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RidARHNGER S CAL COVBI NATI ONS CONTAI NI NG BENZOXAZI INE/:p2005/004073
FOR TREATI NG RESPI RATORY DI SEASES 5 The present

invention relates to new nedi canment conbi nati ons which
contain in addition to one or nore, preferably one,
conpound of general fornmula 1 [err] 10 wherein the

groups R1, R2 and R3 may have the neani ngs given in

the clains and specification, at |east one other

active substance 2, processes for preparing them and

8eighet Use as pharnaceutlcal conpositions. Detailed

des tion of the invention 15 The present invention
‘el i’#@@%ﬁ@y. 16A L CONBE ATIONSCORTHNIDIG BENAGXAZINE

addi tion to OrFORARERTENGRESPIRRTOIONPISEARESUNd Of
general fornmula 1 [err] wherein 20 n denotes | or 2,

preferably 1; Rl denotes hydrogen, hal ogen,
Te @ésat kyvlentdon reldtds to @éwalhddydamenﬂ?old@ﬂﬁtcas whysh @@@ein in addition

%adn%%?ﬁ% ljpr%qg ))f% £od npo%n% &gA 1§-¥W1R§ denot es

-OClC4aIkernecw-| -0 C
j - C4- al kyl ene- CO- O CIOKA4- al kyl, 25 at | east one ot her
active substance 2. WO 2005/102349 2 RCT/ EP20(35/ 004073

Preferably the pre invention rel ate di canent
conbi nati ons, whic [ i Me Adili t |0 one or
nore, prefer abIM as a
further active % gpounds

sel ected fromt cai(®gor icas the anticholinergics 5

(2a), PDE IV ihhib ors (Lb), steroids (Le), 4
LTD4- ant agoni S (2d)_and EGFR-inhibitors (LeJy.
‘Ph@'ﬁ@rth%aroap%RL&ﬁ @drf?rﬁlab bawsi thamearisgsgiverhindbaelaims and

éilf'béltﬂﬁl hilc ¥ Bnd6thBscBve stsBBE B rYcR88 egmgdhaﬁ d th
%ner forfm ]?;1 V\Lherg?% 1SO n Elte%r{o(t: es 1018['?iL and ther

Hptageufica THRORHOBE hydr ogen, fluorine, chlorine,
met hyl or thoxy, R2 denotes hydrogen, fluorine,

chlorine, methyl of Bt NOX¥iistion of the invention

The present invention relates to medicament combinations which contain in addition to one

or more, preferably one, compound of general formula 1

CH
R3 3
R
Me Me
O OH
© 1
wherein
n denotes 1 or 2, preferably 1;
R' denotes hydrogen, halogen, C,-Cy4-alkyl or -0-C;-Cg4-alkyl;
R? ~ denotes hydrogen, halogen, C;-C4-alkyl or -O-C;-Cy-alkyl;
R’ denotes Ci-Cq-alkyl, OH, halogen, -O-C,-Cy-alkyl, -O-C;-Cy-alkylene-COOH,

-0-C;-Cy-alkylene-CO-0-C4-Cy-alkyl,
at least one other active substance 2.
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R3 denotes O -C4-al kyl, OH, fluorine, chlorine,
OCI 4- al kyI -0 C,- XA4- al kyl ene- C(I]—&
W(é)%lbg}g% al kyl ene- CO O O - C4- aFkyI 15 at | east oha2005/004073
ot her active substance 2. Al so preferred are
medi canent conbi nati ons which contain in addition to
one or nore, preferably one, conpound of general
formula 11 wherein n denotes 1; 20 Rl denotes hydrogen
or Cl-C4-alkyl; R2 denotes hydrogen or Ci -C4-al kyl;
R3 denotes ad-CG4-alkyl, OH -0d-C4-al kyl,
al k ne- r Od:C4- o . o
P b R ) fefes tamedicitipnt soumbynstions.Jeish ontain, in
sdbtomtvome2r m@8§, pitfembpy afegcompbiad ef fedintatrens further active
p& oﬁé‘ S %rec&ﬁ;ﬁ;%%gﬁ & éc{kdafﬂo% Fﬂeocﬁtefg'zﬁpé’s“o? tﬁ%r{?}&ﬁ&merglcs

re era
‘é nﬂubms &Qz_lﬁoﬁte@ldﬂ@ﬁ)obeﬁ‘l antaghyistsd2deandyBGFR-hibitors
_denot es hydrogen, nethyl or ethyl; R3 denotes
net hyl, ethyl, OH, nethoxy, ethoxy, O CHe- COOH,
-O CH2- COOnet hyl or -O CH2- COCet hyl, at | east one

