR, TP FRTRRAAN e proviaa. 1

r epaemldas wiith rcgeudr tauthe rerahcatmueposmlgmmr@igﬁmseraﬂomlderatlons

iR 38 Vb LHCrK RS SESHLIH:Brs I, SEreAK L1480 made to

déyérl9é”h%%%fﬁarylheteroalkylan1ne derivatives as
inhibitors of nitric oxide synthase. WD 02/00651 is
directed to Factor XA inhibitors for use in throm
boenbol i ¢ di sorders. WO 01/94318 and WD 01/ 94317 both
descri be chemcal libraries of substituted azole
derivatives and nethods of their synthesis for use in
drug di scov ery high-throughput screening. However,
they fail to provide any biological activity or any
medi ci nal ~use nor do they name speC|f|c conpounds WO

P N T A~ ST 7~ e
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matter any nore. Wth regard to biol ogical activity,
the above stated facts as for WO 00/ 54729 apply. WO

wQeparp32984 describes heterocyclic aromatic cBGBRINdE008029

GH secretagogues which are sai.dg.o be useful in

stinmul ati ng endogenous production or release of GH

However, clainmed conpounds consists of bi- to

tetracylic aromatic rings and do not contain

tn A

| SB)??PQ@%&CMIHQQ&S%E(?{ %}8’%@% oﬁlgtrhelrbr?\bhﬁﬁ%gigsej@m% and an
c ssignadd noh sexpiessi sthoxeme viindosy,i iuithe i kpnsing grart 18 or similar
I RONSERSEe hrdlﬁ]%og@ﬂggaopr oduction and/or rel ease of

GH Wth regard to biological activity, the same

stated facts as for WO 00/ 54729 apply. WD 97/23508

cl'Eienfirst copasendd 1©fusbé ot dperations k:Oumt&‘ﬁglrIe can preferabig be reset or

£ 5% BF & a5y risy KAl Bigvidat e ofie fie{ Bgunter 31 55
sisupphed imppoesetistaési st ance to proteol ytic degradation

and i nproved bioavail ability. In addition, cIained
conmpounds coul d al so_be admi nistered in vivo

i Rardewlarlppreferable ds forthe dunpeninder 3 to pe prfmbso that at the time of
d%é ViR 1§Rﬁ1190a HAMISEPbF §trbké’s Gt‘éﬂ&l@h[hg hl(f%%é?lts and tension

Ver GasS mese T BN RSoR9rG 1o et 15 DAEE HaiET o i particular
exhé biehvafyytum: 9] thie pedssire vhambehatla dritbsimiidéarocormplestly with the

cdfid 2 P A6 B e mar ngﬁl\?}iag"%% DB pld pRéférably ot

Fmouhmdrhy the counterr Blgar thdicated by d&playadegec@;%nd

i nhi bi tory/antagonistic activity, the above st at ed

facts as for WO 00/54729 apply. US 6,127, 391,

5 1§ equined the dirsiscouniens3 Epp the displandsvdce#0 cap b§a4ﬁ§1gned in such a

pab%gtthétamd Yluﬂﬂaemfgiﬁﬁér%ﬁ@ﬁs dthéhef at‘dtﬁls@ﬁ Isafready fpvfformed (in

3508, do, a on of. the inventio
orecteiiar waae B sTRRSDebE Ml osr U an s oF the Stomiser 1
c ahstcaradtllvdviadhbleaare ldéspdayddotpettie fuser.t he t r eat nent  of
physi ol ogi cal and/or pathophysiol ogi cal conditions in
manmmal s, in particular humans, that are nedi ated by
Glhe epupendevicet23 or ahdeask the firsteeaunégr 3 hds @mf@ralaly ilgsigned in
| RyeR Gl Way t9atRhe it siRjseP 'Ipig llBé'l?ecf %alhﬁefuﬁlh@i/ %p&fa@@hr@ﬁﬂor against
ere t etreatrrent I's .ach éeve ‘H%‘m) | ati on of GHS e
r Sem9val of the eurreesontane 8 Qsringertion o R BRY GanfaiRer gnif a certain
i Sllm%dif@ﬁlbﬂaa@l@hﬁgﬁ’ﬂtlﬁt Stoﬁfﬁls@'@ rseﬁehlahé)dl Sorf @{cc?"eﬂedi .The locking
tr n IS yet t he ect er
| PR cnpjcsthe o tuff nd TurBt BBeraPlopyitn 1€ Fiyiréht Container 3
t should bepemeitted — istrefarixdetot fooshorti@s ithe Bfitst dockedsstage®n

surprisingly solved in one aspect by providing

corrpounds according to fornmula (1) wherein: Rl
artor legkisenimethel firsrlogked statr e PEenosed edomissin i aeeferably has an

grdﬂé%tﬁ@"ﬁicf(t Ficuref7 any @E@Sﬁ’l‘&r%”érﬁéﬂt &t K ¥écticd 6£FWure 7 according

Db e SRy i prret s Bo Sinditat hs ppesing lgel by o lock part 41

hetfmk:hcmcthﬁl alhlloyked até(yls‘hub\fmdpyd notybckulf mapbial operation of the
ar é&@b%’ﬁlléﬁ% tg?gé{l sﬁlgytgf]?mﬁ% tﬁ@ ﬁk w sﬁﬂﬂgtf t H{l%da {rfggermg of
het plreean}ﬂatloaremdaaﬂomlsatmn stroke delh}zgu in thin statecthel preferably key-

gﬁ?&d h6&i8hE 1 g Ké(ﬂ b’ }91‘6@5@ g ptHe°us°€r 1n the atomiser 1 — in

1%1: Eﬁ ggqsgolngﬂwtggi étucﬁ@glcz)re g}gvre?rpne]:ntt axm o? u]Eg\lcontamer 3 -
- NR7R8 -OH, -NO 2, al kyI aryl, arylalkyl, -0 alkyl,
-G aryl, -OCarylalkyl"; and preferabl y are sel ected
fromthe group consisting of "alkyl, aryl, heteroaryl,
aryl al kyl, heteroaryl al kyl" optionally being substi
tuted by up to 3 substituents independently sel ected
fromthe group consisting of "hal ogen, -F, -d, -Br,
-1, - N3, -CN, -NR7/R8, -OH, -NO 2, alkyl, aryl
aryl al kyI - Oal kyl , -Oaryl -Oaryl aI kyI , one. of

o S ] - o T . o o "
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I al kyl, -CO al kyl, -CO cycloal kyl,
-CO cycl oal kyl al kyl, -CO-aryl, -CO aryl al kyl,

WO gorleeases oaryl , - CO- het eroaryl al kyl, - CO het ePGLER1096/008029

-CO heterocycl ylalkyl, - COCL(RARL 0)-NH 2, -CO-CH
2-C"(ROR1 0)-NH 2, -CO C(RgRIO)-CH 2-NH 2,

al kyl sul fonyl, arylsul fonyl, arylal kyl sul fonyl™ which
are optionally substituted by up to 3 substituents

lefé}gﬂldg rf)tr{jécﬁsge&t é%gedsrl&ﬁn@h&?\g 89(%\?10 Qﬁg‘g)&%&g t%_l side opposite
(0 k)ckamgylemqﬁﬁ is eagggql 2 conrg;mudymg recgsg{lﬁ},pf the lock part 41.
-OGarylalkyl"; and preferably is selected fromthe
Upl)p(g&g%lrig}:lq _p%téq drieo 8@5' giagdsogyﬂ spru¥g 44 in the illustrations
@@d&ﬁ guiddyby; acoﬁ@ohpﬁﬁ%atbdt @hh)ﬂe slldQ@ngﬁtléfnaﬁyQir)dx;lally in the

(%Fmé)paéﬁ} 8.4 Held aegnst W ot CosBtiBli ey B Tflocked or

t dockeshdiatei 1nuhdp9sutmdesﬂnend1emntlhgumsl ‘Eandd1f tmwhtdlnethe projection 42
ar. t. Sty ial ogen, -F, - O, -Br 1-1, - N3,
_é%!‘l%p%%g%g?fﬂ_e%,cé){s 2, al kyl, aryI , arylal kyl,

-Oalkyl, -Oaryl, -Oarylalkyl"; R6 is selected from

t hql&éattaolcﬁm 43t & %‘éﬁl\zﬁh{‘ih@%@t ab@iver 6'1ka|1 pparticular the second
a

cycl oal kyl cl oal ef er
hf&PBEjE& rg)(goﬁ 1pAug dl way zﬂx%t WHG‘%@% ‘é‘ﬁ’g %gpegﬂgted operations is
aneidhed aredeetded theOﬁrstt heclgﬁ(bstatecxsrlﬁbaghngbmﬁ in which the control

a,l?égtpé)g ?S fej%?{?haf?) é W@y(govgﬁ g%’d mo‘@é&le‘ﬁ? dkéfgtlegﬁ’llt of the force of

i e ppningnd4 ythofloskeparh dtlhw copesparstinglyodisplasedr axiplly — in the
C%Qﬁhﬁ)tlé BowWh doW%QEnlg?éeoﬂgu?é ), so '?Hat%%ls locked state, the lock

a-am no acid e cnaln unnat’lr al p aam no acl
sup@ts,t $ meithh theapej estiamed A15RY ney longer engage mrthm repessgtbukhis blocks

C%gl '(ﬁie‘ratﬂ)rpf)f tﬁélﬂfdkﬂﬁg‘ eféhﬁmt &iini‘d/ thus }Welvént@ unloél{m of the drive
an

a car
osPEREoher ghr Sl GhaRC PRI | e TG Fofhe tensioned
t Beateifhit reaxthes er ekceedseddefareeimurhber ofigertiritted wpeatations.
prophy | axis of physiol ogical and/or
pat hophysi ol ogi cal conditions in mammal s that are nedi
nbk}lechqslsnr@ ppriold alang ‘am;br @ﬁefmrédmenﬁo@nmbﬁtdetached from the

C ‘Pl'&ﬂ?ﬁ'l Ftdl@gn& @x Pﬁﬁié'ui’ar(ﬂrlaféi‘éﬁcdofs%f #8decontainer 3
V\/nere %T rom p consi Std 9 5
051|ly(§q gqa € 3; R%R a@g |count1ng evice 23 or at least with

a|thcy IfirSiCe n@riter Gaﬂwthe eadah}ﬂle @@obl&ht thiods wehiekyd by at least the first

- 3itler e e lin gL 5ol RF L ety AR hon-detachable

- ahdyler C(i0) mnetcalajauyla fremtk r - for Op1Bl hasear ofirthe ah@yding part 18.

O?% e@} o(&ég gf)ﬁ{a?r‘f‘t%g@ ﬁﬁleferagbké’ztg&otl\l |t_>|e 2detacheﬂ ffom the housmg part

al kyl - S-al kyl, al kyl - and
preferably is selected frontthe gr oup consisting of

- dfigies Sandh3how ‘ér?ﬁw@c Cpstbikl oy psEioWa and dgsked gate on the

mdoub gt wppeer glarial 8reOhyaafeert ﬁﬂbmouhang rofat newthomsing part 18 with a

roph aX| i 0] a
B i o%@yls? S&GEQ{W‘%‘& nai%[%lxagzigst &Ctifrrgér 3 1s tkﬁe lock gart 41 displaced
atagdirisy tieH®ree of pho spring mntartbe heogkeds gpp@tdp@sntg@mag@m as shown
\cfvﬁg?lgi Eijecs 90%(1&?%)15612 AP a8 sfté’t"e”éﬁrﬁ thd )at@rh?sePrIOVindSSImcular the

at on , |s sel ect.ed rontﬁ

grleeking silement ﬁgbsfoperta}ati @@éﬁl’ Andnthe atemiser cl, thys;hayg the tension
cyeleasédahdbkYised ahvd mdret eroaryl, arylal kyl,

het er oaryl al kyl , heterocyclyl, heterocyclylalkyl,
al kyl sul fonyl, aryl sul fonyl, aryl al kyl sul fonyl,
- CO cycl oal kyl , -CO cycl oal kyl al kyl, -CO aryl,
-CO aryl al kyl, -CO heteroaryl, -CO heteroarylal kyl,
- COnet erocyclyl, -CO heterocyclylalkyl"; with the

prOV|so that if RS is "-CO heteroaryl al kyl "

heteroaryl |s not |n1dazole and mnth the prOV|so

" . —~— " ~ e~ . T .
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that can be used for the manufacture of a nedi canent
for the treatnment or prophyl axis of physiol ogical

W@ 0228p8t hophysi ol ogi cal conditions in mamePGI/EP2D6/008029

are nmedi ated by GHS receptors.;glh a further aspect,

t he object of the invention has surprisingly been

achi eved by providing conpounds according to formul a

(I), where Rl is selected fromthe group consisting of
"hydrogen, nethyl, (2-methoxyphenyl)- nethyl,

(3- et hoxyphenyl ) -nmet hyl , (4- met hoxyphenyl). met h

( Theetsebspphie ngﬂp)rese@taiwn qfs thet ateRsTe r1y|\ylﬂmiy¥lousmg part 18
prb%ebﬁld,mé’ﬁ?FYéurgqt?’héﬂowdoﬁ‘ %Bil:ilbl%t&yd llr(g"of the control part 45 with the

U B b A thestesnd Counting His e ry Eollas 4 of the lock part 45
(%héwﬁhl ffﬁthgm%plTBn'Eht); ateit® iront( 8¢ Sr@wmmaxbaﬂbeﬁ%dlhst the second

hyl At hal
Tebing e 1 it The*hermGRRd REnbe k) pshbn s reached or
I—|-e|xnckﬂied theyoperptiopall Lock takt:shplacphmnﬂial a, for example ramp-shaped
! t
J¥ r‘lgpig %ﬁhf(} %Hetl% SFC&%Ipé?lﬁ{éﬁg Hég @Pes%ytlfl%l%{f% 1%k part 45 in the
(gmtl@nﬁlepgmm Srh@my n Figurei 1A sagagsyi t}m@pagﬁ counting ring 35 in
(tthe PRR8H ﬁ"72an)d| 1)5'tH@1‘eB§|dls;§lhE‘é(P%ﬁﬂ9 (ﬁfwﬂ\lvircﬁeh@tbrdmgly, the lock

fura furan
gaagcgéd 1¥qnoms[pi%¢ve r an"é‘ﬁ@q ggtionéheofloglﬂgghppsmon of the locking

1AYerhemt sh@wiy lin Fegurgl12. 2- (1H ndol e- 3-yl)-ethyl,

3- (1AY-i ndol e-3-yl ) -propyl, 2-phenyl-ethyl,

3- phenyl - propyl, 4- phenyl -butyl,

2 -Sedf- hwﬂynqbﬁetnybmtmyhe Gpenatiormtylogkeothienedesign solutions are also

4-
ﬂ@glﬁwypﬂﬁgﬁ }1 ép é}%hﬁg%gﬁaﬁ;mlég}mh can also be realised

séP Lollv @l the K’éﬁﬁteéo?@i@@i HSV'&F 3hy@r B@éwulsaroaﬁo for other

NRtdisers) dpRAsers Wr dodinghddviyds; pr opan- 1-yl ,
butan2y| butan-1-yl, -CH 2-SH, (CH228—CH3

1AY-i ndol e- 3- yl -net hyI phenyl - net hyl ,
2-Alvemgtively hotl additbhal i3 tﬂdj heyding plart lmﬁrdﬁ@dﬂ—berotated for fluid

ph}%@fﬂﬁiya&% @d%%lggﬂ@ségp@gtﬂm {1%9{)% %to%lgﬁt%ﬁ’ B? ?31] tensioning the

1-dnipgr springe? iz ong dyrectioio zmtamqnﬁcan be(lorked i the- fipst docked state
(]agamégfd’céﬁoﬁ?&zt%ﬂﬁoﬂiﬂ%) methyl, -CH 2-COOH - (CH
2)2-COH, -(CH 2 4-NH?22, ( 1H i m dazol-5-yl)-methyl,

-(CH 2)3-NH- C(NH)-NH 2, -(CH 2)3-NH 21 -(CH 2 3- NHCO

Nl'ﬂt &, howaner, Rﬂﬂf 6@%1& fog tixchwaiiser T tobetused gvichup single container

PHIR%SE it bt bOTSivisatedl B8t Mt ouSilg part 18 after the initial
Z{ﬁmlaepmm;atmg or{ Thi2 hpusing) apperepart"16 Banire tonger be detached.

|
conS| st ] g’ ﬂ?@ $ g?‘?%g% Cgﬁ%ﬁltdbé 8&% 912 change of the first

r €ouBies)3 1 isciseunpeestsarynl wthepaeee. ghe Sﬁ@@mCH eet)mter 32 can also be
- Q@ikgeriSEd Jrifd 2 (D- and/or Lal pha- Al a residue),
-CO(pyrrolidine-2-yl) (D and/or L-Pro residue),

2-am no- 2- carbonyl - propane (2-am no-i sobutyric

adngﬁm b4 rshewdughe proposed Ianmdserl 1Hirpiapsehiedtiatie, cross-section rotated

@H@gﬁym 1F()T{grapédo e‘mtg Bt ure S— ( 3_he %econfl iounter 32 is shown
H;spbqnatjcaﬂg}) herg. hathfommp_ﬁ. p@rtihmsq:gond counter 32 preferably has a

?ﬁﬁ@aaggfggm le 148 Rg%ﬁ Lagfj 'aE‘sfi C4é§n g‘gﬁé’ lthreaded spindle 48 can
Caqrg : ﬁéwégacp{erotgtegcmf); rsa icpunter %1 so that the rider 49 is

3-acety| pyrldlne 4- acetyl - yrldlne

2- propi onyl - pyri di ne, 3- proplonylpyrldlne

4- propionyl -pyridine, (R1 -amno

) - 2- car bonyl - cycl ohexane, (S-1-am no)-2-

car bonyl - cycl ohexane, 2-carbonyl -1H i m dazol e,
2- car bonyl - pyri di ne, 3-carbonyl pyri di ne,

4- car bonyl - pyhdi ne, 2-am no-3-carbonyl - pyri di ne,
2-car bonyl - pyrazi ne, 2- carbonyl 4 hydroxy 1
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yl)-2-(1Hindol -3-yl)ethyl)-2-am no-2- net hyl propanam d
e, conpound 3 (R -L/-(1-(5-(3-(1

WOR0AE2A9B- y1 ) propyl ) - 4- phenet hyl -4H 1, 2, 4- t r PGE/BP2006/008029

3-yl)-2-(1/-/-indol -3-yl) et hyl)92- am no- 2- et hyl pr opan
am de, conpound 4

(f?)-L/-(1-(5-benzyl -4-(napht hal en-1-yl methyl)-4 H

1 2,4-triazol-3-yl)-

n%mlé égp@b?% M{ lﬁ%?&%% ]%Ea{@ Wagcdfﬁﬁ%yﬂoo&lg%ﬂﬂfgdd@peratlons The

o6t disin- of the )réiqm%ﬂmn(rmrﬁmrnaaeneaﬁuw attheygqunies value.
1,2,4-triazol-3-yl)-2-(1

aiaggc?a}lgy tb%ls)eg(t)rtcg %@terl rclgn %oggtt the tgtra? Qatﬂggn V\(/jlteh sevmga?l containers
H3 ndqberat-lmhs) of tlik )atémistr netpecfoyidedzor tikhhposdible.4Since with each
|to:c| a §n ycgﬁ%%t\évw'drq%%lber?’ of lo?;eertam’)hg ]gb&%f?t%azdnﬁ?togﬁhe basis of
(ftl?e oper-atmn@m((ck explaiord labayg, gncs-the efined wumber has been reached
ﬁrfeﬁ%}e@@d’h ?ﬁ'l? tﬁl@ a%(])smoré of the lilder 49 is alsp a measure of the

propanam de,
aWHthes @ g:opfa:gler@/ psed(03-that ¢an st111 be used.
H-|ndol 3y|)ethy|) 4-benzyl -4H 1,2,4-triazol-3-yl)-

%%l]&d?\% %egém)( glzv(e?lttllogothe totaP ¥1 Rber of rgpgx%’tlons already
Hpepfdemed-ot ﬂemaimd w&hhhe de)mfbldr 11o2the humbeo bf 3ontainers 3 used

yI szt&lgr#%{m s%t th& nd%?gtg&i %fﬂ%ﬁpm&rsﬂpaﬁaghch case,

(tﬁereﬁor(elfermmb Ior baykv)/pndoegun)tmg i6 possibleoasydesired) ) - 4H-
1,2, 4- trlazol 3 yI) 2-(1
H- i ndoI 3-y yl)-2-am no-2- net hyl propanam de,
cdmhe ﬁ@}selq eqni;un@r coyntiing tgh?qthe counting of the number of containers

H‘3| Hl‘i@z%dﬁuyécli BF Gatyich - 1ﬁsf1ﬂa@f}§é}ﬁhﬁ6d toMiseet iyé seddhd counter 35 is
riazo

N EE B Ry o) @ Peieylonty AR oRyACh feviem aariant apppled in 2

ndm]:ﬁr (Rhidn with-ths-op2rdtional counting, thus the first counter 34. Rather, the
'oﬂei%er c&{%tﬁ&é]ydf ] ﬂ}% ﬁﬁvm:é RPXRENZhl 8frtel 3% or the threaded

pdmn@e ytﬁ)létnqnl)nezr out msmamnbr opEgah the, regtapiagiprmissible

1%f€f2a;ﬁ4@cnt|s/ fod e&ﬁn{;ﬂe RE haxty ReN p¥tmissiBle "gperations, with the current

( ey atRcion - a1 tpoithy 5 ¥inganf e shisadegpinla-and duss to container

cwnnuﬁ g. THis can be achieved b the appropriate arrangement of cams or other
Biri)t;chug'_él%n‘&enﬁ tJnA?ﬁrsrt) coun eryéél) F)&logl)ge)' to a(lﬂ)vs) tﬁg%?&%rred non-

t dingag| in3partipular (quasi-disndntin@usl gatthipky couatng. Other solutions are

5
p%]s% g?%gﬁ/lleﬂgé}t@ﬁg g&h Wﬁﬂa{& C(E{ﬁ)nrnleg?gﬂmg?% l(c)%{lgt%ke place at
( thwmdsiartslfy}sya iynowly.igsgrigsd Bpropanam de,
compound 16 ("-"(1-(5-(3-(1 Hi ndoI 3 yQpr opyl “hexyl »

2 ']j{l?l—popﬁa’af]‘ %ecg%n)}/ile%wtff 35l Resferabby wlrivsnoby fh: st counter 34.

c diipwevet, it7is basically also possible for the container counting to be performed

( '%Q[li/ 1{1§1| azgileggy qst(t%f(&ﬂgrét?&%l cotintl rggetlnyth} A_sl'e the second counter

1835 lﬁdmtfesal;lb')dstml or-gpezated dully iedependentby oé theiirs ¢agater 34, for

u'&a ontainer 3 1s inserted the contamer 3 floor is pierced, the

a;]z.;.l 1H-|n dol.- 3-yl) ethyl)-4-(2, 4-di net hoxy
uyg_p 8is f ed, or 51m11ar

1 2,4-triazol -3-yl)-2-(1Hindol -3-yl)ethyl)-2-am no- 2-

nmet hyl pr opananm de, compound 19 (

)-L/-(1-(4-(3-met hoxybenzyl)-5-phenet hyl -4H 1

,2,4-triazol -3-yl)-

2-(1H i ndol - 3-yl ) et hyl)-2-am no- 2- net hyl propanam de,

compound 20 (

)-L/-(1-(4-(4-nethoxybenzyl)-5-phenet hyl -4H 1

2 4 trlazol 3 yI)

1\ ~ e ~ L.