Bidi@rcdant medicaubat @Iﬁﬂﬁna&ony‘@hﬁﬁ%hﬁhﬁﬂiﬁ‘hﬂdﬁron to one or more,
are nedi canent

PCII% P2005/ 004073 %) ef e d
DSBS PG TR Ao dY}i f&% to one or nore,
pr ef er abdlgnotasd, orc?opmﬁembjydt general formula 1, wherein
1denot eg, t Rz
5 ot s (5315 5%%“’%99 nf@?)ﬁ%*r‘ Rk
thoxy, ﬁn@t ring).cjeringonethil Tmetbt”i}{,east one
RreE her aC&én‘é%sS@fl@E-%H@P CH, fﬁfo%%fdhﬁ%ﬂéeﬁ‘oﬁﬁﬁ@% Cr- c4 alkyl,

conbi nati o s c ord ve

o e bt e Shdegy P2,
mrleésebﬂéad)themwyemwg. of gener al formula 1, wherein
R3 denot es net hoxy, ethoxy, -0 CHZ- COOH,

-0 CHzZ- COOret hyl or -O CHzZ-COCethyl, and R, R2 and n
fabsp teferred e meshednmays cqribieatics ovhech @intdie astddaive totone or more,

ﬁl%féré(lﬁy %HQ%B%Bﬁnc?of general formula 1, wherein

n denotes 1;

R! denotes hydrogen or C;-Cy-alkyl;

R? denotes hydrogen or C;-Cy-alkyl;

R® denotes C;-Cy-alkyl, OH, -O-C;-Cy-alkyl, -O-C)-C4-alkylene-COOH or

-0-C,-Cs- alkylene-CO-0-C;-Cy-alkyl,
at least one other active substance 2.

Also preferred are medicament combinations which contain in addition to one or more,
preferably one, compound of general formula 1, wherein

. n denotes 1;
R! denotes hydrogen, methyl or ethyl;
R? denotes hydrogen, methyl or ethyl;
R® denotes methyl, ethyl, OH, methoxy, ethoxy, -O-CH;~COOH,

-0-CH,-COOmethyl or -O-CH;-COOethyl,
at least one other active substance 2.
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15 The present invention also relates to nedi carrent

conmbi nations which contain in addition to one

Nt €0 BP&Per abl y one, conpound3of general for rruI]éCTiEP2005/004O73
wherein n denotes 1; R denotes hal ogen, G -C4-al kyl

or -O-CG-C4-alkyl; R 2 denotes hal ogen, Cl-C4-al kyl

or -OCG-C-alkyl; 20 R3 denotes hal ogen, G -C4-al kyl

or -O-Cl-C4-al kyl, at |east one other active

substance 2. The present invention also relates to

m Iﬁ'@fﬁ'ﬁ'@& a@ﬂ%&ﬁﬁér@ BSmMRLGEhsGRREREShtAIR l@gﬁlt‘idlﬁﬁ onk 8r more,

nore, pre bly conpound of gener al
Fery o Wép‘ﬁ Diribral el pherein denot os
hl uor i nederokdsar i ne, met hyI or nethoxy; RZ denotes
Hluori ney. Iﬂ g{l ne, neth .0 met hoxy ; R3 denotes
uor i ne“POH® yfiF%enﬂ’é’inﬁ ’or nmet hoxy at | east one
Bf her acdiemeﬂsélykisigamoemathylso In anot her preferred
spect t N
gonbl nat ?%lr?gers‘ﬁmﬁ%hbﬁ {HOQ g‘a?ih ion t080(?1@?%6%)&1“yl
ﬁﬁﬁ@ﬁom@héﬁwwww&ﬂ,ﬂc@én’pound of general fornula 1,
wherein n denotes 1; 35 R denotes hydrogen; WO
%%%02349 4 PCT/ EP2005/ 004073 R2 denot es hydrogen,
I Gd e 1%11(;5); o J@ﬁtlmqqg,qr ingdo fieiBYBLIOREF pse w ich contain in

eddityn toi @-op Ry, |prefteﬁbty omRpéathpouklilof Eénépdliftenula 1, wherein

_ﬁ?)l ocuzn b{?@m i %X)g;ﬁé %E%_—p Cﬁ';%l(g)(gm'é{hyl or

‘OCH2 COOF@iHiﬂOOe@yEI—Q cocet hyl |

. O P~ %g MG Iﬁefpl &s%@%&%%r ?.Ctlve s¥1bstance 2,

| east one ot her active substance 2. Parti cul arly

PhREHREE thv@fi@or RS FATBND ntdidaieat L RRSindMYns Qv}ff&{‘éo%tdih innaddmon
addition to E&bﬁf nor e, ref erably one, _coppound

PeE L POy O%Q@P‘H‘nﬁ?@ Berlféﬂcff"é%“&l CIgi@n ot es
hydr ogendenbiEsdenot es hydr ogen, fluorine, chlorine or

thyI rin chl orine, nethyl,
n&et hoxy J\E’Pﬂg%fog?n % H@&]’—ﬁ Gt 8 -2l ln
denotes halogen, C;-Cs-alkyl or -O-C,-Cy-alkyl;
R’ denotes halogen, C,-C4-alkyl or -O-C;-C4-alkyl, at least one other active
substance 2.

The present invention also relates to medicament combinations which contain in addition
to one or more, preferably one, compound of general formula 1, wherein

n denotes 1;

r! denotes fluorine, chlorine, methyl or methoxy;
R? denotes fluorine, chlorine, methyl or methoxy ;
R3 denotes fluorine, chlorine, methyl or methoxy

at least one other active substance 2.

In another preferred aspect the present invention relates to medicament combinations
which contain in addition to one or more, preferably one, compound of general formula 1,
wherein

n denotes 1;

R denotes hydrogen;
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| east one other active substance 2. 15 Also preferred

are those nedi canent conbi nati ons which contain in
AFXYEH*P one or nore, preférably one conpounBCHEP2005/004073
general fornula 11 wherein n denotes 1; R denotes

hydrogen; 20 R2 denotes hal ogen, C -C4- al kyl or
-OCG-CA-alkyl, preferably fluorine, chlorine,

nmet hoxy or nethyl; R3 denotes hal ogen, Cl-C4-al kyl or

-0 Cl-C4-al kyl, preferably fluorine, chlorine, nethoxy

®F et hylenot@lhydfash, tﬂﬂﬁm@t&‘ﬂ?] rifriny@ngubst ance 2. 25

rred aspect e present i nvention

R anaqt her
K3\ ot Genaies thelhie siaisodRBY Lniseh-BHSL. Gl Bioreamikgripe bromine,
addi t hizthdx9, efx9-OMHS-COOE] &3-alpl,yCIRRe 00D MOUALCPE-CH,-

T G TERIR e R

abov e CHatCHeES0cting, -01-08k-Citt CHe COMatan; €02 H,30H-TCH,-COOethyl,
?nggg?gge phef ?Crtwg%%}%%ﬁ][%g& the present invention relates

natrons which contain in addition
to one or nore, preferably one, conpound of genera

b AT Ry a0 o o

HORG Pedensbbygne, campppnd of f sencpal dppynula LevhereiBut yl ,  OH,
ﬁl uori nederﬁ)msqn ne, brom ne, nethoxy, ethoxy,
OH, - O-CH2- CH2- 000H, - O CHZ- CH2- CH2- COOH,
ROCHZ SIYAER. Crp- cooet hy | |
CH2 O&ﬁm&@@yﬂtdgyh,,ﬂuon@e@iﬂ}rﬂdbrﬁ@ﬂ@ﬂhyl

at I east on%%ﬁ Ve s%%ﬁggﬁ%ar% W@&E'OOOH at

lnegtfone ogher agtiverfsbisternednt conbi nati ons which contain in
addltlon to one or nore, preferably one, conpound of
a a l, wherein 10 n_denotes 1; R and R2
rrﬁcg aredhess: .medicament combinations which contain in addition to one or

more, preferably one compound of general formula 1, wherein

n denotes 1;

R! denotes hydrogen;

R? denotes halogen, C,-Cy-alkyl or -O-C,-Cy-alkyl,
preferably fluorine, chlorine, methoxy or methyl;

R’ denotes halogen, C;-Cy-alkyl or -O-C;-Cy-alkyl,

preferably fluorine, chlorine, methoxy or methyl,
at least one other active substance 2.

In another preferred aspect the present invention relates to medicament combinations
which contain in addition to one or more, preferably one, compound of general formula 1,
whereinn =1, R' and R? denote hydrogen and the group R® may have the meanings given
above, at least one other active substance 2.

In another preferred aspect the present invention relates to medicament combinations
which contain in addition to one or more, preferably one, compound of general formula 1,
wherein

n denotes 1;

R!and R?> denote hydrogen;
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R3 denotes OH, fluorine, chlorine, nethoxy,

-COCH, preferably_ OH, fluorine,
‘é’lﬂ)lzgpﬁy]r??”et hoxy or methoxy, at |east one other FLd{EPgs/004073
substance 2. 15 Particularly preferred are nmedi canent
conbi nati ons which contain in addition to one or
nore, preferably one, conpound of general fornula 1,
wherein n denotes 1; R and R2 denotes hydrogen; 20 R3
denotes fluorine, chlorine, nmethoxy or ethoxy, at