10

15

20

25

30

35

conmpound 47
(f?2)-L/-((R)-1-(4-(4- met hoxybenzyl ) -5- phenet hyl -4 H

WQ 2007422888 azol - 3- PCT/EP2006/008029

yl)-2-(1AV-i ndol - 3-yl ) et hyl ) pyrmpal i di ne-2-car boxam de,
conmpound 48

(S)-L/-((f?)-1-(4-(4-met hoxybenzyl ) -5-phenet hyl -4 H
1,2,4-triazol - 3-

yl”ﬁhezsc%cﬁg colAR 337 pk &P RirRREE R hE 2t R¥¥ 3B %Hfoufsing upper

( F@art/ 16 in mpon-detaghpbie fashigm farticylap ppsfereachys for beth counters 34

d%4 {d 9«5% able m, each other, wherem for operations countmg the first
yI 2(1H-|no | pér e- g hoxa
4oean in each cdse be exc%angeci w1trh the container gn or — according to

(15%1 gl‘t/exh&tl(zéll-thét- [%hbpmfmmeﬂ furthe@herresdty lIn 4httlatter case the first
1 N Il Z0l - = - R . .
5 154 Syafcesr 6 Yardhes-by. camoing dhs oysine i b fadishanging the

( I%)ontamerl’a and (e fiedt voxmteeidy¢an formxamplé Pk rdset to the initial setting.
L1
O\JS eag l?h%éorft%)nteﬁ llg t chhable fro he 1rgg 8?%‘}}?{1 34 an m}')referably
.nisp oa

fom the housmg part low exchange
(R -/V-(1-(4- (4 nmet hoxybenzyl ) - 5- phenet hyl -4/-/-1
4-tri azo& - le)éix )
 Tevprefdid aTgRadReiIof. be prgandrannien s ap dheipusing upper part 16

CQmiﬁ wngbrbdetachable fashion on the atomiser 1 ensures that the total number of
(%ngtng(n:? é}r a(dz)lf pertf rmcycp SPAKL JnBRE0E BBe(xlaﬁéhé Istidr goéible of the
2 -atdrhiser i Indnd/o8-th¢ )nemnhlydr) efy contancan Scusasb enithatecan still be used —

‘ﬁﬁﬁﬁgﬂf}% abgﬁ 'ef)slt(aklegggg slilé g{lgll_lsmg éJart 1% or ngrnlar alie exchanged —
2-Temgin mam en RYItCHiasesanaphe manipwatedhyoe u%‘?frrpou
nd 55 (R)-L/- (1(5(2(1
dol - 3- th -4-b l-4H 1 4-t | -3-yl)-
o epinlerAacs ¥3 b 8 e 2 S arbiRay fiestencd so that the
cammwed Bbas locked against further operation and/or against removal of the

( @m% {S:gjg rre(ré'j gFEh‘eo )Wsl%ﬁn&ﬁ/ lo} a ne%‘ BftaNdr f’ {f"a certain number of

2-conkinenscd useowapdt Hymgcessanyri alsp aogertrini mumberoah opatations of the
57at61§lsel~/ I (’v(lf-h) tHe Chrrbflr EBARMEY LAY rdacheBhGNBkBEed. e locking

y!j gn o128 (f{pkgignémonsmqfarﬁg itg 25 “‘seRomddpekchstated SOk sherbu
nd 58

lerbn} }h Ql&ﬁgves gwl)anatlgr)l(sy l:{egazryl)(): seeﬁJ I?ﬁgtems C 4Af7fh1e criterion that a
2. -cettilin ndoibeB-of | Jomtdineis- 2-iggeyrtaddisnccdcked ac exaetdtel, the number of

(%Hﬂ%ﬁ%f%‘ggla fan st sti lot))(ey Sechdz ﬁn} a]aso € asse s&id Z{rll t}/ns case, the locking
| dakes phage,o\[f ny. @qrgh.er containers are permltted to be used, 1f applicable again
2- -dnlytaftef e defihdEhtimber 3f zaemtfadno&rxﬁalw epaastofiser 1 with the

co ound 60, (f
an}?!r)eét:;hl}/"rs)befntféﬂ%@ﬂ I—?X"feéedll triazol-3-yl)-
2 (1W|ndol 3-yl)ethyl)-2-(pyridin-2-yl)acetam de, conp

?%ﬁ?@%@i(fﬁy (2 pdditiopallyy e 1ptal hgglé)ier of onesations; of fhe ¢ atomiser 1

y bertl yseyeral bontajmre -3t carabe!ussdyac):o ingly and applied as a criterion as
il R bbode s V1) acetam e
compoun

(f?)-L/-(1-(4-(2, 4-di net hoxybenzyl ) -5-phenethyl -4 H
1,2,4-triazol - 3-

yl)-2-(1/V-indol -3-yl)ethyl)pi peridi ne-4-carboxam de,
conmpound 63
(f?)-L/-((f?)-1-(4-(2, 4-di net hoxybenzyl ) -5-phenet hyl -4
fv-1,2,4- triazol-3-yl)-2-(1

H i ndol - 3-yl ) et hyl ) pi peri di ne- 2- car boxam de, conpound
64 (f?)-L/-(1-(4-(2,4-dinmet hoxybenzyl)-5-phenet hyl - 4H
1,2,4-triazol - 3-

~ 1IN L1l Ny e Y .
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1,2l 4-triazol-3-yl)-2-(1/-/-indol-3-yl)ethyl)pyrrolidi
ne- 2- car boxam de, corrpound 91 (R-L/-(1-(5-(2-(1

WORG0A22898- yI ) et hyl ) - 4- (4- met hoxybenzyl ) - 4H  1PQT/BP2006/008029

triazol-3-yl)-2-(1 221 -

Hi ndol - 3-yl ) et hyl) - 2(pyr|d|n2yl)acetamde
conpound 92 (R)-L/-(21-(5-(2-(1

H i ndol - 3- yI)et hyl ) - 4- (4- br onobenzyl )-4H 1, 2, 4-

tr lez
H_Ilhﬁ( e se EQ Fﬁés atcéa contamir loc%(hnﬁ or an atomlsgr locking takes place

ropan
ovlpish mgng@ Rgel[_be faversed. dn the followmg a preferred embodiment of the

Haﬂtmmer %d{dlﬁgtshe& plathed4n mﬂew&rugmg)ﬁgﬁfeshs%4r7

triazol -3-yl)-2-phenyl et hyl) am no- Z2- net hyl pr opanam

de, conpound 94

( FE)rgiu/e (2-shdwsihdeHendatyd pide-vibwpbLtes hylisidg (Uppeo pashcidt away in

AR Biration purmsss: W e aspoi $0VAICE A% SFFiRethe threaded
ccsppmllcud‘l&?am(lfﬂ])e ridet 49 4r¢ optealed. In the housing upper part 16 a

i Lty (e
(R)-L/-(1-(5-((1 Hindol-3-yl)nethyl)-4-net hyl -

1 "lihe"rehf-hﬁlé?' crosy séctlonal drawmg of Fi ure 16 shows that the retaining
nﬁgg}\é\él 1313 /1}511%5}( é g s(lt‘sam gorecess n ¥héO 1 e"’}”SaTt Ci% Without the
H-rbtadmh Sf Yho éhmad i)art Ietrbiptivé Ho the2hdusing agsper Ppart )16 when the

1H' | ng ersidnd helhg)blocl{”‘ed F p%rtff%‘i;i}-‘/l'n%Q RABAIEKLG state shown
( 'the /r&ta(mng Spfiag/is /heildh iyl the-hdusing npper- pdrt /161or an undercut on the
; st b L
Sgly}églle‘%rﬁ? Héaae)r/rlll&r?ggs lqﬂl]rhls\ltl%'hy p oapr)tah’ém de, conpound 99 (
)-L/-(1-(5-((1AV-indol -3-yl)nmethyl)-4-(2, 4-di methoxybe

nﬂgﬂre4'l/¥$ aldo Shéws rthaz ah 3303412\) aajl(sﬂable actuator 51 is a551gned to the
F'&)Il n%%ng ele/m% t%l gr ghe getgfhmg sprmé and’ %)%{enﬁ]s Pthe second

( fcopnter - 3Q]er(the(t}ﬁ;eadeld spindtex4®enzyl ) - 5-nethyl -4/-/-1
,2,4-triazol -3-yl)-

2-(1H i ndol - 3-yl)ethyl)-2-am no-2-net hyl Br opanami de,
Cc yatopd1 is axially dlsplaceable by the rider 49 for atomiser locking and in

( Rhe Lihubtkation (dckordingoto SFigurd et ¥Hak - 4irbddyTeicRaAXuRPFEd axially

t Hpéf‘?éf]iﬁ %yytl)e riden A9 fldus displagemaent) beads 4piithe bjoglgpgyelement 50
pftﬁ@@k’iﬁ ithe rel@ﬁﬂ‘@@dt’aﬁoh(li’f the housm upper part 16 and inner part 17. In

é)aktlelpargglbq( é@(céf g 9a Kes pr]a ﬂlzey ampfe St n%hrough the retaining
2- spmmgl thdbhas l@de)ledxbplapeéaamlboupwaedmmempirr@ahdeengaging in a

Parg(ﬁnéK}er%%/sy(lgi Sﬁe ztﬁ)ifsén%elm %rrt] . yso tl}ﬁ_l_ a preferably un-

eblerkingar) ogklpg in the second locked state occurs.

H- i ndoI 3 yl ) et hyl ) 2- am no- 2- met hyl pr opanam de,
d 104 (f?)
i HsFeos: *‘)4%@ h%F‘PtF ﬁrea%aﬁ(e{‘wtomerl ofrgm pping,psed beyond its

perittdd usage period. Preferably in the second locked state a rotation of the

1hHé¥ Lﬁ d’l?' 1%@)1? gb}fs iffi‘%t}gma%;ﬁﬁhhy ﬁd;r [Hn%\%ri atomiser 1 or its

rmetsprmgo’! igblpcked- (1 Hi pdol -
yI)ethyI) 2- am no- 2- nethylpropanantde,conpound 106
(R -/V-(1-(5-benzyl -4-(2, 2-di phenylethyl)-4H 1
,2,4-triazol -3-yl)-2-
(1/-/-indol -3-yl)ethyl)-2-am no-2-net hyl propanam de,
compound 107
(f?)-L/-(1-(5-(2-(1Hindol -3-yl)ethyl)-4-(2, 2-di phenyl
ethyl)-4H1, 2, 4-
triazol-3-yl)-2-(1/-/-indol-3-yl)ethyl)-2-am no-2-neth
yl pr opanam de, conpound 108 (f?)-L/-(1
-(4- (3, 5-di net hoxybenzyl ) - 5- benzyl -4H 1
,2,4-triazol -3-yl)-

~ / A1 " 1 "~ 1N 4L 1N ~ e P T L e o
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triazol-3-yl)-2-(1Windol -3-yl)ethyl)-2-(pyridin-4-yl)
acet am de, corrpound 137

W@ 2Ry02289% (R) - 1- (4- (4- et hyl benzyl ) - 5- phenet hy| P@T/EP2006/008029

1,2,4-triazol-3-yl)- -22.

2- (1H i ndol -3-yl)ethyl) pi peri dihe- 2- car boxani de, conmpou
nd 138 L/-((K)-1-(4-(4-ethyl benzyl)-5-phenethyl -4A7-1
,2,4-triazol -3-yl)-2-

L;M’é %98&61?4& | "Qﬁhﬁ%{%&é 1+€')1 ﬂ@t %ﬁ ’se&?‘[;gjﬁ)léggd_éga?e the detachment of

1t ethusmgzpart31 I org the atomlser 1 and/or the operation of the locking

1%1&&1@@& 8 8r )zsme%&%}&tro% @fruleapdrms@f Nad -t BOYGKede:
conmpound 140

(2S)-L/-((fi)-1-(4-(4-ethyl benzyl)-5-phenet hyl -4A7-1
» An‘ther iRz @mbbdimknt Zhe( second counter 32 does not have a display of the

ﬁ?ohﬁ%?'vﬁté’ ox)( tegﬁf ﬁl OP gegﬁgﬁgp%ﬁg 1P o Glls hg'eded it can be
1,azhtbvedivaitlodut 3ny| proBlen(
1H i ndol - 3-yl ) ethyl )i sonicoti nam de, conpound 142

Hlnrthmfolé,owr)g,lﬁi(@ebn&fénﬁwmb%ms afthe) propesed jagorgiser 1 are
| ex 1a>{hé&t1hylrﬁd%bpséﬂadl Nehérefiftr RO%RTELCon§ORIRO Wakentth? differences

( 25) -
Gompr &% V‘%)ﬂ) ﬂf '(‘@"Hﬁ"e‘nhtaﬁ(}?rdﬁfn% R IE)nlgurgpl_l aank 24and compared with
t rthaawmﬁetyﬂ Jaetondingyo the fickt embodiraehoar@rdniphasisedoThd statements

winadentd B erébre, aprbnassyiingly el pdditiep

1 2 4-triazol - 3-yl)ethyl)-2-am noacetam de, conpound

%‘5‘2 | qg@h'o)%vs(la (%cheﬁleaﬁlé: hlyelw A)f a é)rrlg)/Posefi ?tomlger 1 accggdmg to a
o|Sﬁc<:m rn)né)p ymgnty. (lysyhcpuﬁmg paxf| D& iseshayymyén ao??ﬁﬁb&?%h manner for

ﬁlﬁuéﬂ*at(dd Purpdsést With the second embodiment also the counter device 23 is
i ndo

1- henet 4- phenyl -4H . .
sipdepd b o patgRat Ry b aean B m SIS it A dirttgounter 31— in
L/th¢ hBYisifg (part( P8 ¢flon another detachable housing part of the atomiser 1.

H i ndol - 3-yl ) et hyl ) - 4- (4- et hyl phenyl )-4H1 , 2, 4-
triazol-3-yl)-2-(1/-/-indol - 3- yI)ethyIf)pl col i nani de
c ONpbuhe serd embodiment the housing part is for axial detachment (preferably

;—/aﬁo( BY the (c%nfagnérlk*) irBeaedb18-in! thet sppositd- dite@idny td B8N Mirection of

| eotasion. B § Jensioning the atrpiser §ordheirivesnring 7 i A.rsleppg direction.
adat paitidalarcthiepeotation4fh lthe (rél%)asd c(lﬁec(tibn( is only possible w1th the

8 SO ) SN e+ i

, sunfaoed, 35anclined to the axis of rotation (longitudinal axis) of the atomiser 1
/
hen;tpgv dEfe(:Bz} )ng&%x(e%lér&%ﬂéﬂé th% %é )£l Wk dndbd(&r RMEUPWhen the

razo
Hiongg: pary | IBetshgatated ripdhe dﬁk@sqderéﬁbeama@mg dapbe mginciple of

1538clihed fﬂeslan 5a)£181' tdlease of the housm part 18 and preferably the
Hi ndal - f‘) (l mft Xh e}pz&/ -4AV- 1
,qog&adne% yfpm {ng atom ser the sing upper part 16 takes place.

I-I-Acmﬂmdmgl theatelodsg 12 sinpiifitaitardmiallyconpound 153
L/-((R)-1-(4-(4-net hoxybenzyl) 5- phenet hyl -4 H
1,2,4-triazol -3-yl) é

H-Inrtho lexamplle shawh )thezsh ingssuafacaddyis| foord hycthebagonally cut end

L @ ({fﬁ Hgg %Eb?rt 18. /% com Zle entln% hnch%l%ed sllldhngEEurface 53 is formed by
1,20 adapterayp| Whichy wheo the housmg part 18 15 detached from the atomiser 1

ngﬂﬁms on Y&Ehbushg Gppet Pait- & pOptRt Parde7. Eempdahdetachment the

(3S)-L/-((R)-1-(4-(4-ethyl benzyl)-5-phenethyl -4H1, 2,4
-triazol -3-yl)-

2-(1H i ndol - 3-yl ) et hyl ) pi peri di ne- 3- car boxam de,
conmpound 156

L/-((f?)-1-(4-(4- ethylbenzyl)-5-phenethy|-4VV1

2 4 trlazol 3 yI)

~ I L I P )
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conmpound 181
L/-((f?)-1-(4-((furap-2-yl)nethyl)-5-phenethyl-4H 1, 2,

W@ 2q07/022808 - 3-yl ) - PCT/EP2006/008029

2- (1AV-i ndol - 3-yl ) et hyl ) - 2- am.ng-2- met hyl pr opanami de, c

onpound 182

L/-((R)-1-(4-((furan-2-y|)met hyl ) - 5- phenet hyl -4H 1
,2,4-triazol -3-yl)-

2#%—\;4% § oA ALERELBLAal | }%]ﬁﬁ}f?% 1&}1@@'{%’?41%9 can thereby be

. Zorciblyi m,@@jcd bagk nxially from the ada ter 5
2- (1Wi ndol - 3-yl ) et hyl ) pi peri di ne- 4- car boxam de,

cqonmpound 184
Lﬁn(f?meurs? 401 Sorthe, pRipassz Pf  detaghring dhayhousing part41§ from the
r iat@ises-1yor) housmg u per part 16 the holding element 19, which is not shown

2Lk ﬁglgﬂug@g Choli) e ShAR N SR e a1 Pox
-indol -3-yl ) et hyl) - 4-(3-nmet hoxybenzyl )-4tt-1 , 2, 4-

t r"l"l?ezé))hal?’déc(}hlhl%eﬁtl 'j's'e(%\g% & %3\% RO the %oﬁgfn%%a%f 'T?tam’il preferably

( 21399 coptajrier)3 tbrpugl( thewprineipimehinglined planaseartihrough the rotation in

l%hé‘gé E%%?ﬁke&ron and thus a ainst the tensmnm% d1rect10n can if necessary
él)ls_q:génpg{ﬁqlgrrr]lfg geﬁlerzdentrl (2f tﬁe af)rpoggs:e " Sount ngpérogounter device 23
( ful?)budh ah-alanistHH iotdaloterydtoiiseys, ) didpenders; dosing iexjdesor similar.
zyl)-4 1,2, 4-
triazol - 3- yI) 2- (1Hindol -3-yl)-Ntosyl et hanam
i fagerenp®shdwsss proposed atomiser 1 according to a third embodiment. The

L/ oﬁilgit??%%azrf) 8% stowh T8 G ReXXRRIEH M am 18P Bllratidhphrposes.
;/|5 2-(1H i ndol -3-yl )ethyl)-4-azi dobenzam de, conpound

18Fith the third embodiment the atomisation of fluid 2 referably takes place as in

e TRl sk asd riodimest Xty TN s}lstfﬁhe” G ¢ drive spring

c ohpnwaetra®0to the first or second embodiment, however, the drive spring 7 in

(%gc): th rfi(érhpédl%énff {sza&&écpﬂ?ltﬁg’ dtdcHhBY }IOﬂSIBé }%{ N® and can

1 tlzemfcmeu be cdetaclgdd) with the /housing party 1§ efrogl the atomisey 1 or the
" yﬁ-gp'%ﬁ art2rgar boxam de, For the avoi dance of

doukl)lt gﬁ mrtcal nane and chem cal structure of the

above illustrated conmpounds do not correspond by

mrarggeezo shéews hegohealatist drusd-sectionsoft ﬂn@&rcdsdlg part 18 with the drive
unanpli

cgomen A eceo Bt o i e P plerisd felNFeq e, namely separate

mefnerhabe toasin wppeeiactib@nin particalae witle atprotective cap 24 according
| ' |

Egﬁﬁﬂ%f.f%’ég §1|1{%fodﬂﬂ¥ﬁ1 H{ qgécﬁag?ge*gé F%QQP%% RAUKRE part 18 a

r deakerolike spat §6f1§rnrﬁ£qralple/eméam&edi &mﬂm ﬁ%‘ﬁ@m&Fﬁ In the example

t rshaml e CRTROSPIPe asslshbﬁéﬁé@bﬁctheefrﬁl dide by€the seat 56 and on the

D SRR e et shamby the et pf nﬁlfoﬂp{\%gé 3k, I 4T, spring 20

asantihmecpmnaugdelenfemm (corresporid in nthenthiah entbadidnent at least in

R R S N T

pat hophysi ol ogi cal conditions in mammal s that are
[ e st t

”El It@%‘é%h@%ré&% e:ﬂmleeg«tri]ﬂ{/ @}gg"?hfs ﬁotoﬂr?:gsﬂo'h@é FSHSWEI?g removal of
aﬁbe rmetesﬂ@ﬁ &apett dhe beusiag: pat |1 c%‘ﬁb@& rrague%dt ¢fe or slid onto the
i Wtd%ﬁ ppérep @it 13y QvRéreirs (Y c6hi@inee CB Pt & svithVBtiee first and second
pref erably, ant agoni sts of GHS receptors are conpounds

sel ected fromthe group consisting of: conpound 1 , 3

, 12, 13, 14, 18, 20, 22, 23, 33, 36, 37, 38, 41, 46,

47, 48, 49, 50, 51, 52, 53, 57, 58, 59, 60, 61, 63,

64, 65, 66, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77,

79, 80, 82, 85, 86, 87, 88, 89, 90, 91, 93, 101, 102,

109, 114, 116, 119, 134, 135, 136, 137 138, 139, 140,

A~ A ™~ A ™~ A~ A - — A ™ N
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preferably stands for al kenyl chains of 2 to 8 ,
particularly preferably 2 to 6, carbon at ons.

WEHT022888 are vi nyl, propenyl, butenyl, pentengCT/EP2006/008029

hexenyl, and octadi enyl and theg4jke. The term

"al kynyl" refers to acyclic unsaturated or partially
unsat ur at ed hydrocar bons havi ng C2-Cl2 carbon at ons,
whi ch nmay be straight-chain or branched and con tain

O%%}l@ddlﬁ%h? “ié @&FQ&"H}S%%% Bﬁrtﬂk"@élpégyltubg 9 and brought into

alns o
paaoma@m\mthl yh@ m@ﬂ@ra@ Yhe SFgCYBaU@ £rOBNSestioRTACCRRARE| tesFigure 21

arsﬁoWsoﬂﬁi‘Béltatebtﬂdéane uRfehyioMéd A6mIser! 1 WHIE inSérfed and opened
ryl™ refers to aromatic hydrocarbon systems having 3

é’oi‘PPm‘er ferably 5 to 14, carbon atons, which may

aI so be fused to further saturated (partlaIIy) unsat u

eﬁ%ﬁ? ife a|e to}siﬁg%ig PB@H;&S rpgsﬁirn‘%)p/ ex andeaH ¥r|1"a sleeve-like

armdmrwu:eoylhc: frieatendicfshe hdasing upprdpant|16 arto the inlet opening for the
t I eg e
I%y(le(r?esr %o% @W&%IQP%S}E}HM the ?g(lj\;éf'ggulbg % ; gﬁgdl’)lffers a number of
advanlagehi ch conprises at least 1, where appropriate
aI so 2, 3, 4 or 5 heteroatons, preferably nitro gen,

oxygen and/ or. sul fur he het roatorrs are
T detfier Bl Y ropisiecioqhy the Slests ke SHemiTL LIPS famage.

is preferably between 0 and 3, and that of the oxygen

E@} l&%%]l?(t aFétgn?wg Efmglgntgy g?ﬁ%rs ]%u a‘ﬁl Cﬁf '?%e container 3 when

arconpting te yld bolder part of a bi- or polycyclic system

such as were the aromatic cycle is fused to an aryl

ﬁ:l oal kyl ;.. heteroary] or heterocyclg group

defhendlgevrelike sxtgnsiomis adaptedste tispeabaqitp the hphgng part 18 so that

r nfftudlh uhﬁin@é ORI Yithieed.C Tthus EXﬂnjﬁérﬂ&ulai' during tensioning a

; Eaetcia%gqa{»?"n& of G sepidt et DispeistityRmiissso 1

i soxazol yl, pyrazol yI ~pyridinyl, pyrimdinyl,

Y Vi l i y

PYENE O br VAR5 P GRIULRR Kl RS tm e

r FAETSHIG o rth Qsi saciﬁetaéﬁeylplme h)étthems:ylg elgment 22 ig the manner

| 'a‘l‘lléﬁgy ‘ék?la%ﬁbcﬁbxlé‘(/io&l}o YR ordé¥etotacrit@ tAé thtalrﬂfr)@ actdedingly.
heteroaryl groups have the meani ngs defined herein.

Preferred "aryl al kyl" groups are phenyl-(C -C 4)-al kyI

r dei thalthird wnetﬁahﬁidny tlli@o@mhteﬂ depice2d ot thd funedonality. is preferably

o p I it b, SHPURRRAT shoffe. Xirst Smbgjment. The
ordlﬁ‘@ncnleleusgduhee\&—ryt})at the fiyst. colimgert 2F ms prederabbcpot giranged in the
r edfr%{e ?)f ttﬁe fi'%\gglnggd It tlilglﬂbcfﬁéﬁlg ?aﬁyl%t Y qh tRe tl%usfhg part 18 in the

pre ons. Whi ch

erEea of \ﬂé¢ yniddieeh tm @mnl%meadja@% t@yténeu epesjag @inthe housing
Narel § Fof ROFMMOdating thé coﬂtamé?r3 ST HEhGId@ﬁBOXfﬁi tHerkinve spring 7

articular, nitro 0X n | fur.
D3t dit b B BRSSOy of¢ Rstyestlnton,s or G sofinting rings

mdy, 36t be aromatic. In the case of a cyclic system
consisting of at least two rings the rings may be
fused or spiro- or otherw se connected. The

" Heheeemmyinigy lockingi ot hlooking fincsions gorrespend preferabbbiorthose of the
orﬁ@FEﬂb‘dﬁhﬁ%t""’H(ﬁVe\F&S ltﬂet éoﬂrﬁelt H@vx@é eat Wi’tﬁ iof t\ﬁ‘o counters 31 and

f trﬁa 1‘§ %E}?&lﬁﬂ? as ﬁpd’é’tt‘loﬁr Mgcegsa‘%rt : rpgu,rlpter ngce 23 can therefore
oxapi perazi nyl, oxapi peridinyl and oxadi azolyl. The
tern1"heterocyc|y|a|ky|" refers to radicals in which

the heterocyclyl group is |linked via an al kyl group,

where the al kyl and hetercyclyl groups have the

meani ngs defined herein. The terns "al kyl sul fonyl"
"aryl sul fonyl" and "aryl al kyl sul fonyl" refer to

radicals in which the alkyl, aryl or arylal kyl group

|s Ilnked V|a a SO 2- group, where the al kyl, aryl

T4
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can have asymmetric centers at any of the carbon atons
i ncl udi ng any one of the R radicals. Consequently,

W@ a9poRses of the invention can exist in the fBRBECHERF006/008029

their racemates, in the form afpsthe pure enantioners
and/or diastereoners or in the formof mx tures of
these enantioners and/or diastereoners. The m xtures
may have any desired mxing ratio of the
st r qal ; e r
b% 8%?%@%{ X%Nlltjl‘rﬁle(gr g?gvc‘l\%e? hfofr fi‘ﬁg'hg@%ege%gg m‘:%!am le_as in the
mmimdlmnt Ferprdingdio Iagargsi leand Be conpounds of the
i nventi on which have one or nore centers of chirality

and which ocgcur as emates or as er eoner
o PR A BB et PeTEAn e85y A6 UGV SOURE Jein the detachable
l rlio@stnlgepztrt 48t acerdipgrte thechirdsembodimemastthanwith eich change of

Th
o R B iy g e o o o of gk s JBARL A GRS gffoe ‘di°very high
c multiplorusaopessiblal fasigaee of dhebgrivecsprutgal iandt thms an undefined
£ PREARS ARG 6 atotnfis A6 BohdwofiCldr B 2P0eA! or W N

an optically active acid or base or
derivatization with an optically active reagent such

agn or@ér AMPARce AkeBite CoHnke¥tias bif Viee Hbﬁ@ﬂg) Ipartalii!jwnh the housing

R P B Ak e Sabeq FIS G eBR BB at feast
t hbublmlo@kas préferitdy Ipraeided fopdasthblexafple shewn, in order to detach
dg@? ?@ggég d;(ﬂrt'fg t{a{g)\é Hlto'cﬁ o(?legl%n{snfﬁ *Aﬁahgé&“o%f préferably opposite
cardrcrmu@sbmop@iatﬁiohmtd@neonslymimparmg@s presseddnuZhpy latching or
b'reﬂagrﬂrgaiﬂn\é fﬁﬂ)f Yl’i‘e BBﬁ%ﬁhFﬁ)aﬁ'@hg t8811¥tch eggdlghetammg position

net a % convert In vVivo
t§ gwavirii@lauﬁes 8. o iA%e ingwhich thee hoysiagnparbulfy ipfretained in an

t higterlo¢REd infihinet Hnatheslisiey Wppédt ;ISiart h6 S8R HL thfi dxample shown be

Spj Iyt ventio Var dr ugs

e R P NS P e NG et o

| rhousmg pgdre 1Brtaché cemovedvitrine itlnmho(magumpey pamétonifigure 22 is an

p 1 r  {Hel .

C%n?z[rﬁé'llnlgnk %r %eec'ilo %f f‘fﬁﬂg §a§§1 r &g%g?)\éveéﬂlee%onnect.ldn of the
gm;mgapm't 18 wit Aheré)qugmg(umperma;g 16y greann@f the retaining arms

Deygel opnment (Krogsgaard-Larson P and Bund gaard H,

eds., Chapter 5: 113 - 191, Harwood Academi c

Publ i shers 1991). Said references are incorporated

hertri ﬁ)tohyiscreil ek gireferably designod bethdtntherhdusiaig partni & ahn only be

\?\ﬁ?%ltﬁ%géj“? ﬁg‘ilgo%ﬁ{g;ﬁﬁ%ér epa[rp?g\?\\ﬁggéén 't}pat 8r1U§ ﬁpiﬁg i Y€fixed. This

despresenthiactadefycacasire sotthat the hausing: pad Lirﬁscambeer@moved from
' Qh@ﬁﬁﬁﬁﬁ%%‘éﬁéﬁg lfdjﬁvﬁbnggé/ dh‘v@'s?/ﬁhgaf isyteﬂﬁbhé’& smce in this case

conmpoun S convert I n Vi { ta ol IS rom
arthe BeuyBamaror8 eorldi beeatapyied avay A i@g@ilwt g Rirglaxes.

t he scope and spirit of the invention. The conpounds

of nventi.on i f the v.e a fficienptl .
b logkBitsagic didachment st Appeaking Tp it gomBLL iy pyovides for
oratil&rst aaaetabioles9. deachorevainingdan 6B Has ar gdetycbalh9 assigned to it

gqglfltgbl%i 'tlg }1{1 g&%@f#@&co%gﬁgérdi@@ﬂhg %f'érhé(r%t 57 is operated and
prth¢ actabhipgf armeB wivtikelsy dh@cﬂssl@nﬁd sadetyl, boly arDhs dmstied radially
a‘ihﬂ'ardsoﬁlnl'@ aft sk néd‘ |o§3iéﬁin§ 66 irf! theoileéﬂhﬁké %x%iisﬂ)n of the holder 6.

anes OnIC uenesul foni ¢ acid,

adndordep terirglease dihe aef@rioek Retyreen the fousingcpar @r and the housing

t Rippel QRAAS! kife F6athin@X&ink CS& GGt ballswivellediadlong way and the
mal €i ¢ ‘acid, succinic acid, tartaric acid, racemc

acid, malic acid, enbonic aCId mandel i c aCId fumaric
acid, | actic acid, citric acid, taurocholic acid,
glutaric acid, stearic acid, glutamc acid or aspartic
acid. The salts which are forned are, inter alia,
hydro chl ori des, chlorided, hydrobrom des, brom des,
iodides sulfates phosphates nethanesulfonates

. .y o . o .y .



cl ude prophylactic treatnment or alleviation.The term
"ghrelin anal ogue ligand” or "ligand" is intended to

WO 26021023808 t he purposes of the present inventiBEI/ER2006/008029
every conpound whi ch binds in_agy. way to a receptor
(the receptors in the present invention being GHS
receptors) and induces either activation, inhibition
and/ or anot her conceivable effect at this receptor.

Ttagf gﬁéﬁnsa@?%%o'lPSerﬂg;ﬁQH@d b l%ﬂﬂgva rra<i11l¢111§‘"’lﬂq'arcﬁé1 UG that it has to

I nC €S a I sts, anta

ag@gag@ i1 Hm&gtgﬂeét@enmg@?s@ wgadial displagemant of the safety bolt 59
| iigamh psible GRURE W tedisideld §tbtet SfoW R CGIAPF Rurdh D¢ hand 22 if the

sim |ar the e ts ant agoni st s,
pmpg}g@o@h%w}%ﬁﬁsgatoﬁ%?gﬁ | nverse agonist. For

the purpose of the present invention, the term"GHS

{ t t t "
SRR AL L iR O8RS Stk 6 B BECEI 2 22 of e
r etepiser sl uttheldemsioned istate. &epe dheropmaingsabd dravef bedme displaced
|r ﬁft{)r%g{c&zfrlaa]aé?@&ﬂﬁ%ﬁg Qh%afeﬁpﬁf)ﬁé Eg Fg@?%%é;{iﬁgﬁgegfradlally inwards
adut pheckon syvatlipg sifehe rewipngarmschdes thepateokingglements 57
alalré Idperétedpme,fdm ithe adtEmidee Ieiﬁeﬂ{19fs$atb3célﬁﬁ>@5§@d) ened or

odepiae JFERE “wpiqé%’ﬁg]é%@! Gelaghmen RO g part 18 is only

cqioeslbm inothe GR8R ) im-tensidne dsvatp @fthe dtonbisert kst ed ( at

10 6 Mconcentration) to the degree of activation

(increase of intracellular calciun) of GHS-R la by

1¢Figunes Qdr and A6 (ShQWOS@cU@nGI of@ prepobed atomigerell acoofding to a fourth
léﬁflfd’%%ﬁ\%ﬁ? 'Wﬁ‘éregiafhe:bf':rbl?1 Z)Ia)’t Peid Hawd iy ste@ﬁhrough manner for

artisan due to xpert know edge. The
odtpsiration pUIpEsESent age vaI ue for each conpound to be
tested. Any corrpound of the invention that does not

activation {in creas ac

oot TS riacdim@, cifelidhds, Ses3eGyolo Yk LBEE ghifytiment, bur
aansteathof e blod¢khng lod\tkee spelcaltrbnafftthe rl|0¢leng elpmered® m;theoﬁrst locked
el
; skl ih B it BinboRliherled bRIAHI of B5EEER brafrifly takes place by
arfregruaging of thg retatian omsmlém:part dBtadhe b@%selyg apper part 16 or
ghﬁ@hbﬁmﬁg%&qpﬁhp’y. GHS stimul ated intracel |l ul ar
cal ciumincrease, pre vent such stinulation or even
act as inverse agonists (an inverse agonists is an

| ilgahel nofhal) ualoukedtstate t(ElgﬁmaSD elsehbesinRipadt I®iss¢dupled with the

o il BH0 37 ecBfed AR It ncl BUZiroRlgh Bl Plhe inner part
prii7ndiag gearthaighas ahr@dljn b@mmwganed/ but st ncptr@wvn the holder 6 can

aGfel '09&3 axﬁﬂgh Vgﬁy ot r8BYf i tdpi%%ﬁlrge?( t%llna'tﬁeacﬁlve spring 7

i nhi |tory ac secretion a on ot
pifgBi Beedivc b tspsigaedopmythe ofoyithc embediaenti Biesrejating coupling is

efdreftt@ bySHedns?6f 4 eedpling alegnéit d1i, ﬂ@@ﬁﬁﬁﬁil&r mTﬁh@'fbrm of a feather

ef fec sso at ed.. _Thus
" isSott 45 Jnysligliop L ERAER 2Rt TP P BE IR GO ing coupling the
plopaphhg glanéntefIf argages Akmjlynmryatehe end tin arbedss onttherinner part 17.

| nveng&gﬂin REHSRIdF 6171, [@ferkbf BULBASRiAlly b fn RiERMoove on the

ofhogsipgrpare p8 dn ¢ dispdacegable mansanadh d@uwﬁd tWiéh thﬁ:mmt@rdevwe 23,
t RAtpaRidiflat ﬁleq-ﬁt EBGARE 8M1Sorthdelet6hd cBuRifiPihg 35 to determine the
actlvatlon e receptor as assessed by Tecording an
|ﬁ%¢@d§@lﬁﬁllntracel lular cal ciumwhich is

characteristic for activation of G protein coupled

receptors. Any conpound of the invention that shows a

degree of activation (increase of intracel |ular

calcium of GHS-R la of at |east 20 % as assessed in
accordance with above specification is regarded as

eliciting a proper activation and therefore as GHS

receptor agonist. Such conpounds may nmimc the effects

of ghrelln and/or GHS on GH secretlon and for |nstance

r a o o o o o s Y T
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the group consisting of "endocrine tissue, exocrine
ti ssue, peripheral tissue, adipose/fat tissue, brain,

woypeneesbaimus, thal anus, hi ppocanpus, striat unPCTBP208&)08029

pituitary, central nervous system spinal cord, gland,
adrenal gland, thyroid gland, salivary gland, mam mary
gl and, neuron, bowel, intestine, stomach, heart,

liver, pancreas, kidney, bile, gall, bl adder,

prlflsth@tegtam%% SESwn THE Tofintet A §1t e %‘f’lldec ﬁ?i%?arin 35 has a ring
artery, vern, 1 nmmune cel P I"'eukocyt e, yn’p%ocy e, & .
cseftiom6earith aggamB assigaed te iodiyparticnlar dhe sgupling element 61 is

d %ﬂﬁﬁbhé& agRl l&,od%%triﬁ%egéotioﬁ*%?ﬁi the eﬁgﬁgfn%%étéx
eosi nophi I, basophil, Tynph node, bon€, "bone mar row,
tonsil, thynus, placenta, testes, ovary, uterus, |ung,

advhen Yhe F?p 6815 Atigned wittethe, coupliagrederented 1 or pioofdadies key, thus

o IREE oEG ool LR @ naEbhenl S0 Spf 306l aval direction
c enmnopartisulaf bebausernfdts inherent elagticitlyi-nassladwy e Figures 26 and 30,

i i t
v RfEreby (bast SRE RnBhgom i ih BRIcRE,SAIHY Fh€F Part 7. Thus the
t ﬂ@@ﬁ%rﬁou@ﬂmsrhﬁﬁwwlakhesh@‘FSIB&)P@Ffol%éﬁl@aﬂhoéiﬁﬂ/%\d the inner part 17
ah (2 ikt [cRol "o RRIELR, LD TGN LOTITR, the EiOMiSdiel against
© yoesized paerabighs Hamels URdsINs o Oningof i rBies, | o the drive
supfingehimathe firse leckledoitad. fristead dblgeking kemstirtéfoge,of release or

ool Sl BBl R &etasfing ETRRE pigBEry,
mul é, har e: r abbi t, cé\t, dog: gui nea pi g, hanst er:

r %’thE'EF oned"Blafe ﬁ{eegl&tﬁﬁgé YartS Y& iR MEBLSntlfer 3 can be detached
H

human. The conmpounds o invention pelng . .
ndrrpdpe ihgnsingHinner Pagnk apd exrhanpaedstosm ugys howswgpart 18 with a
amRws WoRtdifeém gl YTk @kehamfddZ €istO¥oantet r3INGs thedli reget, so that the

neeiaty 1lgTnE SpuPiRR beblan e HASTRS B0 Ahcthe inggr part 17 s

t lnacatdd 00 redvehted anidnthie pgrmndttédHBuRba of Mpemtione fofthdlatgmiser 1 or
S i it | ess than
s BIaRRARRHRARS 5 Eohkdinds birBe (R By °0Y Lnd

nmost preferably of [ess than 100 nMfor binding to
GeeifevidentP Cother td%@i(gn SURMonS! A ¥reatin@néhe @6RBLET coupling and

bi ndi ng, the conpoun f the invention can be .

~dleSaNEling IR 57 ek IRFked siale St TP Rler dEeBiuiAg dn dhe fopked state
otahealsbgrssibdd.ent bi nders while still achieving

equi val ent or even superior desired biol ogical

effects. In addition, such a dose reduction nmay _ )
adliguitea@doaisd ¢ shewd sectionssef the fougth erobedignentnwherein the housing
o : . S E ity .

o EFY P iCle Ak For TNIsk:AR0n phffosts A the RolenaRRFt bR is shown
de&tt away asfin grigedhraiighsmaanestios illustesiion purposes.

regardl ess of the dose applied. Furthernore, the

c ounds of the inyention, beingof non-peptidic .

i eonting cqutfioehe copgledevicaa or e peBby fiutigr 32 in the fith
t legnlgsditnent has asdountdr dlement 64avitieh Hyhmygans bEantassigned pin 65 or

SSAUANSPOEb8 ORIl SP Y AL EP N Brbrraby in
i the axead direstivai [Thii durrent ceantes, nubemisayistde 40 ttheasersthrough a
g%ﬁaﬁﬁd&%ésosr W%ﬂg@@r 66 't QM@%@@gﬁngﬁpégﬁyﬁ 365 TheediSplay of the

r even no side efrects. The co .. .
i FPatIngnNemheramhalsode a%&?afg"a?frghr@usﬁ %&aﬁﬁswnb?lswlmﬂan in
I gaeféwlas rathet tHdsshurdbed. and defined herein. GHS
receptor antagoni sts of the present invention can for
i nstance be enpl oyed for the inhibition of GHS
receptors stinulated by ghrelin and/or other GHS thus
decreasi ng and/ or bl ocking GH production and/ or
secretion and/or GH plasma levels. In addition, such
GHS receptor antagonists may al so be enployed for the
i nhibition or prevention of physiological or

o o o Y o - L,
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in denentia, Al zheinmer's disease), conplicated
fractures (e.g. disctraction osteogene sis),

W@ 209p1022898 | ons associ ated with transpl ant at i onPCT/EP2006/008029

congestive heart failure (al onegi.n conmbination with
corticotropin releasing factor antagonists), Crohn's

di sease and ul cerative colits, Cushing's syndrone,

denmentia, depressions, short-, nedium and/or

| ong-termregul ati on of energy bal ance, short-

medi um and/ or |ong-termyregul ation of food | ntake

( dthensacand srouairr 57 in the dpuithrembadigent iy prefegably in tum coupled
elveiel the fitseRBanter 3dst rectony (ghrelin repl acenment

t herapy), gastric postoperative ileus, glycemc

control inprovenent, growth hornone rel ease

sthrhé aixaniplé Bhowa tﬁhbcbahl 65 sljd@/\bh A eihgosiE of ehe drstnesunter 31 or

nggéé F%‘? %‘Iflg A dd 2 ‘Q% 8?\’%%@%@{128% YW&B? Sounter device
s Padpooetatit Tuah permittyh dpcmapng Adterha defined atinaberi of permitted
hg)?@%{r{] rbfWhErbh e 1Sa gérﬁgqﬁﬁ OWh G’PEQQ%IS'%%W the pin 65

gr om nal nt enanc racrures
hypdrle istosun weal ﬁpb@ﬁmwwasrﬁéwal imEigwas /g b, wherein the counter

NeferAémd A %Fme@wﬁhsﬁbwoﬁe 1h8i*emié]ﬁ dietfdm@fnswp i Only after the

SRR B R TRl SR gk LR e pin

strevert & itorstarting usétiorosha@wn mlFsgunerﬁ?mnwhepan g¢he counter element
S I I

ptg#:génffésﬁﬁ f:lé%ﬂﬁ%sm sﬁg\‘?/hg?r {P‘%ﬁﬁﬁ?ﬁg i)?ec’vclggs counter value
i and dtsrewiops pesisiond Qtbersdesigm selufions a1 alsapossible hare, however.
heart, insulin resistance in type 2 diabetic pat| ents,

[ nsul in_resi ncl udi ng N di abet es,
t ypeunes 2§; aaerafi gssilpy\p@cl}ernauq%&epa%ﬁea}qt gffdﬁf pre lefred design of the

r %@Hlﬂ%folf@lﬁb afohiikéabire tHeoswebné Yoekedrstate) i podyst r ophy
(e.g | V-i nduced), netabolic honeostasis mainte

nance, mlk production increase in |ivestock, nuscle

rmFsigllns:tI&e agshows theensteyetnlosk e stetei The wounfer @lement 64 is still not
n

UGG BT T cr S By SOBELIYEHOing cement

m#eul oskel etal inpairment (e.g. in eld erly),

Noonan's syndrone, obesity and growth retardation

associ at ed esity, ast _stinulation, .
31 St Aesndb ek snaats rsacisshhas iR PGHIAE IR certain number of
i mﬂa@tdo@tmﬁadw\aadt iftiezetsantalso ahgertaih aginbér shoperations of the

o oRBis8r o LT R R aBHBES, e BeBlrshthed o Mexceeded, the
atotoanwat glementt 64 nsaJ rtheurdigplaged raxialy pyothsi pin 65 — in the

ki [ —
rﬁ@%\@/eartﬁ?lgﬁﬁ of Fi }]f #g?é‘ar v Enciﬁ:é ﬁHgﬁcﬂSél@hFI element 50 is thereby

e
dpeughtriato ﬂﬁdPﬁ‘é‘ﬁSrﬂPSfttmthPmrtil @r@\ﬂé«?rbﬁktq Plogkingeslement 50,
gftféwélhseh@f @Bméqi(ﬁ?ﬂ lsndiﬂgt slpe Tseéﬂpjfarcﬁd Qfadbﬂlryﬂ in particular

AR VaHIS Bt 8apE N S ihsrapart 17 prfAlvE o thE Rousing upper part 16
i ns bfdoked drycy conespdndmgg tngagegnanit The bieokdag elementeifaserves here
N QB ORLRH gbm' 1 tﬁf@ﬂf%g th@ a{&ﬁlsfef ik flgélg:?ir %%amst further tensioning.

sar copeni
el s qugknng ig prqjerabéjamprignggn Wrs%]eeﬂ"é]@tqr@ﬁe abtemiser 1 must then
t astBchasdf.t bowel syndrome, short stature associated

with chronic illness, skeletal dysplasia, skin

t hi ckness mai nt enance, sleep disorders, sleep quality

i nprovenent, thronbocytopenia, thym c devel opnent

stinmulation, tooth repair or growth, tunor cel

proliferation, ven tricular dysfunction or reperfusion

events, wasting in connection with AIDS, wasting in
connection with chronic liver disease, wasting in

connection with chronic obstructive pul nonary di sease

(COPD), wasting in connection with nultiple sclerosis

or other neurodegeneratlve dlsorders masting

S Y R 1 I
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reflux di sease agents; progestin receptor agonists
("PRA");estrogen; tes tosterone; a selective estrogen

WO 2we228P8 nodul ator; a sel ecti ve androgen recePCDEP2006/008029

nmodul at or; parathyroid hornone;pgand/ or

bi sphosphonate”, and preferably, a "suitable

t herapeutic agents" is selected of the group

consi sting of this agents. Exanples of suitable GHS

s dh, M GATILORR Ablinrk BERERTES b Lolfudy fevice 23, in
upsrtipdacthe Kisst epuptar 3801 negeasasyinise shiresHy bypthyp refation of the
B O s har b g " F e
Si its

| OIdr.A1 538 Take BIGRE Vife SPHESRATRIID FREAEcaRent OF similag:. 5
as well as GHS described in WO 01/96300. Exanpl es of

it abl i - di , . PO .
bR S S ATl Fr R el 8 PihpaRd BIRSE tdcording w0 a
biftfttaeimbeslithenyin thet finkackad stajeutigird eshows the atomiser 1 in the
( Gir9t 02G&R0RAT6ked f1sidl i ns (i ncluding insulin
secr e?agogues or insulin sensitizers), neglitinides
(e.g. repaglinide), sulfonylureas (e.g., glinepiride,
gIpRusEEhPRBufiter P3Z i idedoufle@U@ERi §eédiipting 69€ in particular a claw

conbi pati on e.qg., glucovanpce), thjozolidipnedi ones
( Eogplfi oty fEofist i) 21 ab kbt A5 BuihE EpGRG state. In the
PRARmpIl®BRoWgan bottom FRAR7Gathian cagdri diisen BPARe first counter 31 is

al ph . i St T12.1 nhi bi .
PR RET BV Ry, FUR Rtipp 17 9 T ROrRE 36 sering 72, 50 that the
t sheB ) 34 tlwedouplings 69acngages, 8B thesecgndicayoter 3k a driving
Pefﬁﬁggﬁ,'i sﬁzﬂigﬁl%} wit! Ql]g Qiggﬁpgféfh/ h73RsRthi 4886nd YodkBA 32, which for
inhibitors. Exanples of . Itﬁ e anti - ost eQpor osous

adisrast radates a4rve BgH iR he ROYSIPE UPRES B unds of

the present invention include al endronate,

ri-sedr.onate, raj oxi fene, calcitonj.n, non- r oi_dal

prﬁ&egf‘ivﬁ F’Egez% oA JENCs £33 SRRRINE JAHg) (gt;g[m Sgeond counter 32.
c Areferably e iwiweyer.evipaor indernah omi external RAreadniti diives ghe counter
S V, : 0

c SIGiEANE Bt AREA RERBh o RAEMALRAE pboTEHlof e counter clement
arfd m%m@m the sguntes viabwe ude pariadabalsadn e fornnof peolour coding,
COUMINIGY Ghifabe- Rifem@Necold Sfun®t BPC e is visible through the
endo anna inoid receptor antagonists, e.g. CBl

r EEFPY O%nt agoni sts such as ri nonabant

(1H Pyrazol e- 3-car boxam de, 5-(4- chlorophenyl)-1

sl S2s; P e Y St Gl isdirding yto the fourt

Srubudinen; fuSrotatiegt cading, Rs1it, caPRcisnsgdured againgt otation the

Sk LTSN s M SR8 4R s

1pl es of suitable antinflammatory agents for use in
conbi nation with the com pounds of the present

e BB F Araeeond KRR 88 fFigrd ST E5 g DR Sppned and thus

i rthé diriving conrdetian BéBAEES tha fipstrdoantdrriidoamnd Hecsavond counter 32 is

i ' i . Vi .
BRI, BT A SR AR S o 18 and i
.a_ntlag'o].pﬂrgtl ,1sirnlegg¢d. 1 lgmlag@m'pgq:(.i, bya}lmpgn@mg@aps in the rotating
| mrg;?i%d?igﬁgﬁgﬁm 91 Swhich!ih RETRSI 6P sédHMAOERES states align with the

ga ant agoni sts, |CAM1, tunor necrosis
f £OUBling me&?ﬁ hgpHicsthafy i.agsq Rah s souRIE aﬁﬁ’%’&fﬁm release the
Prax$dlagt gageinens Y ahesess imtidoirinet parb P esdnihdeshaft 70 through the
cl of azi m ne, CNI -1493, CD4 antagonists (e.g.,
priliximab), p38 mtogen-activated protein kinase
i nhibitors, protein tyrosine kinase (PTK) inhibitors,
| KK inhibitors, and therapies for the treatnent of
irritable bowel syndrone (e.g., zelnmac and Maxi-K
openers such as those disclosed in US Patent No.
6, 184, 231). Exanpl es of suitable anti-anxiety agents

N o a1



Exanpl es of suitable mneral ocorticoid receptor

antagoni sts for use in conbination with the conpounds
W@R007H0228p% esent i nvention i nclude spironol act oPEI/EP2906/008029

epl eri none. Exanpl es of suitahl3g phospodi est erase

inhibitiors for use in conbination with the conpounds

of the present invention include PDE Ill inhibitors

such as cilostazol, and PDE V inhibitors such as

si n e

S OHEGE e oAt AR HH PO RAEESAR 1 9na ety

i mp@mth@ﬁoumgjé% thyrotropin, polyt hyr oi d, KB 130015,

and dronedarone. Exanpl es of sui tabl e anabol i c agents

for pse in co ation with_the conpounds
1 TBBR Said hRhe hots st 1 8SYidh (v Eelaion Spehe first counter 31
E>C@leb£%x0]ﬁax£§dﬂ ahl theHtadeosf MOSrsth Hfdk]&d&ﬁaﬂ‘ew whegein nthe driving

" ROBRERM ellbch, 'fE RIBRUALE, PL AT (BE SERON counter 32 s then
saqerieatdi tharesyplatgeis tousradosedi again |andrthe|rotat1|ngmmm¢ct19n is again

ri [ i

| SE0BAL RPLORAy SORMAL ABSsccha L par 18 and the i
z Pagh P hsndiso thy teasioningor Qp%r@wnﬂeloclamr%@ssét r ol

acetate. Exanples of suitable therapies for treatnent

of Al z elmersd| ease .and cogni ti.ve disorders f

i G e e dries s Fos cregling, B ypTained or similar

i rfumtiormrarelp@hmﬁte donepezi I tacrl ne, revastigm ne,

5 .

Sy I TIPS o e proose

K@Nozsislgr dck&eresplaamdrpwbsrem 19uparabu@rt¢$@¢mpﬂle@lffe®¢nces compared
Rk rtefo (ﬁﬁﬂb&ﬁléﬁé? Qfed&ﬁﬁh£§§edJ el dtateRIEAts made previously

nat i on cQ un e present 1 nvention
i rﬁ]éq:rﬁ&fer?@l’b)t aefoxd ﬁkgg)f epn a‘i‘\%‘ﬂ&flonl n receptor
ant agoni sts, M.1 B agoni sts, and GABA/ NVDA receptor

antago nists .of ,sui nti- [ tive
2Jbnte P e SRR it oo Sa/3F aseBofh i s operational
t Hecking sadtprefevably iatso fotatierdd logluhgapmcmwswged. axol , FK
506, and adrianycin. Exanples of suitable anti _t unor

ents for use in conbination with the conpounds of
ﬁi@rmpé@@nt rqtatiendaliloekingdn dae example, shoayn theequater device 23 or its

e@@é(‘iﬁd 6\Riter 92 %?E?dté@tl@@o@lﬁh@%rﬁ&hﬁw milﬁﬁaﬁfcular takes the
e a selective estrogen receptor nodul ator for

u?@rmr?f@orﬁfﬁlﬂlé‘gtﬁpéwg\mth the conpounds of the present
i nvention include tanoxifen and ral oxi fene. Exanples

| tqr .
f(};heuuﬂshténgdﬁac n%(ﬁ %8{ bg ﬁlewgqq{]n??rh@e\égg §§ uo% S{'i‘ﬁg“{eg&?& counter 32 in
prtle@ enamiphes showorisiprovidéd withrandins paﬁm&aru toothpdawhieel- or pinion-

1(5('3 |_g%&ﬁé‘fﬁent &&mnM?Sj w%”&an'—ﬁé drl%en W&si‘é)ﬂ:@ 06 ?&Qi)ons cams,

(1@99&) or [SkEHT éﬁobﬁh%‘é{n)aaWhEhaalﬁ ﬁBn tﬂe 9@ the housing
| pperpanate, Qﬁd‘%hi&htd&oﬁﬁ QUEHISbO Indved ﬂélzﬂﬁ%ﬂb the inner part 17

T A A e LR R v s

V\/|418h Theerotaxitpoofthe inhet partdr7esedative m/ﬂnthmmngmppd:repart which in
t

ﬁ)égtl‘l%tlflansoq)@l) QSE&_% th 2{1833?%'5%&9@?&5{]85&%65 edin tﬂe é?(ﬁmple shown

dgtrefenablp dnbl8Wnsseps —oalwvayadakessplace inrthe hs@nm dlre¢tnpra of rotation

iR RFORIRAAS T8 colrBEdiRiiie (ORRioR of e (A Gindle 48 and

are use or t treat nt and/ axi s of
af%\*%??e%??’&ﬁ%l%?%%?&%@?%’&@%@? e nglh hysi ol ogl cal
conditions in the formof a nedi canent, where such
nmedi canment conprises as addi tional pharnacologically
active substance an endocannabi noi d receptor

ant agoni st, preferably a CBl receptor antagoni st, nost
preferably rinonabant (1H Pyrazol e-3- carboxam de,

5- (4-chl or ophenyl ) -1-(2, 4-di chl orophenyl ) - 4- met hyl -

- pi peridi nyl -, nonohydrochl oride; CAS Regi stry Number:
158681 13 1; SR—141716A US pat ent 5, 624 941 ) and as

o Y a1 o ~ O~ O~ . o
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ous or nonaqueous carriers, diluents, dispersants,
emul sifiers, lubricants, preservatives and flavorings

W@ 200g/02288%enti al oils). The conmpounds of the | PUBEEREP1006(008029

can al so be dispersed in a mcrgparticul ate, e.g.
nanoparticul ate, conposition. Non-oral adm nistration
can take place for exanple by intravenous,

subcut aneous, in tranuscular injection of sterile

aqHﬁgﬁlcﬁfafro'\LHcfrﬁ%l %h@?@on(ﬁngﬁﬂﬁb@P éer‘ﬁﬁ%?' 8perations and/or

swp&mré 3 leas, mmem:laﬁdr éh)l/f; pdend9 sfer axamaler@r ggags of a finger 77
f Qrdiinslagl-S ea QR§iIRES twg[&k@;p@remmrﬂtﬁo fidh! Bt Fosifon shown in

rise inert materials, gr adab
o Byie: Retpbacd s6 dhach Bl Hboungorch igapb e plofRisselement 50
r u@lb&rplad:mmm/hgl danl thed®hghgs irph lcoﬁespormam:ebd grbove or similar of

R RoGeinl, WBR e A8 ] Ber Y Bkt Byl orgon of the inner

dlmmthgdatmc tottheratamiseall endrihuato gre howsingwippes part 16. In this
I
V%F}ﬁ *1 al2gm erﬁfsElatlbggngsis %ﬂge:\)legggg ul'%étsgég?éé'd?egeen explained
tmsgl k&b‘é@e %rm,la{Oﬁmrtd@mg@s e IOVRYER 8o ppgsible.

eqaNRE QixtRaAEhESHimeh ¢hél afRAReFMMYhasad YodNih 'd@vite:V\'0'8j for operational

ing.on t and/.or sever
OdnE SRR Wi partian B BEner dy danertednty B fycihlycontrolled
matiding neethanissd, ad Ie&plalhétia 1ﬁgm4oregeiwﬁt fuithelywai dit particular the

a']?%l? ﬁgt &i ff}/ r{o >ﬁe ﬁ?sé “@%ﬁ‘ 518 sggorw Fc?ctkg stelt% lbéks the locking

mﬂmnmmtc&qugthcmtbmlsﬂrﬂemhlohe rawmct operfated t(btmgﬁmdd@itvery and/or
t RgorhMEBhITTARY or additional pharnacol ogically
active substance. Adm nistration can take place in a
single dose or a plurality of separate dosages. A

suhttaeles(amplé showé tife 1dokin dgm%mtfdeem haothe.106K paet 40, the axis of
en eas

coiCt s dp Perac e G PSR Sed R e L apThe FGhefing, rotational or
| ensvemert @dslidfi the atorpiier nig cmidotiecassignedctontl part 45, the axis of

aﬁ%ﬂn&% 119?%“&%19 bé rﬁé{/ 'f)ter gh?&?}&v\ﬁi ?Q%\tloﬁ o the longitudinal,

er aspe resen rnv
pﬁatamébor omvemﬁmcasms obthe atepniser hgThe lock part °4T has cranked or

PHBFdIBIAh 89 nEht, Bhe?é b?'\’tﬁe %GHHBI thft A ak §Adicadsin Flgure 32. In the

gﬁhﬁ%ﬁ{r{} Contgpiocr:lgpa@ 41 zecrgégeg 1r? g]atttg;%lqg;rt?qg(egrgriﬁl ;Qlku?g element 8
13ndihe hblsingtuppkr pait8l 6,143, indlatedlin the,scBSmafld se&fon according to

igﬁgﬁ% 33zgl‘h§2§n p%%t‘lcuj%r cﬁél?laﬁ%l}a}%é loi:ging‘sslen%efit 825 in this locked
53tate4lispiacedomdidly, rdtives gy tieoholder 6625 agesulsof v@Beh the holder 6

6gs 1&Sced%%alr§g an é)gltwéx}ily g@ecgegi m§§em§§t in prgugg 33 %‘?r delivering the

oAluid32 and pyessunigatiary orggtomysatiamo Theolock g_r@e'le_mgnt 8, which is
?efel@cﬁ p¥@6ndeaCW1th h0fleabekeylddth oslté-?sldelﬂcﬁthellbékmg or the

ék ng 4113%hn%bi.lf m]ltélzrs loié t%gezg tolll%%dlsi?ébced fgglallﬁlg trigger the

13RessidiRatidrt br atbhisatidh3 and‘ilsflthetélt’ére blogked 47, 148, 149,
150, 152, 153, 154, 155, 156, 157, 158, 159, 160, 161,
162, 163, 164, 165, 166, 167, 168, 169, 170, 171, 172,
1Hgue7a3 shows famber tiezcranked on forciblgguidaice bysthe aasrol part 45,
1%hﬁﬂ8]r5refl%l 1§Ku%af$'l:§8dla§% ngﬂ?dfd”th%o ARRefen 189 d1|s laBement or

further " as e ceu 05|t y
adamreﬁrmyt 669?# P%‘é%dtl aef&&?SSo‘?ée E @aftl 1a| ly
acceptabl e carrier and/ or excipient and/or may
conprise at | east one further pharmacologically active
substance. In a preferred enbodi nent, such further
phar macol ogi cal ly active substance is an
endocannabi noi d receptor antagonist, preferably a CBl
receptor antagoni st, nost pref erably rinonabant |
1H Pyrazol e- 3- car boxam de, 5-(4- chlorophenyl)-l-(2,4-
dlchlorophenyl) 4 nethyl N—l plperldlnyl

o - L
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speci fic design of WD 97/12687 Al (Figures 6a, 6b) as
well as in Figures 1 and 2 of the attached draw ng.

wabhw7a2808 ser has as a reservoir for an atom SPGHEP2006/008029

fluid, an insertable, rigid cqnjpainer with an inner
bag with the fluid and a pressuriser with a drive
spring for feeding and atom sation of the fluid. For
t he purpose of conpl eteness of the disclosure of the

DISEERL 2D, AR ep LSLAIRIE ST A TARIAE Re 78 in e
9llpekerbgtam. Thedovlopary 4 b enpreAerabbizgeidgd|ip a displaceable manner in a

di REERTH RoENERG FOFRES ina’aiemnhe} gﬁ&a 7ta@1d%;12]§r%aﬁﬁnel to the axis or

with a ressure
t dongfudipallgaThen pmmca?arvar% SharetGomralfagids & finfypart guided
vdhweriftieral®y yuriin n?eécwse or gfo@rd §preferatily alser fobmed on the inner

A D bt 1€ Ttsery "BRPRIEIE SV Eablo cor displagegble, more
ardesaitsosfowhidheard popyided mﬁh&\folkiwilmgve an aer odynami ¢

di aneter of up to 20 mm preferably between 3 and 10
mm_ The di sclosure there further rel ates preferabl

anl'he eentselrpatt ¢A hascan pra2 which exicrdamefothgiarea movement of
aRRE PdergDehy sl%&ﬁnlﬁ ‘Flgdﬁ’léé 3% dff 52 WH@chﬁélrpdrﬁﬂlSltaﬁo has a radial

and appr ox{ mat eI Xi mat C
OB, OR prplestion 83 rﬂfgua?&%@av%@w S d Thgures' ST $1'nd 32, the
predinerod playt Metwﬂeﬁts&ﬁ'naﬁd i50i0. partieskar ialitseR)vedrsposatgn o that the

| Rl Bh S s IR ARG o LT sty Bue AGIBE 7RCc

for the first time the known atom ser is opened by

d%lﬁﬁ'ﬁx%fﬁré QHWm? 'téquﬁ@f En@:ﬁd)sftﬂﬁl m&qﬂ the illustrations the

contalner 1s Inser Ser

coidesi hRrengagepanish thy arme %miydﬁpé@%ﬂ)@hcmféﬂl €lggment 45 in
C QiHrBéwlar dhz?gdn@ﬂ?rtfoeﬁs [Igﬁefdi*ilﬂ?ds)@@hdrﬂl dirk&gort Qﬁ‘t(q{ermon in the
we

f th h

Bl B cEssf By Jbrths' Dial AEREIOR GRS, Thls pushes the
t propction B3 inth ¢hel rumeingpath @rqdand @71 smshatneith dhe further or next
f lrrggagld)?ﬁg‘fet?@ 1%&1&%91 tl'?trgla"i’lv@r@%ﬁ% i’lSunggr[H)%rgr Bfmt ll%ethe projections,
d i capIsadegeor ISlmlltllh natt haveer owthﬁ ha)ugmlgotmmsmaéh engags with the
t frﬁ-o H@hr& AaiMRe 4WIE to ARG w&a:etﬁegeemgem&dvﬁ@ thd B&xtrol part 45 —

oor IS

| .
| b issaiie REvnoRsentiali if ghe sirlimitatnibhsiing — b Figures g
rmnmla?.z ap&reaﬁ lan- edlative acHien@net pamrity inhthe faksigded pedebs or groove

RS AT AP pUPEh B ISR R ncineo
a piancz Bé formed annthetdopitred eazis4 2 0r aepdeolsuitable geaped connection to
CqR ah@ﬁf leElhﬂﬁ" ?ﬁ?m%?ﬁéﬁtn &Ofhd ggclﬁt Bﬁ?tsﬁi lfe?@ ﬁﬁ:refore to a

exc ange cont al ner an tom ser

caHspl ﬁ%m@l@i ofcthgdesk pext 4lothatds aulpagy e%ﬁ@rlqlbéparallel to the axis (in
qulgﬁfep(’md'u gvalE@s )2 0PHlis 08&ftlehée Abf dhé@érﬁéﬁtsalsbb@ﬁiﬂeﬁg with the in

dew‘ﬁg“‘%éﬁ% g%iga%st nhet B beRrictags £t biAckine be older 6 in

i thpaendionddstatoin auth ghway ehauthe licknpared 1 aepagds g this radially

opivangabed SPCif paBTE pen RE S0 FRPATACn P lhe housing upper

t tart tlife or cinathansuitablacparbust wgdgrata stcbfev'tehﬁleadgﬁr@brlockmg of
I, is prevented, in particular through
aqﬁﬁ%‘?rﬁg‘cgf%ﬁﬁ in the formof a spring. DE 195 49
033 d and the correspondi ng US 6, 149, 054, which
represent the starting point for the present
i nvention, disclose a nechanical counter for a dosing
device for the dosing of powder, liquid or gas
subst ances. The dosing unit is used in particular for
atom sation of a nedicine. The nedicine is contained
in a reservoir which is pushed into the dosing device.
The counter is arranged in the dosing unit such that
|t ~cannot be detached The counter alloms countlng of

Y o o
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manner which can, in particular, |ower the dosing
accuracy. The term "operation" of the atom ser can,

WQ\R0R/022888 present i nvention, generally includePET/BP2906/008029

w thdrawal , fluid delivery, preggsurisation,
atom sation and/or tensioning of the atom ser or any
ot her mani pul ati on of the at om ser associated with its

use. The term "Il ocking" or "locked", in the case of
blblgmceﬁ&ﬁﬁ% alrtrqzé\f}gh'tl?ﬁoﬁé} dag{ %l eﬁ(fklt‘?@ﬁ bl %i#)ﬁrﬁ 1Hqilgu1tet§%l and 32, is

dupgefﬁ: Enemteaﬁloaedrtwent elaptic roanngr apdr tbms pyrpose has, for

lé‘tth@rb fin Wﬂgrsﬂbhﬁﬂlrppfﬁﬁé‘@m THe ﬁdéF Jlg%an ithen displace

order for ex xf bl ock . or preveeé %‘I‘fg sa

opke PNGAl PREAST Wil @wdpdﬁt@ratesﬁpg 2 b@ IngFighre 3% upwards,

coghRisOete foles aEtHIEBpring athe@shousi ng part or sinilar.

O particular preference is that the contai ner can

only be nounted on the atom ser, renoved fromthe

atTdm' perteasmhmg ol dheg edntrol IparthéS o ube lgwsaraxianposithon serves in
Y

8 R

c@ﬁnaph@«artaﬁa betore dhetnsedefeadc sumber 1od gantainersognoperations has

PIyR¥h §&€schadconpr ehensi bl e regi stration of the

operations of the atomser with the respective

container. In particular, here the counter val ue

cdnnederye seeart thercotalobpard 45tinehe liywet dxial positiah @arshoulder 86 can

checkin f xanp 58 i rq. .

< S Pa e Shick LR M RIEAREY irllnghypols| @ Bdsion. Only then

i vdn ke geriphgrahutvveurent or dispiasement of tee ponsselpart 45 take place.

i nvention, the counter device is designed in such a

way .t hat the atom ser is |locked a alnst further
ag!rtatthsnp%rmeéal meveRent o ihe gondrol ; past dgr thenpgecess or groove 80

C%'M Agth fHe FReS V9 QR thé 16ck Qﬂﬁ(‘éplnirﬂpﬁﬁfoularf form guides such that

nun 0 tai ners neces
f.!,%?‘?ﬁ%%?‘?é‘u risclonB 84 5 &, deT s RN o 1 paR e in a cranked
vmmztmteln e moved rthere akaillyarpwarde —haenthedack pdsivion.
exceeded. The | ocking under these conditions is
referred to in the following as the "second | ocked
s tReeoperatienalt lackdlike thaoptenaotatationnl deek,| preferably can no longer

! %%v&l‘%eﬁ'a‘ﬁﬂ' tﬁué’ REARLto%h ﬁf@e&é’i’ﬁfeol‘b%ﬁu%aéﬂﬁé atnH$&: In order to

Sl nce use atom
pEUATaNEst htﬁ»meetﬁe g é‘il%tléﬂ?% B%ééocm beBlockeddn the lock
?gﬁ)&nhﬂlvlﬂﬂsttﬁkésibﬁlcﬁam partenlar b@o@kldg &hé ayn@iol tpaet 45 in the

nunber nt, ai ne ady used. or th

pa e tiam i SRRl e Rl e K lECH) A S fock isition Jnigagtioular by
steagegémoentaoff the I«spnggeirmt&fnm a squispendang necesh 87 tom stmilar.
operated to trigger the delivery and/or atom sation of

fI uid,_ to be |locked. This nmakes intuitive use easje

rchenfiks sandyor secand: kock rdatgs depening amheedasian af g aatomiser 1,
tt&gnﬁ(tnq;e fS/erded. | ocked. Alternatively or additionally,
tensioning of a pressuriser or a drive spring of the
atom ser in the first or second | ocked state can be
| dekleslild Bensrallyslee nmeeneioned ¢leat with sheipeopadsad atarniset & the container

a 3?%6 3’6%1%‘?'333’ hglpr%%agqme Filrtg :1t u% § ﬁ% 1ng(§|§)ro?$t%{1\/%|t(¥ tBE atomiser 1.

at/bcmm’émgl)n thédreonlainzr His peeferably mckqwrateawnpmﬁmeHowever the
%hﬁﬁﬁner | $ah nbﬁs‘f%eﬂl)ﬁlalls%’vsbe' Roithéd V(ﬁréc@%mb&f 'tlﬁ?t kRiser 1 or a

ocked s user. According t
a|¢9mpm19@peﬁ&@rﬂtpw%&rht av/he p@ﬂ%p?@cmtecarat@ﬁént@rf@&@mmlser 1.
i nvention the contai ner has an operating el enent of
t he counter device, so that the counter device can
detect a novenent or position of the container
associated with fluid withdrawal, fluid delivery,
pressurisation and/ or atom sation and count this as an
operation of the atom ser. This |leads to a
particularly safe registrati onof operations of the
atontser and accordlngly to safe countlng Thi s |s

. s o o o o, Y
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Figure 11 an enl argenent of a section of Figure 7;
Figure 12 a schematic cross-section of a section of

W@ hw7/422808 ser according to Figure 10 in the fiPGI/EP2006/008029

| ocked state; Figure 13 a schengtic view of the

atom ser according to Figure 12 without the | ower

housi ng part; Figure 14 a schematic cross-section,

rotated by 90 conpared to Figure 7, of the atom ser

WA a"l’reﬁﬁf OHﬁ*:nﬁBHQ& eirnd‘i)wdﬁalh%'ﬁthfégg ﬁ‘g\é&ﬁearrl@og uﬁﬁﬁéiﬁles of the

a schemat

atesthoskiment desaaibed ¢an Ftsglheecqmbwqdhwmee@ec@ihur as desired and in

CpdRi@Nar Edrobe ﬁsé@w@tlﬁtﬁemﬁat@?ﬂ§é’&%@¥dxﬁg t8fFi res 1 and 2, but
se t|on of part of the second.counter Ecilx%r in

withssimplag geOWier GEUBICES, HSPENFSSRT e

cross section of the second counter in the second

I d te corr.e ondln Fi 8

SRk RedtyRafiftsh aRAPE, BE sliBitet B8 Brosed §bffsdiol Is preferably
seicsmgdeémd»bdltrmsportﬂblgumeparﬁcalaschemanoblle/nmnu@f daV1ce
proposed atom ser according to a third enbodinent in
the assenbled state; Figure 20 a schematic
crldespropesed pelutipn senorotzonlyer useshigl Hig Pamisest | drgeribed here in
atd@fﬂllsﬁlﬁt AES A died atdinfseAUsEinhlerd, sUch abpohaiet il €8 r so-called
in the I|ve{1§d state; Flgure21aschenat|c
c MBRlEr SCdANYF S he at omi ser according to Figure 19

in the un-tensi oned state; Figure 22 an enl arged

1 S .

ecCE 1Rt pRca b o kel HERISIAE in papicufey an aqueous

| rdrug]efotmubmloned{meveg, appier elrag fanng?utl@mgw ag@j yispension or
ofihilI Uy 28so be GifdtveP @ schematic section of a first

counter o?l an atom ser according to a fourth

enbodi nent in the unlocked state; Figure 26 a section

OfAddM?dl@thm H8ési g@ Vagiano (e ﬂgl7d ® chh glll!s“(ﬁcé’rﬂ rise ﬁ)hﬁlcles or powder.
res a- ¢

f | ock
s S50 o RO P R e v, i
apadidlilaga tdisdhiagge @p2bingn(noar showa)soraa dsed hgomels(ng shown), for

, . . . ; !
g éigg?/gﬁn r@%' lﬁ_uﬁ 9585%%%& f}n E)lgE nﬁﬁf‘?ﬂ? &8&12‘1&)%% 13 can be
t lpsoxidednbhe @pu@aalﬁlatvent 1 tputhen 2sed ferctherprefezably parallel feeding

Cro?%%ntﬁ@ﬁtt AiPNinCbrdRr %@%Eh&ﬁté’&r a8l1owoRPsie 91 dsafficient volume for
cording to .a odi nrent. i n_ .t he unl ocked state;

Fl et '“@O‘“&P%‘Bh%‘ﬁ‘ﬁppdngﬁ) aouWhpiece,h3of the proposed

atom ser according to Fl gure 29 in the first or second

b et B oo 1 SREAERA By e BldnePlenPeas

t he unl ocked st ate; Figure 32 a further view of the

P 3[9 eﬁ)enat | ?et%ﬁ%@rgdrﬂg%ﬁ%}}tg ﬁ%ﬂycﬁ' ?t;r(r)nstggﬁoﬂ 9f'the preferably

I‘OSS sect | atom ser
adeeftlgmat; fhugd %uagwléteshASraltq@éyfmelsttorts:ﬂ 83O MAY| Rscaqitgous, or non-

Sta@h@odlsp sélu€iofis Imi LRirés) retﬁzhﬁ)lfc@ﬁ@alﬁifngsbﬂ‘sbl&'enﬂﬁfébSfohlﬂﬁlatnons or
sane..re correspond
c oHBHRE BTEfER 4Bt EpdR ey shaelan ForpaSE Berhg st or:

arrived at even if a repeated description is dispensed

Wi F' n

at/%)ggn %-r%%&ft%cjall?f gct"f\aé }%Wsﬁngéa‘s?mbaﬁ?égtr@ea% lfiﬂfms or substance
efrﬂth;lar@iSoubalphbr ﬂ@@egundaarqam@clmaucbra%mhal € mwramolecules as

Scdqﬁméédcu’f GHP‘ qs 903 a&?’@”Pteﬁ'ertaBFy ld[ib§tﬁﬂéés°%ﬁ@st%hé‘é Formulations or
g§re 1) and F tensi oned state ure The d which

atsb‘ laBresimindures PAthG FgpumentsirgHRi 98 tracsipeaes are used whic

| rHagk eppHOstiowy ikshpisiiaaadhal fidldhout propel | ant gas.

Upon atomi sation of the fluid 2, preferably a liquid,

in particular a therapeutic or pharnmaceutical product,

an aerosol is formed which can be breathed in or

i nhal ed by the user (not shown). Normally inhalation

takes place at | east once per day, in particular

several tines per day, preferably at defined tine

|ntervals accordlng to the |IIness of the user
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When the drive spring 7 is axially tensioned
(tensioning stroke) the holder 6 with the container 3

W 702898 el i very tube 9 in the illustrati ons PGI/EP2006/008029

di spl aced downwards and fluid_349s sucked out of the
container 3 into the pressure chanber 11 of the

pressuriser 5 via the non-return valve 10. Wth the
subsequent unl ocking (atoni sation stroke) of the drive

spring 7 follow ng operation of the |ocking elenent 8

the fluid 2 is placed under pressure in the pressure

c Rarbienlanly, preﬁermbﬂn tthis erntexiense pharenageuticl ¢arspagitions selected

ClfeeR0aOng tRE dhficNAine? giks, I&tmvrﬁéu@@fslfe.@marp%s 1é‘sterase v

dri rin .and 0 es as. plun
prleéﬁhﬁ%s,plv«i&f o alatisR A SEORR st oty agialrgics, ergor
naﬁkzilendlZ debiyatiees)s wiptawdsch CGRPs ahmgbaﬁads | nph)o@hodlesterase -V

¢ HoRSors. and2oBpRiahy of aPlhe shoshaest et bigg! Rk Petamimetics
alpieadgmtbémhlrmgcs i bedbetantihetigegiphss rvg;tlaﬂepg% Inotthe case of
S RQbin& @b zﬂh@éﬁ Jﬂ%eofatﬁé Rfve lﬂbst%@é&%r@f&bﬁlx%tﬁﬁs chemically

suck ed In via | east .one air vent

nOURE; water. 1éntwh@ha¢r&ﬁ -§@RtaNiRg ACH VRWDRIGCep By Prderably used,
1ﬁisﬁlﬁﬁn@p’reﬁmﬁbn§@ﬂn fhe formoss CombinelPreparhBdbRs i n

relation thereto with an upper part 17a and a | ower

part 17b (Figure 1), wherein on the inner part 17 an

i T heaflhidcod f@rmm?atwii agcoogiapadithg ime@nsiongnight cod@in Gadditional)

2 AP O BICHIE ety S PR BBt GRS philidbly

chﬁlqctﬁ{hfrt)nbﬁhoaﬁgrmrpsexchangl ng of the container 3 the
housi ng part 18 can be detached fromthe atom ser 1.

The housing part 18 can be rotated agai nst the housing
u L ergicaiwherein it takes with it the lower part

17Aomﬁ>éhd1imergleﬁl pfefeﬂftﬂy $dletcredtfiemi the lg@élﬁ]ﬁ&d)rOJistldgﬂof fib&opium, tio-

tﬁql%(bﬂ‘?:flflvcgip g?( &gugﬁ)r?ﬁlg‘f%mlg{&plgn} ﬁonph%, ép(qagroggumbromide,
d iglpadpyoronivinsflts, tospanacldoridg, tohtereding 2j2réiph8nylpropionacidtro-

ng)\éﬁglegf(ér%ét:ﬁggp&ﬂi'@r 9%). Hﬁatﬂehy &8},}_.1%?1%@5@&51}13@%%ethobromlde

stQaﬁléOt(h% 2ddiphénxm1d1@acxdscs>pmsmrdnédlobwmd¢g 2tfheoro-2,2-diphen-

atwaala@tabfalﬁo@eﬁ&%fer&ﬁém&ﬁﬁﬁid%n3%1' ka@étramﬁ)rﬁeﬂilwm&openol-
IS NDV mte into its

ve.S
S cserTahabaidsn > S det i orbpRaldldcoptiedids she opgomide,
ad.4 nhﬂmdxen&ilaakieropemlmt-nwhob@mihle 4 ghdifbuarbgnzilacidscopine-

o SRBRBEor o, B i Ayt 2o oL RTER R MG RORIPR. 3.3-ai-

arftuarobermiladiglsoopinestet-apsthobromeide s-dydrexy-bweren-Pwarbonacidtro-
gﬁnafe‘?&roﬁnétﬂ &%H@' 98{uor fﬂlﬁ@n-@@arﬁﬁhyﬁdﬁe ti¥ester —metho-

t ensi oned e cont a| ner noves wt ts en ar ea
forpipds, \9-hydroxy Hauorsnt- ﬁybﬁaa@di@mne&t@r timethobsemids, §-fluoro-

Ofﬂdd?éﬁ-S MYBORAdId D PR sterl e tMIbkOMI & B R ehyd lddreAY9estbonacid-

TeenokSL, %h@ﬁéoﬁmfﬂg R c‘»‘r?qci 5agile- metho-

pibzoméde, \hehlzula:1ﬂcpwlopmyﬁlrmmesteﬂﬁmihobmm1tih €2 2rdiphedylpropion-
c %'3 &&E%?Sgﬂﬁroﬁmeggkﬁ i ;mgthg? a 9 Wﬁ)@a xglﬁfﬁ%heg cirb onacidcy-

pmmabltgomnyest@gmﬂmhrﬂgndm& ml@btlrﬂwe0f9-pmé>on@q@pﬁgl0pr0pyl-
P3fd 1&&‘[&" m'eﬂﬁﬁﬁ‘oﬂl‘"i‘dé ﬁﬁlﬁﬁyl[ﬁrﬁﬁé 9- béﬁh%l ;ﬂ'@pyltropl-

oo

upper part I fo eS|

diestsa et FTHa oﬁP %p!ﬂéquwge%a%mr ey qm@pyltmpmester -
atmethsbrorpidePd siedi ficrbe pil suidmdttyles1®rcy clopiepy ltroplielter —metho-
ref erences being made to the other figures but only

essential differences conpared to the atom ser 1

according to Figures 1 and 2 bei ng enphasi sed. The
statenents concerning Figures 1 and 2 therefore apply
accordingly or in addition. Furthernore, any desired

conbi nati on of characteristics of the atom ser 1

accordlng to Figures 1 and 2 and the aton1ser 1
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extending radially to a certain circunferenti al
position. The first coding elenent 25 fits a

weapozseht ary second codi ng el enent 26, in paP€T/EP3086/008029

a conpl ementary axi al groove i.ngthe housing part 18,

so that the housing part 18 can only be nounted on or
slid onto the housing upper part 16 if the coding is
correct, as shown in Figure 6. The "interrogation" of

t Rof &*é @h I%%(Z )?agit%(eﬁ 9&%?bﬁ9f¥a%?(ﬁr@ﬁén%rl€stéﬂqemgﬁllow&ﬁYde 9-hy-

ube | ver enment ens cont ai ner

rmey-ﬁamheecﬂ-garqgnéﬁ@é@omng@at met Qbf@rm%t%m?éhylsxanthen -9-car-
WHdﬁa&frd@r ehblester nﬂﬁmhomnﬂae 59 intbtRgI- ﬁémhsﬁ-gh@afﬁbﬂﬂcldscopme-

o 3T ”95021‘?&;“ N BREn S it b S melfbromice,
orﬂ-dﬁm:irr]mut;&lecamﬂtmn Qm@tbmatﬁdtr@&mlufmln +meﬂﬁ|obtmgldé 9-hy-
Ry R lhepi O ot natidb ok e o tIRHIRE Cptionally in the
¢ o°om; @fdhe ravemmesthe gnﬂmlwhcns; thg-diasteteomérs add eptiohelly the
pgﬁ’t | Cufélogldaﬁy%rc(h: \(’jﬁ({l@ aﬂﬁﬁlglﬂ ?ﬁ sdlvateb ﬁ d/or the hydrates

In”a atc detac abl e
ndherépf. Since the hou5| ng part 18 sits on the housing

upper part 16 in the clanped state, in which the

hi aer 6 thgt can pove in a stroke-like or linear

f i ng upper part 16 is in a bottom
p@dthispmpattomimetida prefeably seledted Grosw thedgtduptcankisting of al-
c %%&'op e[{am?btﬁgxq)‘f Sbllt(gﬁfﬁ’f)f: %%%Erovl” %ﬁgh&?olh 9‘ %{JheQOP r}gndterol

WhEre “riecessa
pifermpiegole hemmnalzngnbuﬁesolt bgf:rcph e&os:éh:arms isoprenaline,
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ished Bet ween the for. ex g
b keIl TReAtgRal eprgteEtle FEMiteroh Tindrin salpfiesslnagimefamol, soter-

S bt, isufshdnferol) & i) uexrbhtdlirregeedlubﬁteﬁxll, @H®1035, HOKU-81,

o e DRSS M 22 TR G BRI Ehenyi -ty

V\Alammcﬂvbadxyzlmdy}ebutryll)ﬂmeMIeswl&mcatmdepiQB{(S;ﬁgDeethybmdan -2-

SISt bl FENBBIR 2 S oy 7-12-402
or{[&v(Ea:henwlﬁélhw)pmpxl]wlwmwé}qtby Iaxminpgeibyil2@H)-benzothia-
S GROGITRL | F-( .@fmﬁﬁomeﬁ%dm aﬁeﬁylsﬂznp clobEﬁzgﬁﬁaaz%)1§n%ethyl 2-bu-

t he, at.onj ser afr e Cont ner
L latiBo A n G AB hioieng et a-By dr AeRgllp-[4-(1-
i rhehmhldhz@lyl)ommqhyIlitzebmyhﬁmnoﬁth&ols It- [ - hy droxyy i 3-boxo-4H-

BBl B PREER B BB AR 2Pl 2 ron-
e|lmm]ethanohe11{2hln@+hyds¢mwa »0-#H- bdrbénzokazin-8-yl]-2-[3-(4-
' '?Héth@ﬁ#l%%/edliﬁj g r}iét‘ﬁg?} Qgpt%?s}mrﬁitnb h?ﬁ&”EPLZQ% h%@roxy -3-ox0-4H-

hda ‘tb'ltbggz@@zé‘i‘rga)ﬂ‘e?d[%@'ﬂh@‘ %Yl%%- }rs%@xln?aprwéammo]etha-
plrﬁzﬂ CIlr[Q}BBemﬁbx ¥3-6R6AH S xam&imsm] -00fu-f3(4 théthoxy-

o CRac iAo Pst T2 DR L B froxy-8-(1-hy-

t Rirexy2r mopropyl dmeinwdgtyl )24 -1l e bemaaizime 8- (QH)ame 1-(4-amino-3-

SSHIFEC AL R S Bl e <o
by taaiing- MmanmSoﬂupwombcnzl)a%ﬁertsbuwlmmq)éthaapl optionally in
”QHE”f&‘iln b tlik fh%@nﬁ?ésaﬁt@éﬁa%tifoﬁ%?b Qe quasttél%oﬁﬁ:% ghd 8ptionally the

particul ar bein
t rpél.asilaco loeicalStacerpable a01%§§3551%| %??tlsh 133@5@5}’03611% Bydrates
behémebegral with the container 3 or be forned by the
latter itself. The adapter 30 is preferably nade from
a material that is also suitable for the follow ng
functions that have still to be explained, in
particul ar plastic. The counter device 23 is designed
for counting the operations of the atom ser 1 and/or
t he nunber of containers 3 inserted - preferably both.
In partl cul ar, the counter device 23 has a first
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counter device 23 or at least the first counter 31
must then only be provided during the tensioning. This

W@ 207/022898 hi eved wi t hout a probl em since the PCT/EP2006/008029

tensioning preferably takes plLage nmanual ly.
Accordingly during the atom sation or tension rel ease
process - thus the pressurisation and atom sation
through the force of the drive spring 7 - no
mechani cal work is used for counting so that the
sprlng energy can be used exclusively for achieving

0 tomsation.If on the other hand the

atSR&‘o‘iéﬁ fgl‘é‘fer“ébr}pﬁe&éd ihi his@ gﬁ" &fnsﬁs‘ﬁ'n Tte@@iSbloneNpredni-
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f JMmeIh)BaboxaMnydroStheinen 4inf-carthathionagids(S)eafluenomethylester,
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dracikeadditibngalis, Iﬁ)l%ﬁé@alm)’edthdﬁh)tdtateaxhaieoﬂl rection via
a gear (not shown) that acts upon the holder 6 and the
container 3 in the course of the tensioning noves from
i (RDELYpahjbig¢exs:position in the un-tensioned state to
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SSRGS A R FENCURC A0g) BEns B, 1853 e-bro
t molmr@vl@r%(%rcy@paem%warﬂwm @P@’F&leéﬁﬂn%-ngdbﬂﬁn@ﬁ ~(cyclopen-

f @yloxlyS4- a%tﬁomeﬁgnga 'mzpéﬁﬁq@tS\lihé«thga\r-moltm&areldo]benzyl) 2-

eV

Opera Jn el.e erat’in
d0Be siglA- Yo SriYJoR R marBenysheny Dpyalphexan-1-
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SRR AR BT Ly rclopmyo -
etboxy phasyhpyeiglighin2-yliden]agetaico CIORRAG Bayp 9§14 B)-44 18,
atprb%svgwrrp-ml qe2588, fR68/ 18R, atiorameV-1 029418, C1-1018, CDC-801,

IAEHER. BB é%Bgith DS b Bl o7 -ctny -

t hie(z;dnmaylm-@w ﬁyr&otm{ﬁycbc]-égﬂ #+ttiazel of 4B at]pysidimareh®ey clopentyl-

G e e
f iajpyridinaneptienallynia the fOtm of ¢ racenmtem nh@gemrrtm@errSSthe di-

L WsRBELhefs M o Sﬁzymfalm ?hﬁﬁﬁﬂéol@%wﬁﬂ? a%@étﬁhﬁfe acid addition salts,
ste . Flgure e.connecting el enent 29 or

0
tﬁ@ &iﬁﬁg?rgﬁgn’ @Wé&&ﬂﬁoglenent 33 in the course of
the further tensioning novenent engages further in the
first counting ring 34 and is rotated on the basis of
the sliding block guide. In particular an enforced
gui dance is envisaged, so that for each tensioning the
first counting ring 1 is forced to rotate further by
one counter step. As already explained, instead of the
tensi oni ng novenent, however, the atom sation stroke
of the contalner 3 can be reglstered durlng the
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the delivery tube 9, the pressure chanber 11 and
simlar conpletely with the fluid 2 before first use.

Wab@w3022888 cal | ed primng strokes are preferabl BCTHBP2006/008029

counted by the counter 31 or iLngicated by the display
device 40. If required the first counter 3 1 or the
di spl ay device 40 can be designed in such a way that
t he nunber of operations of the atom ser 1 already

pq_gfﬁﬁn‘gﬂté' a@rtl cul ar wi thout primng strokes) or
rations of the atomser 1 that are
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housi ng upper part 16 and exchanged. Particul ar
preference is for the container 3 only to be
changeabl e or replaceable with the counting device 23
or at least wiwth the first counter 3. In the exanple
shown this is achieved by at |east the first counter
31 being arranged in the housing part 18 preferably in
a non-detachabl e manner, in particular in a front or
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Accordingly the container 3 cannot be changed. Thus an
exchange of the first counter 31 is al so unnecessary.

WO-ara28dr e, the second counter 32 can al so bRCT/EP2006/008029

di spensed with. Figure 14 showggthe proposed atom ser
1 in a schematic cross-section rotated through 90
conpared with Figure 7. The second counter 32 is shown
schematically here. In the exanple shown the second
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first locked state can be cancelled by renoving the
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The cut-away cross-sectional draw ng of Figure 16
shows that the retaining spring in the unlocked state

W@ R2@03/02289% recess in the inner part 17, w t houRCT/ER2006/008029

rotation of the inner part 17_iglative to the housing
upper part 16 when the atom ser 1 is tensioned being
bl ocked. In particular in the unblocked state shown
the retaining spring is held by the housi ng upper part
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t he at Its drive IS
bman@gmm, éla%ataﬁtﬁmmevs aauid@nti |tye pharmagolpgically geceptable

seephadditek sdltstdleattd endlel dtd iRdrategithédeef.housi ng part

18 fromthe atom ser 1 and/or the operation of the

| ocking el enent 8 or other operation of the atom ser 1

c arhegplermaeolopidadly. adoeptdbde acidstddemdroskltsectiuld be femndhel group of

321%¥86h1§6ﬂ C}féﬁlrf}?ttonli‘l@éehf%r%'léagéyhy%oglagatgwursp?osphate hy-
t iremiethansedenate; hydrenteatechy drosalegte Huidroagsfatsy bydrobenzoate,

l :hg‘dgﬁs‘celfrﬁiel ﬂ%ﬁgfun{aygtggﬁydﬂﬁ{ﬁfé %9dﬁiﬂmdt€rqwcﬁo@&cc§me hydro-
oS e BlnolCh TP e B sraP bRy fror Blseide. hydrobromide,

C myﬂwﬁdfam,tﬂydw@@phm@ h\zdﬁofﬁﬁmmté iand hHydrérngthaasulfonate.
and 2 and conpared with the atom ser 1 according to

the first enbodi ment are enphasi sed. The statenents
nﬂ‘derem'ef ,ahe cotmposndreauldipe fyona thoguiupg fyantiallergika, derivates of
%(waﬁ:gimﬁé qy@?an]es (ﬁl}!ﬁpﬁd &E?H&gﬁbg*é’s%gas@-V-1nh1b1tores
pro ose er 1 accor secon di ment
Tieptionaly iy theafarmy of the koA eiSnth@ enaptipmesy dhe diaskapomers and
f prtidnhuy‘ th@phimAVI Psie sy aW¥dptatilbackEadiitlos SRIRShA® e hydrates
ﬁ he” counter device 23 is envisaged and in
pa{ 4o sful ar in turn arranged - at least with a first
counter 31 - in the housing part 18 or on another

OALEARRIGelton 3l dosfdalate, FepBb Ry WYL the

detachnment (preferably also of the container 3)
ro seli rection
R e b A S S
spring 7 in a release direction. In particular the
rotation in the release direction is only possible
with the atom ser 1 tensioned. On the housing part 18
and/or on the atomiser 1 a sliding surface 52, 53
inclined to the axis of rotation (longitudinal axis)
of the atomser 1 or the direction of novenent of the
container 3 is arranged or formed. Wen the housing
part 18 is rotated in the release direction according
to the pr|n0|ple of |ncI|ned planes an aX|aI release
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shown the drive spring 7 is supported on the one side
by the seat 56 and on the other, in the exanple shown,

whooraz2sps oor of the housing part 18. The spri PGI/RB2086(0)8029

the piercing element 22 correspgqnd in the third

enbodi nent at | east in essence to the design according
to Figures 1 and 2. In the delivered state the drive
spring 7 is not tensioned. Follow ng renoval of the

p r I o .
D MbRlyEl nfiaBorina SmIQE D L Ed S BhRARIRIGL R active
coubstaness, s disgtosgtin Ethé 0%3r‘£7{)8 and secondenbodi nent -
is pierced or opened by the delivery tube 9 and

brought into contact with the hol.der 6. The schematic
o rH 0BT RIRRASES Hhﬁﬁni“ifuﬁic@Gr forsatippsygnd jixiures of pharma-
Stogtlﬁcalb Rith tH&bﬂ%tms '?pmmhuﬁégdll%%a%\ﬁdﬂsdmmﬁbe dan be used,
and opened cont ai ner, 3.. the thir odirent, t
narasr 8 et P RuRehioricalbe e PlseaPsand ftpghafons of the
mphaemacalogioallf ractive substhntdse sdltuamichestersper part 16 or
to the inlet opening for the holder 3, in particular
beyond the delivery tube 9. This offers a nunber of
advant ages. The delivery tube 9 is protected by the

sl eeve-1i ke extension agai nst danage. The sl eeve-like
extension | eads to better guidance of the container 3
when coupling to the holder 6. The sl eeve-like
extension is adapted to the seat 56 in the housing
part 18 so that good nutual guidance is achieved.

Thus, in particular during tensioning a possible
tilting of the container 3 is at |east mnimsed.
Fol l owi ng insertion of the container 3 when tensioning
for the first time the piercing on the floor side
takes place by the piercing elenment 22 in the manner

al ready expl ai ned previously, in order to aerate the
contai ner 3 accordingly. In the third enbodi nent the
counter device 23 or the functionality is preferably
at |l east essentially designed to correspond to the
first enbodinent. The difference is, however, that the
first counter 3 1 is preferably not arranged in the
area of the | ower end of the housing part 18, but in
the housing part 18 in the area of the mddle of the
atom ser 1 or adjacent to the opening of the housing
part 18 for accommodati ng the container 3. The hol der
3 and the drive spring 7 are preferably coaxially
surrounded by the first counter 3 or the counting
rings 34, 35. The counting, |ocking or blocking
functions correspond preferably to those of the first
enbodi nent. However, the counter device 23 with its
two counters 31 and 32 is only provided as an option.
If necessary the counter device 23 can thereforebe

di spensed with or provided for in another way, for
exanpl e as in the enbodi nent according to Figures 1
and 2. A particul ar advantage of the arrangenent of
the drive spring 7 in the detachabl e housing part 18
according to the third enbodinent is that with each
change of container the drive spring 7 is also
changed. Thus, in the case of very high nultiple use
possi bl e fatigue of the drive spring 7 and thus an
undefi ned pressurisation or atom sation behavi our can
be avoided. In order to guarantee a secure connection
of the housing part 18 with the housi ng upper part 16,
in the third enbodi mrent a so-called two-finger opener
or at |east a double lock is preferably provided for.
In the exanple shown, in order to detach the housing
part 18 two unl ocking el enents 57 arranged on
preferably opposite sides nust be operated

simul taneously, in particular pressed in. Thus

| atching or retaining arnms 58 of the housing part 18

T T L - o, o " o I



| ocked. Rather the unlocking and detachnment of the

housing part 18 is only possible in the (fully)
waepeorermstoned state of the atom ser 1. Fi gur esP@BER296/008029

26 show sections of a proposedgatoom ser 1 according to

a fourth enbodi nent, wherein the housing part 18 is

shown in a see-through manner for illustration
purposes. The fourth enbodi ment corresponds
extensively to the third enmbge but instead of a
bl ocki ng of the operation of ocklng element 8 in

the first [ ocked state in the fourth enbodi nent a

bllockiAgormsepper ation preferabl ysgakesegticice by free
nni n the rotation of the housin art 18 to the

h Si ngl ﬁper part 16 or the houg?J Rﬁﬁ part 17. In

t Be no€onatainetnl ocked state (Fi gudg 25Thtehwleticsphidhg

Py re 1 s coupled with the innejqpar secured

agar nsg #ot ation, so that throug!ritgrotgt‘(li%n of the

i Mner BmSSuIlSErvr a a gear that ha80al r Béeskingelement

mgnt i opgglydput is not shown the hg|der ARngAHr be nmoved

aX| al Iﬁ\vagal nst the force of the drive spring.7 and

t He drP¥¥espringg 7 can t hereby bé2 t engligigsurface; he

f‘SUVthLBBKiﬂgle‘laﬂEntt he rotating cespli SHding surRleed by
ans gf a coupling elenent 61, 52 partlc Iar in the
F m oPEUVERUREr key. In the ilPlstr Tof Figure

250| n Nodeaktira valeat e the rotati ff cohpbkmg mesmber

cqupl iplgesgl#]r% %nbeserl engages axi 6Iy ?at the end in

a ‘recess e inher part 17. The cobﬁll ing elenent 6

1 12s pbéschargd §ozgle ded axial ly iA7an lmklgg slsmeendn

thg hoN,fleg}?1 gast 18 in a displ acegbl eR@ﬁﬁlﬁlﬁg
coupl ed w

t he counter device ul ar the
filAst Mmﬁoer 31 or the second ngntlgﬁ ﬁ?@i:%S to
datser naevédie axi al position.In bhe eQpeping shown the
cqun 31 or the second counting,rin ng

gtétl 0 08?%%?351’6 p 63 assi gne@1 |% %gl Eg%le‘%éﬂt
pdf7t i cIanr patthe coupling el enent 63 1 Rsngsmm ed

axi II [ n62| t he gagi ng state.
V\;‘r(le/% %&zglfltlgggﬁ]%?hh Wi th t6 e cgﬁ ling element 6
1 lgb th@wreéﬂaﬁ@r th@ynnetrmagt i n thedfirSounkgigkementyt e,

theg co%gﬁglﬁiﬁe Wer@laﬂt)can expg51d | Pirt he ﬁXI aIt
rec articul ar becaus S |n eren
erla?st.*éﬁ%{l]‘}}ng eigﬁg%m in Figur esg§ ndgW and
tIMebSprlﬂgQﬁsboﬁstg towergearent |67theR|n%:ess in the
T us the rotating oup | bet ween t he
h Si ng%égai’%g not shown) and ?ge i NAC part 17 in
tt?é flPteerIIngcdl@neet ate is rel eas€f i nConpbngto | ock

at ek dtvR@ai nst undesi red7gper ghhRn, nanely
un esi re tensi oning of the atoniser 1.or the drive

spAi ngProteetiYheal i rst | ocked stafé. | RdRgagrtion
blzgckrpg»sh@c;(ﬁ @I@ﬁ@{tore a rel eage (o] ﬁhge runnr ng of
hz o%gratl onal z E% ce In
te g? P%te Y housi ng
co?r?t al Seal 3 can be det ached from7#he li)meamggupper
fl exchanged for a new hgusi Eggggé %tgse\é‘hhﬁ a

new con iner 3. The exchanged first
t Réh r Gopnectian elsgrenthe necessar y6r ot SiicHgferusei/ wgial plane

bq()/veegdab%rhou& ng part 18 and ghe i Figderpart 17 is
ated.or recreated and the per tteE\%? &a‘?/vé
r at F UASCHMNehe atoniser 1 or fPuid NS from
th}@ coBtéortecouhtean be carried o(9. SBletewvi dently
ot her design solutions for creating the rotating
coupling and decoupling in the first |ocked state or
for other free running in the | ocked state are al so
possi ble. Figures 27 a to ¢ show sections of the
fourth enbodi nent, wherein the housing part 18 is |eft
out for illustration purposes and the housing upper
part 16 |s shovvn cut ~away or |n a see- through manner

o, o e



brought into the | ocking position. In particular, the
bolt-1ike bl ocking el enent 50, because of a

W@ 200703380 di ng sliding slope is displaced radi BCT/HP2006/608029
particular inwards - and a rotagion of the inner part
17 relative to the housing upper part 16 is bl ocked by
a correspondi ng engagenent. The bl ocki ng el enment 50
serves here as a locking bolt. In this way the
aty@m s i agai nst furgher I oning. This
Io3?ki n%ﬂegatg%e%lg@ggpy no | onger ?Qvergﬁgﬁe The entire
at3dni sBirsticoundingtniegy be exchange8lin Rgeesshird and

f aur t hgeediRbédRing Mg driving ofatheaggunter device
23, in ﬂg%;ic¥lar the first coun%gr 3%,.if.necessary
alP$o douds $UasE t he rotation of 88he REBUSSHRP part 18
r g7at i Yearfspofthem nner part 17 or 84he Hdiied-plake

ext.ension of the holder 6, can tgke pkace via a

c ?%esgﬂﬂﬁﬁng engagenent or sinisgr. EP@B%@“%Q shows a
pa% i aOperatBg-maset | on of a propo8éd aSbouller 1

a r diye fLfth enbodi ment kA th ocked st at e;
Figﬁrebggﬂ%ﬁgaﬁw?he atom ser 1 iﬁﬁtheﬁfyggt or second
| ddkedLeckpart The second counter 32 is coupled via a
caypl i pghijE&iod N particular a claw coupling, with the
first gcounter 31. Figure 29 shows the coupled state.
Iﬁ3theﬁ€Qﬁﬁple shown a bottom shaft 70 that can be
drd4qvenSpsinghe first counter 3 1 is supported axially
by ring,. section 7 1 against the force of a spring
7f§asobpﬂ3PFPﬁ% shaft 70 via the coupling 69 engages
with the second counter 32 in a driving fashion, in
particular with an upper shaft 73 of the second
counter 32, which for its part rotates a drive ring 74
in the housing upper part 16. The drive ring 74 can
serve as a counting ring of the second counter 32.
Preferably, however, via an internal or externa
thread it drives the counter elenment 64 in an axia
direction, so that the axial position of the counter
el enent 64 indicates the counter value - in particular
also in the formof a col our coding, synbols or
simlar - of the second counter 32, which is visible
t hrough the wi ndow 66. Further, Figure 29 shows the
coupling elenent 6 1 according to the fourth

enbodi nent for rotating coupling, as it connects
secured against rotation the housing part 18 with the
inner part 17 and is axially supported by the ring
section 62. In the first or second | ocked state
(Figure 30) the coupling 69 is opened, and thus the
driving connection between the first counter 31 and
the second counter 32 is interrupted. Further, the
rotating coupling between the housing part 18 and the
inner part 17 is released. This is achieved by
corresponding gaps in the rotating ring sections 62
and 7 1 which in the first or second | ocked states
align with the coupling elenent 6 1 or the shaft 70,
so that the coupling elenment can rel ease the axia
engagenent in a recess in the inner part 17 and the
shaft 70 through theforce of the spring 72 can retract
axially fromthe countershaft 73 and thereby open the
coupling 69. In the said state the housing part 18
with the container 3 and the first counter 31 can be
exchanged (in the case of the first | ocked state),
wherein the driving connection between the first
counter 3 1 and the second counter 32 is then
recreated, the coupling is thus closed again and the
rotating connection is again created via the coupling
el enent 6 1 between the housing part 18 and the inner
part 17 and so the tensioning or operational lock is
rel eased. It is obvious that other design solutions

L T I 1 o L e
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using Figures 15 to 17. Other designs are, however,
al so possible. In the sixth enbodi nent the atom ser 1

Wh2w7a2280&¢ ki ng device 78 for operational | ocki PGr/#P1006/008029

with particular preference is.dqgsigned as a forcibly
control l ed sliding nmechanism as explained in nore
detail further on. In particular the | ocking device 78
inthe first and/or in the second | ocked state | ocks
the | ocking element 8 of the @fgpsser 1 which nust be
operated to trigger delivery and/or atom sation of
fluid 2. In the exanple shown the |ocking device 78

hgs tﬂﬁmlugglk(lg%} a‘fl‘uldg@}e axis of which can in
part| cul a

SHidh far fbalyrlaﬁegfn%iﬁan d Gpbagieivesnly e Bngeaplcontainer (3) with
atmerﬂaed(zl), and the assigned control part 45, the axis

o 02 S BT St e SSRGS e @) o
athe nombehef abotairses (3). inFérted,ankl part 4 1 has cranked

I t
RSB ATRMER el ot B, ORGP0l 4 deitnabl from,
pdhe awrmS@m @g insgrting end/ar exchvagingther gontaipe(g
elchapaéteisa@Gnt he housi ng upper part 16, as indicated

e RSO WSS P D AR LB G5 B cevie
t MQS) facémmtisigathe opexplions=df tedawintiger €l)aisiinepdrtictlae arranged on

2%?21; tu?rarlllg éﬁé VQ%Z lu%}‘ld dl%]; gé@{lé@éhng@%um | :sfj%ay6 thai ﬂh%cégpmser (1) is
3ockmi| agednstrigrthiee operatipn2andior pgaagsmmns@tala?f the current container
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s jabRIMssT { SIYS%‘Fh rcFrXCF kgc?,gtfte),, @&ﬁ’&bl ein

t hha theclaftes tdevise (23) b@déﬁgﬂé@@@ thdtabeé atdmlséﬂ(l)rlls doeked against

ressurj.sati qn or_ at msatl nd is ther
bt eeoPenlifs andbr Aestis ARkl s {8 airkerlt BBnBHiREF(3) or insertion
f @fca mesv gonthdmere()y if lecertainr mimper bf 46sertdd chntainers (3) and if

§Eﬁ£%ileya1§5‘9£%%ﬁaﬂi ?ﬁﬁﬂﬁ"éfr %%togrntal? Ong! 51??12# %@ol‘ﬁ ser (1) with the
r @@é@gt gontginer (2) isggrclirsk or epccpedlzcb(ﬁeéomdz I@kmtae)

scherratl C representati on of t he I ocking device 78 in
| ocked state., The | ar 1 s, preferabl
 dehtomisst apeqring e i heharpcgised o dbam i G or second
SQoéchdmdtelmlddkmg eleeﬁerms) 1ﬁba&ﬁn:hlwmlkey,gobafeadtbﬁhsdrc(l) which

2 T kR sras B s ety Sy GRS B uig 2, p tocked.
a peripherally running recess or groove 81, preferably

al3so Aﬂfrﬁ%gr Q&draﬁ‘-grfbnflﬁnﬁqr br %1 chz?fgctgpl% k& that the atomiser has a

essent| y noveapl € or ISp acea

per.i p , .
oY @SSYESE] GVSQ agf/qira drveSRrIRg 6V). FETeiR teRRonHIg %ﬁg)ressurlser (5)
The theativelspAAEY( 71 RSiBNoRseBoRd 19l edhstatet i€ nekadnt 0
the area of novenent of the rider 49, as shown in
Figures 31 and 32. The control part 45 also has a
r ald| ahtosthispr wccqndmgemt d)mznoBﬂle precediaglolbinek ethasdcitresed in that the

Wg :%n gghgg{ gf’] B ar %%tral&ﬂﬁl ¢ ﬂﬂf({ odel%bg, ??es\%ltl?atlon and/or

t rmmmaopm@pdm miatesanu cmep@m:qtlcxm@fjrqml@m,owh@fem the housing part

”I(Ygfﬁmhe%tsp oP Sed iR cKEd st fs! lﬁci@&f Q%zﬁnﬁr Irdté/tidiglrﬁfhe direction

|ts per end position shown in the illUstrations th
dptalignengages with the arm 82 and di spl aces the

control el ement 45 in particular diagonally to its

preferably peripheral direction of operation, in the

exanpl e shown essentially in the axial direction or

upwar ds. This pushes the projection 83 into the

running path or plane 77, so that with the further or

next rotation of the inner part 17 relative to the

housi ng upper part 16 the projections, canms, noses or

S|n1lar (not shomn) on the hou3|ng upper part engage

e . ~ ~ o o o o oy o o
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guarantee this, in the exanple shown the lock part 4 1
can be blocked in the | ock position. This takes pl ace

WO poopazaspEul ar by bl ocking the control part 45PCTHEP1986/008029

position in which it retains thg Jock part 4 1 in the
| ock position, in particular by engagenent of the
spring arm 85 in a corresponding recess 87 or simlar.
The first and/ or second | ock state, depending on the

shou skl &t Rl otk of MY {HecPRn RS Chaldctericed in that the
atfisat kasked state caprheargsst by detaghring dhetiopsingspart 4b8kand changing
anfe EBM%i&@Q:;Ee i ncorporated into the atom ser 1.

Accordingly the container 3 is preferably a separate
conponent. However, the container 3 can basically also

be.f cAtomliselt a@oirdingy drtcofithenpreeedihgwlaians; chpracesrisedfin that the

the atom s .ar. be. ot herw se (i.nt e ed |

- TOHRLETBAE L) 1 Ty O HRE o PREPHALCE A e Betachable from
agheataniae(lor princi pl es of the enbodi nent descri bed

can al so be conbined with each other as desired and in
particul ar can be used with the kngwn atom ser . )

ade ord¥tomgisenaggogdingstotongmel the prgeeding ¢lgims, charactegisedrin that the
OtcBRfaiAdrOTBF edhfringll ARRIN K Fraefioh N eldidk Aelibdyl, KBressurisation and/or

f oot - popunt ed vices or sim,/ar the oséd at.om ser .
1 AM5aEPR, 35&?’“&%5 g H@qfe{azglbea{{ ngg‘ﬁ'ﬁ’ aﬁtlrglfe"‘ge movement, 1n
patticilhBrwhéreirs the nodidter idevied (28)iregistekbether apmaeaent of the

Bl (HcorcSis, a1 H3FRghE shi e GHRENAE as an gpgration of the

oratomisat €l)s, such as powder inhalers or so-called

nmetered dose inhalers. The fluid 2 is preferably a

l'iquid, as already ntjioned, in particular an aqueous

dug Atemiser (] bhor ﬂbnﬁ;éxﬂeﬁz), dROPHEFULI jg 2 nge; with one of the

Sréceling@chippensi on or simlar may al so be invol ved.

5 A 520 SRR b St e < v

ofth¢ Aaidl{Xchar ge nozzle 12 anot her delivery device, in

i iy SR, SRS o ik )
péheiapmber of gpntainars{d) inserteb @bpi ece 13 can be

F?er@ﬁ?y va—ll'tll? aHuis I a}r@¥ fS)‘ét_ﬁHi c;ﬂr?bé ?nddiﬁ?d BAA i§ detachable from
e preferaply. paralle edi nq of .anhi ent air, jn

o e RloFBiSgaaat Besiting Pion el et hedtontdlntt ont

vavhuerein thie bortainker (8) idurmg flofdhakrdraction, fluidedelivery, pressurisation

RSG5 o e B e UL B AR Bovement

f whiagactegisedrinf err ed conponents and/or fornul ati ons of

t QEatpt@%f&fn%héfr @diitsﬁ;reéldefdl H/Ltfei aglqﬁéé‘ra{ihéte?&neﬁts 33) of the counter

al'ready mention ese may . ous, ~or non aqueous .
soleyigedds), sa that thescowntandeyice 443 hragisigrsothe movement or a position

SQftROtohtafferi(9) Ahd 36uRs $hidlaseindperdtior b LRI ABMYsEr (¢).
fluid 2 may contain or conprise or consist of: As

phar maceutically active substances, substance

f & nuAsdmises acsordings taokadmng xtharesterisbdlimithat thengearatisg element

ar ed, h. as _j I . (O
iG] BoibauRies rgBlRL ThameFaRRERISL dieud g an adapter (30)

s urefesahly in arman-detaciable mannigs t-aoncihe aanfaineeS)f or t he
treatment of respiratory tract diseases are used which

have appljcations,_ in the |nhalational . . .
f i1 dAng"tSP&@Fﬁ?fld}ngart@f SRl oF Phichaasierised iy ghat the operating
phederiesedi) tak agsrepeablyl s likelsecties] Whivhh extomds inhthe direction of
antichol i nergi cs, betam netics, steroids,

phosphodi esterase |V inhibitors, LTD4-antagonists and

EGFR- ki nase inhibitors, antiallergics, ergot alkaloid
derivatives, triptanes, CGRP antagoni sts,

phosphodi est erase-V i nhibitors, and conbi nati ons of

active substances of this kind, e.g. betam netics plus
anticholinergics or betamnetics plus antiallergics.

o S o Y 1 o s o, oy o o o " o g, o
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- met hobr om de,
9- et hyl - xant hen- 9- car bonaci dt r openol est er

WOr2oRo228081 de, PCT/EP2006/008029

9-di f | uor net hyl - xant hen- 9- car bggaci dt r openol est er
- met hobr om de, 9-hydr oxynet hyl -

xant hen- 9- car bonaci dscopi nest er -net hobrom de,
optionally in the formof the racemates, the

CRRO L Y ént Sf‘ﬂted b@ﬁfa‘?ﬂéﬁ"‘)@r& aggoggtlg( ctﬂ@tlelté/ ahhemteracts with at

pharnaco ogl ca acce I oNn sa
sdeashong camﬂag rﬂm& (%h@%tl@scqw%éwwe (23) mdlrectly or directly, so

Behat- $heRathRosbntRIncs a3 ) Babees XAP alohAhEeEihg 8(34) is rotated by one
preferably selected fromthe group consi stl ng of al

bdt@ﬁment BBHBEFQPB'ier SPt ol t erol , broxaterol,

car but erol, clenbuterol fenoterol forrmterol

hgég%ﬁ’gﬁsh}q%?%@gﬁ ?ré%gﬁaglﬁgrﬁ% ?ée rt8: 16 eth 89:?‘tsed in that the

matepiset éﬂbn@llocl@dcagalastafurﬁmr eperafiore Ao/ orpagainstereioval of the
;gﬁ%&? 58+tan{érm3? %ertlsex{l'ofl 4 ﬂ@w ?&ttﬁﬁn‘é? 9 cff a certain number of

sotefr enat onterol, trarg
 OPBTAtianSnal the) WeTsérol]) enplorosentainers) @1, ingeyted siagreached or
3ekbeddedl 2- hydr oxy- 2- (4- hydr oxy- 3- hydr oxymet hyl - phenyl

) - et hyl am no] - hexyl oxy}-butyl)-benzenesul f oneam de,

5-[2-(5, 6-Di et hyl -i ndan- 2-

yl12i Ammisethndcandyngettbybhe &fhgldimxy? Ito 11, characterised in that the

{[cgul(l%?uhe &1 g{‘_‘ﬁ reé %%%Lt@?yrseé?ﬂlﬁ% rlzgastshn)% ff an. en% g?%mon of the

| lcontadnegs) (l)e rp,;rgfqnaldzoa@rcm position of the tensmned atomlser (1), or a
| vhaydrhetr ot the RuAE aci’fféi'm?»? '%ﬂén #néidnidg SerAédEistaaR! Mbhrider (1) or a

| %’Q(S[P_IW&Q%WEQHE& rﬁw}n aperption of hreatpmiser (). (1 b

en2| m dazol yl )- 2-nethyl -2-butyl am no] et hanol ,

e B R6¢0hTE 15300, of flaimsel g1 b SBpSIispdin that the

rm:bhyterZiqyncmﬂb)mergmtetshﬂnomovement of the container (3) mechanically,

| i fiy Ntk SBuddly cRERARYER! Bndiok! b Andifef Fontact-free

1 MPMEE- hydr oxy- 3- oxo- 4H
4 benzoxazi n- 8- yI] 2 [ 3- (4- n- but yl oxyphenyl) - 2- net hyl -

propyl am no t
I R Shcprdmgas. ong f theseicseding; laigns, chameterised.in that the
(lboﬁﬁtdﬂmewmw(gﬂ)) and in particular the atomiser (1) are purely mechanical in
qi)’eg't | azol - 3-yl ] - 2- net hyl - 2- but yl am no} et hanol
5 oaroxy 8- (I - hydroxy- 2-isopropyl am nobutyl)-2H
1, 4- benzoxazi n- 3- (4H) - one, 1-(4-am no- 3-
Crl'SO rRto'?nifsél‘ 5&6&?8%@‘ {&Yone of the recedmg claims, characterised in that the

| -tert. - t
1%@;3@_) o Borges rg?acr:]l? ege(tragtrl]c())n ) IH]luld (2) from the container (3),

'eflyﬁﬂ%ﬁoﬁlhgodib@ Rieie! §prﬂtg( (’ﬁ)r ér a Wésduﬂ@hﬂ(ﬂ)edm&twﬁtomlser (1) or
(0]
ORakE Afmisetitn pBE o0t Pis A ORTIEH BF st Adgniser D)

phar macol ogi cal |y acceptabl e acid addition salts,

sqglva

o16 A %gg?gcgogg{h% ?ﬂ {)Pﬁtet E% ?1%1&%1?%18%%218%%&?5% in that the
ofcopnmrdemm ) qmm@mthes@umbeb of ppgtaémg repfasmedeor that can still

el'?(ﬁ%f'éh’ it b ftic‘ﬁ%ﬂ \Qﬂh theehRBRL dvrisiner (3), by the atomiser (1) and
tr| ol gn esoni de, fluticasone, noretasone,
cﬂEFgE@“thﬂﬂﬁbﬁﬁEbonlde ST- 126, dexanet hasone,
6a, 9a-di fluoro- 17a-[(2-furany | carbonyl)oxy]-
11b- hydroxy- 16a-net hyl - 3- oxo- androsta- 1, 4-di en-
17b- car bot hi onaci d (S)-fluoronethylester,
6a, 9a-di fl uoro- 11b-hydroxy- 16a-nethyl - 3- oxo-
17a- propi onyl oxy-androstal, 4-dien-17 b-carbot hi onacid
(S)-(2-oxo-tetrahydro-furan-3S-yl)ester and
eti prednol - dichloroacetat (BNP- 166), optionally in
the forn1of the racenates the enantloners the

o o s o o o
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salts, solvates and/or the hydrates thereof.

EGFR- Ki nase- | nhi bitors: cetuxi mab, trastuzumab,
WOBKIBEBIS Mab | CR- 62, 4-[(3-Chl or-4-fl uor ophengCl/EP2006/008029

am no] - 6-{ [4-(norpholin-4-yl).-471- oxo- 2- but en-

1-yl]am no}-7-cycl opropyl net hoxy- chi nazolin,

4-[ (R) - (I - phenyl - et hyl ) am no] - 6-{[ 4- (nor phol i n-4-yl) -

1 0X0- 2- buten- 1-yl]am no

][77 g%ﬁggﬂh%&@p%gw El% i’charac]terésed in that the counter value can
{ [bg. rese) - wanpally or- au atpﬁa ireham the ycqntainer (3) is changed, i

aPWh%Pem]the resetting is locked in the assembled state of the atomiser
yI ]Ijam no}-7-[(S)-(tetrahydrofurane-3-yl)oxy]-chinazoli

4-[(3- chloro 4-f1 uor ophenyl)
am noJ - 6-[2-((S)-6-nethyl-2-oxo-no f

28 SRiakiise aoORind b R (St aRnp o Yo Jo; chpusctsisgd,ip that the

- atolapter - dendtéy(23) acnundd -antl- prefefatidyit displays ythg total number of all

4r{}ﬂ(¥§tl°z}sqﬁ%9'9 &H%ﬁ f’ﬁ)&%ﬁgﬁﬁﬁﬁ@@&?@w or %re t111 0551ble when

)inlqnﬁ@loh?illé@ﬁ oJis ugedox o- 2- but en-
1 yI }am no) - 7- cycl opr opyl net hoxy- chi nazol i ne, 4-[(3-

Chllls‘f L&(ﬁ?{slerggéq%ggangg@ogg 8? he plge%gdlglg-c(lazumnsmcli]larzycterlse}(/i in that the
2 d@uhwi-dev)de}(aﬂb ;p@éfeiahly tlaoparipricakynd/bt neasticrdisplay device (40),

{[h(ﬂaﬂfﬁ!‘gf M)@E‘f o )ng%%n(go C%Hf?%tli]ons already performed or still

1-pasyibbd bpthe atomlser (1) and/or the number of containers (3) inserted or that

[ furan-2-yl ) met hoxy] - chi nazol i n,
(C?%]éﬂlq%ﬁr%g?ﬁ&ﬁenyl ) am no] -

6, 7- bi s- (2- net hoxy- et hoxy) -chi nazoline, 4-[(R)-(

1- W‘eﬂwmﬁéhﬁcdo}éﬁi ]oﬁe 6fthe precedmg clalms characterised in that the

3%%{1,1 ﬁlé_ﬁa{? ngi ﬁgrlg;bp yla)rtz?tiea dpowehﬁ'gcgtllc% of Totation for tensioning the

aratorajsef{ [ ) and/0; fordletvehippdinid¢?).l - oxo- 2-buten-1-ylJam
i no}-7- ethoxy-chinoline, 4-[(R)-( 1-phenyl-ethy
| )Yam no] -6-{ [4-((R) -6-nmethy 1-2-oxonorpholin- 4-yl)-

- MNo-Atdmisenacqorgingaie ¢laim Z0meharagterishd nathati when the housmg part
4- ([1 8)315 F&h&ﬂorndft}fel YREGRAEBY |r3)ﬁt@i‘oﬁ°&1€§fontamer (3) can be moved into
{[4-({rorpholine-4-y |I)-1 -oxo-2-buten- 1-yl]
afhiSo} - 7- [ (t et r ahydr of ur ane- 2- yl ) met hoxy] - chi nazol i ne,
4-[(3-ethinyl-phenyl)

?&%\g%n%{] %ﬁ?lﬁi&r}lg gﬁl ﬂég& 20,0 or IP! ARt &ed th iR order to
4-dxfdllyc detach-thefhausing paengil8) aandﬂpr}eferapbz e contaimaro(3) from the

hoitbx‘ﬁ?s i(ﬁ éh@ 'l-ﬁ%ﬁﬁfn%' Par | (1%} Lafi i Fothed 1EL HOIYsE WiftRfon that is

4 (mp@éﬁ%ﬂp Ren lirpeiom off -retationaig partighlaooelycvbre the atarpiser (1) is

| Q¥Ndioedret hoxy- chi nazol i ne,

4-[(3-chl oro-4-fl uoro-phenyl)am no]-6-(trans-4-net hans

ul fonyl am no- 5

cyasl. oAﬁ)mmef ayctcnrdmg o ohinoXy),- ciaractexdsédm that the housing part (18)

4- a[n%i?;(j ?a{t&gnse& )ggfflgs BPE % 1d1n)% SU}'face (92 532:hnclmed to the axis

i rté ronat{qxefoa: lixial geleasé |oﬁ @h@ hphs;ng Ippeint 180 jand r{refer@leludhﬁ container
C(tb% #:)éiéﬁﬁ’éé?ydﬂ) -Whéethdhduding! Par¥X18) is rotated in the release

nmet hoxy- chi nazol | ne

4- ql(@ll@ﬁi or 0- 4-f 1 uor o- phenyl ) am no] - 6- (pi peri di ne- 3-

yl oxy) - 7- met hoxy- chi nazol i ne,

4-[(3-chl oro-4-fluoro-phenyl)am no]-6-[1-(2- |lo

acetyl am no- et hyl ) - pi peri di n-4-yl oxy] - 7- met hoxy- chi naz

oline, 4-[(3-chloro-4-

fl uor o- phenyl ) am no] - 6- (t et rahydr opyr an-4-yl oxy)-7-eth

oxy-chi nazol i ne, 4-[(3-

chl or o- 4-f | uoro- phenyl) ami no] - 6-{trans-4-[(no f

hoI I n- 4 yI )car bonyl am no] cycl ohexan- 1-yl oxy
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4-yl oxy} - 7- met hoxy-chi nazoline, optionally in the form
of the racenates, the enantionmers, the di astereoners

war7opsponal | y the pharnmacol ogi cal | y accept abP@I/ER10d6/008029

addition salts, solvates and/arggthe hydrates thereof.

The pharmacol ogi cally acceptable acid addition salts

could be fromthe group of hydrochl oride,

hydr obr om de, hydroi odi de, hydrosul fat e,

hygr o

h%r oﬁﬁ%ﬁ?gﬁ&horg%%g@g@ﬁé@ﬁﬁﬁ é%g&ﬁg élXﬁ*ﬁ& RihhfRt&ised in that the
hyAderaéser { b laas mytﬁﬁélﬂnmr(é) withhg QFW?éPflﬂgt(g) in particular wherein the
hyebaeadibat &f ﬂhwd@sweé pdcRs tisPvdlgnBRRigh thedforce of the drive
hydr.o-p-t ol uol sul fonate, preferably hydrochl ori de,

hy8F88dXi de, hydrosul fate, hydrophosphate,

hydr of umar at e and hydr onet hansul f onat e. Moreover, the

d?gpoéﬂ)gm%gﬂl oqg{ngl %lhg .4 %ﬁgrat%ger{%rehiiﬂlths{ flekdtive spring (7) is
Carrngad ag tird h@@lngpw;ﬂﬂl&h esterase- V-inhibitores,
optionally in the formof the racemates, the
enantioners, the diastereoners and optiona th .

p&r rAKBNISET aegardingctoeplaiiBl 2. hamcerdsed Bh”@iltb% hgnging part (18)
t kanfonly deaktddhed ffomARe atdrhizket €I)9wlﬁén the drive sprmg (7) is released

R AsHa® TR A R g T BRI o Wy G s, Bive sprine (1) is
i neidiatdck nacronol ecul es can be used as

phar macol ogi cal ly active substances, as disclosed in
EP 1 003 478. For inhal ation purposes pharmaceuti cal s,

f 7muAtamises aseerdingtorens of qlams@detn i26alchaydcterisedeln that the
I t be

QA IELeR20) SHEGURE (€ Ak S P SRl mair

esters and conbi nati ons of the pharmacol ogically

aQiy. VAtcIhiRet mamgsml drse Qfltheepﬁeeéém aggimgh, ShardcserisedGn that the

Sect i | Ui ces nta T re ed

S0 gyiye b Bes Aodr gguBlebde ﬁi%rcgng € i gifrions of the
1 atomisar Qt) and asesqmd cxglrﬁer A2)dongosnting the nawokengf containers (3)
elipibnty 53 Sliding surface Delivery tube 54 Adapter

Non-Teturn val ve 55 Locki ng menber Pressure chanmber 56
Seat Discharge nozzle 57 Unl ocking el enent Mbut hpi ece

SO 9REA RinfisBY a@édﬁl ﬁﬁ@la1§192§aéﬁérﬁc&ﬁsé§ 119\' that ¥ fiefd and second

Cloenl gfg (Q%SI n gw{rg{%apégm ﬁgﬁ% oﬁ?ért” ﬁ%%aﬁtﬁ& %rp'g{}{‘mg?r for the
qurposieowﬁrhapgrrtgmfeddnmman(ér) part 64 Counter el enent

Housing part (lower part) 65 Pin Holding el enent 66

W ndow Spring (in housing |ower 5)art) 67 R ng

CGik o tramiser acrordimgRanglaibi @9coma0 e¢haraeterisel @oﬂmt itiey first counter
le [

oI BrodAhgaLlS MRS TACIACh i EE e ko ),

el ement 73 Upper shaft Seal 74 Drive ring Septum 75

/Elmagﬁtmﬁisexs %@I:d)r@l'ih,gﬁQG ;&?ﬁ‘dl:b@fblﬁnm%: to/ @OOtdhewﬁt&macm that the
axl ane a I n S coun
5okt GRire EEBh Te Gbuneafios (LR is ERTd iy a non-detachable

elmanarer IBOnGhoumagl-'parsU&)cmmt innparticnlar 8s arBeged 0 an axial or front
Secan o) N

pedgedieh ool oot i CLe) P fitoRls 166 Bainer () in a circular
Sgashignar m Qper ati ng nose 86 Shoul der Display device

87 Recess Lock part Projection Recess Spring Control
partClainms 1. Atomser (1) for a fluid (2), with a

preferably insertable and nore preferably exchangeabl e
container (3) with the fluid (2), with a counter

device (23) for counting the operations of the

atom ser (1) and/or the nunber of containers (3)

inserted, and preferably with a housing part (18) that

can be nounted on or is detachable from
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the atom ser (1) for inserting and/or exchanging the
container (3), characterised in: that the counter

WQIeaor0228093) or at least a first counter (3 1)PGFEP}H86/008029

counter device (23) for countiing® fhe operations of the
atom ser (1) is in particular arranged on the housing
part (18) and is designed in such a way that the
atom ser (1) is locked against further operation

OAtcﬁﬂﬁéf%Ec&%'Iﬁ%% SHe Uﬁec(lggn‘ﬁsr %;Bt t& %rit adH&Fz{ctérg%edoin that for

I nsertl on ontaln

ofchapgingtthe gentsineryad) anbhihedrousmg part (b%)c&l@ﬂg ayith the container (3)
eéﬁﬁe\ﬁﬁﬁl ﬂ(é eélﬁttet asked ((j@ Pérethe RIRtéNBY ) ‘ish@x&ﬁh@éeﬁfle

devi ce I's designed so that the atom ser (1)

| ocked agal nst further operation and/ or agai nst

r S3ovAtondiset ecording rtt) mbaldt@lﬁm( R 3Qnsxhafaomlseﬂ i that the

new co tain ?»? certain nurrbe(lri tof riserted ith, or is
cORtHt e“r"é‘“?%‘) d ‘? fcoélﬂﬁf’ﬁeéab‘t & %5 %aﬁ%ﬁ & MaRlifher! i
ofintegeated iintrs the athmiserofli)sén patficulat b héwsiogirupper part (16) or a

| I8 | d | ocked
g?ﬁ%@tmg _r&%t}ao%é éljélr%?jﬁggglg') o?’ff&% g%’?‘gféﬁs@ﬁ ond | ocke
characterised in that in the first or second | ocked

st eAﬁ)nlu@.élkhé&)rGi ne( 81 the ﬁre@édxhgfdlhl%s a:hhmcterm‘ed in that the
t he at om erated . to tri

op
QaReDe) (L BRbA VRIS o Toreatle digs a1 pasculer pt aeld part (17), in
3.paftiaitasfor tensionidigithe tatomisar (1)1 or 2, characterised

in that the atom ser has a pressuriser (5) and/or a

drive spring (7), wherein tensioning of the

pi38s shtongiser gasiordingtthelaim 34, cmractgrised in that He ¢ounger device (23)
Ororstf%&%gn(ll e6H e 323t ah%ng gﬁ%e artAt omi ser

according to one e pr I ng clains,

characterised in that t he housi ng part (18) for fluid

exl6! &tonPiBer ﬁéddirdm@etbl oS of tHU @%&eﬂmgaﬂalm &Jhdf&terlsed in that the

SO TeR e iePE Pt e SRSt S (2D 3 MeRlied spingle (48) with
orrideeqdAyl inophertubdrawhelreiirs thoctkle:adagapnstle r(gf))abamrbel rotated by a
t t : t

ot G st pAR K FHL e QBT RERISBEEY 1L0Y, Lo O
first | ocked state can be reset by detaching the

R?gfr: 1§g)rnl%§éxt aéc@élg@{‘% %Eﬁﬂg BA%NINS6 Z‘E‘S‘*;@éﬁeﬁge“ i) thab the rider (49)
c IPRCEALES 3 E&f'iq @me@mﬁiﬁou&%%% pr (ng?nqll ﬁo{?]i%éi state, so that
f irogitionrofahe past rekekedoshaaomisen@ )lioblskedet achabl e

fromthe atom ser (1). 7. Atom ser according to one of

the preceding clainms, characterised in that the

co%t aﬂt\mlséeacamdmggtof ong df thet precediog, claims, ¢hdrdcitarésed, in that the
pr e Ak at)%y’ hQy aQBglé @5\95@ gﬁée) ﬁ?f‘éﬁé}ﬁﬁggf&qo@klng a locking element

ax] al or str enent

pdfl pémeaatqmlé%m wtvcleamréer tretrigser debyers gnd/og asomisation of
t FRIidPYeiRigE bObpehied antiRé figst and)or@econelctket tstat€nd

posi tions and counts this as an operation of the

atomser (1). 8 Atomser (1) for a fluid (2), in

P39 i Atdnaisei acerdorgdenciaimist 34 and 3K, ctHaeaqlemmUimgnat the locking

I f t abl d
o B RR) Wo R L SR ok e rer (3) i th the f1uic

(2), with a counter device (23) for counting the

ORRY. aA{dthiRe c&ﬁ'ﬁlrg fns(ia a%ﬂdég’rfﬁzﬁﬁct%ﬁﬁaﬂin Qhat in the first

contal ners re er ab housi ng

pand/qrisgyon ‘t’d@&irﬁ%f@ rﬁsqmnea Pie mict reldtiee &eﬂsﬁow@mlﬁml) and/or

t peddtivi 6Lthe(1dtkihgrelement (8)age blutked. exchangi ng the
container (3), wherein the container (3) during fluid

extraction, fluid delivery, pressurisation and/or
atonisation perforns a preferably axial and/or
stroke-1i ke novenent, characterised in: that the
container (3) is provided with an operating el enent
(33) of the counter device (23), so that the counter
deV|ce (23) reglsters the anenent or a p03|t|on of

o e a " s o o o o o, Y
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operation. 15. Atom ser according to one of the
precedi ng clains, characterised in that the counter

WQIa7 0809 3) regi sters each extraction of fl ui BCY/RBF2006/008029

fromthe container (3), each teggsioning of a drive

spring (7) or a pressuriser (5) of the atomser (1) or

each atom sation and counts this as an operation of

the atomi ser (1). 16. Atom ser according to one of the
preceding clainms, characterised in that the counter

deV|ce (23) counts t he nunber of operatlons per f or e

ordl: hAtoraiser acconding tpePng Ofeelaimy, 38atq .@urwrwt@msqdqen that the

cubciang d‘@ﬂé@(?‘@)’ hﬁs3)a lo‘@l( 157&{3 (MPWhS@ﬂ ift Jpar@&elar can be moved in

m ser accorgrn

pr ef o

el g0 e e e iiR SOt pRrS VTS dadoP R areisst (1), which
ban rthe éd)ckﬁimlaﬂel blocks et atomtiseralll)yivparticutae tho hécking element (8),
( in particular wherein the resetting is
I?gﬁﬁtgﬁeﬁﬁg’qassen‘ol ed state of the atom ser (1). 18.
At om ser according to one of clains 1 to 16,

h? agt isélg?cécg‘df to the C@P”El@{ra&@ﬁ%@@ i ?d%it t?r@UiBEﬁ part (41) in

prerera ays t e tota er o

opbe a\@rl%ﬁﬁisstate engagss diatween thy leqkdng ipkereenfedy and a housing upper

P§akOf 1165 df @hic afotniSér (1)). possi bl e when nore than one

container (3) is used. 19. Atom ser according to one

of the preceding clainms, characterised in that the

ccednt AtomiBer accofdit tprcﬂﬁim ablor 42asharactepised ah tleatdhelock part (41)

S0 S RO A o2

di's operations’ al ready performed
or still possible by the atom ser (1) and/or the
milﬂfng{xteo?ﬁlsEP Q&%rﬂﬁfgst({ %iau’n’@@Iratrrllgda&br(’hﬂgttocé‘ﬁk oFid1hik€ 41 to 43,

acco
%tqrgseﬁr By th@t %ﬁjr»%tspgrftefé%e r(fq8o)t has a rmltrrﬁmrh@“) which in
pqramcﬁill&) cartBe govedl pérgphdrallpie relation itb ahe txfngrﬁﬁidaﬁalpfbtanonal or

faor tensi.oni.n ( nd/or for de
PO RG] SrAE ARBIR Ty b i G pcimietor e tock pare
clidtrcterised in that when the housing part (18) is
rotated in the direction of rotation the contalner (3)
can be noved into this. 22. Atom ser according t

cl43i A taaniser aqcording i ckHmsedp jand: 4tht charagierised t"o that the control
a>paad (45 @ﬁh%%ﬁd?@teﬁ%t&hﬁﬁe@%&tthé 1Rler @9) RA ?)faﬁ'icﬁhhb/parallel to the

Lot aRE e i N

S opposite to the direction of rotation, in

034 PIL DL PRSP 3) 90 conrol par
t Iﬁéﬁ) tdweingoopsragom.aint pe(msyllaartcnmnmge ofithunatosris¢ri(1)Has operation
orofﬂﬁ\éelo@ksﬁdrfjgﬁg) cat fb%‘jlgt| ee, 1r§§:)art &H!n‘ B%ﬁl&c@dt i herally, with

axl s for axi li ous]
( Partigy TEPEH PYLY: Héercoprei o d 1§}31P0¢m6m pavallel tot & axis.
atom ser (1) when the housing part (18) is rotated in

¢ - (RUBRRE B etlinee o Sl P ARGty Fengierisq if that”lhe conirol
atpanti $45), (thjoughs aarq:tatesrstﬂf ther pa) rolative so dhe vatospsarngl) can be

(7 s Ich‘hgéérspﬁté'rél ug@t\‘f& y%ﬁé‘gggﬁolt'&ﬁﬁﬁ)%%f@e?gffi ﬁ'ed (2)

dr| ve spring (7). 25. Atom ser according to claim 24,
wa @&fcﬁl’iﬂsélegcdo?din:g% értbeofituevlsreéedmggcml?ﬁs ichapdct@f@adn that the

ousi n t om Ser accordlng to
cI H?trﬁ“fgorm P%lfqé%aqwnm&@ efeesbisi ng part (18)

can only be detached fromthe atom ser (1) when the
drive spring (7) is released, in particular by
preventing at |east an unl ocking when the drive spring
(7) is tensioned. 27. Atom ser according to one of
claims 24 to 26, characterised in that the counter
device (20) surrounds the drive spring (7) in a radia
manner. 28. Atomiser according to one of the preceding
clalns characterlsed in that the counter deV|ce (23)

o o s o ~ AN\ o o o o,



36. Atom ser according to one of the preceding clains,
characterised in that the counter device (23) or its
wa@ewansedunt er (32) has a threaded spindl e (4BJT/HP20A6/008029

rider (49), in particular whergjn the threaded spindle

(49) can be rotated by a rotation of an inner part

(17) relative to the atom ser (1) . 37. Atom ser
according to clainms 34 and 36, characterised in that
t r 4 C

{1 s ARt a e Rt o PUR R0y Rp <ERAs, (chack el in that the
pawrcssuews&twrwrt @tonnéatmrbﬁalsqsr placy ins abputﬁhédneglsamcal fashion, in
At I s,
O R T A R S A
device (78) preferably for |ocking a |ocking el enment

g $|X) OAtdlﬂSelﬁﬁ@mrﬁflfg t(oldr:e Mﬂt}fe? ﬂeﬁedmgaﬂaih@s tohag@edrised in that the
elLiver [.a m sat |
o ot (P Qoo i ® bndAnf inbalshgin Gdrighib f8F mediginal acrosol

Attberapgr according to ciains 34 and 38, characterised
in that the | ocking device (78) is arranged on the
part. 40. Atom ser according to clains 34 and 38,
characterised in that in the first and/ or second

| ocked state rotation of the part relative to the
atom ser (1) and/or operation of the | ocking el enent
(8) are bl ocked.41. Atom ser according to one of
clains 38 to 40, characterised in that the | ocking
device (78) has a lock part (41) which in particul ar
can be noved in parallel to a longitudinal, rotationa
or novenent axis of the atomiser (1), which 5 in the

| ocked state blocks the atom ser (1), in particular
the | ocking el enent (8), against operation. 42.
At om ser according to claim4l, characterised in that
the lock part (41) in the | ocked state engages between
the | ocking el enent (8) and a housi ng upper io part
(16) of the atom ser (1) . 43. Atom ser according to
claim4 1 or 42, characterised in that the | ock part
(41) is noved in a cranked and/or forcible manner. 15
44. Atom ser according to claim38 and according to
one of Clains 4 1 to 43, characterised in that the

| ocking device (78) has a control part (45), which in
particul ar can be noved peripherally in relation to
the longitudinal, rotational or novenment axis of the
atom ser (1), for operation or novenent of the |ock
part (41). 0 45. Atom ser according to clains 36 and
44, characterised in that the control part (45) can be
operated or noved by the rider (49), in particular
parallel to the axis, in order to achieve a bl ocking
of the atom ser (1) or a | ocked state. 5 46. Atom ser
according to claimd44 or 45, characterised in that the
control part (45), during operation, in particular
tensioning, of the atom ser (1) for operation of the

| ock part (41) can be noved, in particular displaced
peripherally, with particular preference only after a
previ ous displacenent parallel to the axis. 0 47.
At om ser according to clains 34 and 46, characterised
in that the control part (45), through a rotation of
the part relative to the atom ser (1) can be displ aced
peri pherally for operation of the lock part (41). 48.
At om ser according to one of the preceding clains,
characterised in that the 5 first and/or second | ocked
state cannot be reversed. 49. Atoni ser according to one
of the preceding clains, characterised in that the
pressurisation or atom sation takes place in a purely
nmechani cal fashion, in particular w thout propellant
gas, preferably by spring power. 50. Atoniser
according to one of the preceding clains,

characterlsed in that the atontser (1) IS deS|gned as

T I I T L Y I L R |