Réast ongnpibactldie, SebAnte duihen ngﬂﬁ&%ﬁ:t chlorine, bromine,

i nvention al so rélates to nedjcament” co

|nat|on
e O g e b CoaHe P, GAMBERat | 808k, or, iy
pr ef er abC@OBY) e-D-GHmm{Dﬂheﬂifyl,QQE@H?CdO&m,l - a;ﬂizmﬁr(emmethyl,

or -0 6 e HaTo COBE bR B R R ety o - con
¢t -C4 al RQDethyl, -OCl C4-al kyl;  R3 denotes hydrogen,
AGet od eaRlr a%pg tive substance 2. Preferred

are nedi canen |na Tons which contain in addition
to one or nore, preferably one, conpound of general

PRtRMbdy breféMh%ra?é Hleﬂlcgiﬁ&ﬁtc%ﬁlbinatlgg’s \Bﬂacﬂ ehRhBSn addition to one or
nmet h y Qr et hoxy;

hydr og fluori ne, rine WO

1@9{%?@3@2 ably ogesempepsd @‘-gg ved fosmued, s hydr ogen,

fil uori nedenetekori ne, nmethyl or methoxy; R3 denotes

gy@_g@gf {?h’ st _one other active substance 2. 5 The
feRgtes oy ﬂgg} so relates to medi canent

Rbnbi natdenns @i ,dluodioeatchlarineymettidi g, iethoxy +O-Ce COOH, preferably

nmore, prefief eé&ggmﬁcg%}&gggm%ﬁ ogener al formula 1,

wherei n n téno tes udrine, chlorine,

shdeasy onenthereackv substapee Henot es f1 uorine, chlori ne,

met hyl or nmethoxy; 10 R3 denotes hydrogen, at | east
?nelﬁl.ﬂérifﬁr q%té \g{]?%{sﬁlgg %%%glg{re?&nﬁz gila%p\gsh‘fezpﬂgg ng%gﬁg{sl ag ition to one or
mefy, prbdrhblipyee agaipound of general formula 1, wherein

n denotes 1;

R'and R? denotes hydrogen;

R} denotes fluorine, chlorine, methoxy or ethoxy,

at least one other active substance 2.

The present invention also relates to medicament combinations which contain in addition

to one or more, preferably one, compound of general formula 1, wherein

n denotes 1;

R! denotes hydrogen, halogen, C;-Cs-alkyl or -O-C,-C;-alkyl;
R? denotes hydrogen, halogen, C;-Cy-alkyl or -O-C;-Cs-alkyl;
R’ denotes hydrogen,

at least one other active substance 2.

Preferred are medicament combinations which contain in addition to one or more,

preferably one, compound of general formula 1, wherein
n denotes 1;
R! denotes hydrogen, fluorine, chlorine, methyl or methoxy;
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may each be in the ortho or nmeta position relative to
the bond to the benzylic "-CH2"- 15 group. If neither
8%)%9%16}8ups R and R2 denot e8 hydr ogen, prefer@QQFPﬂmymMUn
conmpounds of fornmula 1 for the medi canent conbi nations
according to the invention are those wherein either
the two groups R and R2 are in the ortho
configuration or both groups R and R2 are in the
meta configuration, while conpounds in which both
R? oups Rjendd h%ro%é@ fhdrihé, echld?an Qe oNdringdih@lyh on are
parti cul ar ortance. I'n the conpounds’ of

rnula “ﬂﬁ%b%lﬁg@he of the groups R and R2 does not
giciest ene bdiel REeasubstanb®y. be in the ortho or neta
position relative to the bond to the benzylic "-CH2"
group. In this case particularly preferred conpounds
the peseniireventidroalsa redatesno diezlacaprent coomtbnat@mins eisch contain in addition

ceordi e I [ group
R A g PR L AL
Ertho cofptgardati on. 25 Also particularly preferred

Rte rredl@eim%@musﬁﬂ@lcﬁﬁhh@nﬁetw&hn&mt}al n in addition
one r nore, preLera ytgne compound of general

9
RS il a Sengier EBPHES, ChBRE U B SRS,
R? hydroxd/enste{;hymgélgxy 2-[2- (4 met hoxy- phenyl ) -1, 1-di m

%ttlg on %ﬁeramuvelubs N eé 4H benzo[ 1, 4] oxazi n- 3- one

6- hydroxy 8-{1- hydroxy- 2-[ 2- (4- phenoxyet hyl

Ir?tﬁg lt:?rhﬁ(ﬁr%le of & A’;{% %{r&)ﬂg Q{”aﬂg }1’2 'Shey do not represent hydrogen,

mal yahdeyin $hq artheyerrasty posifion (ehaiwﬁém@mboa@ & the beegydip."-CH,"-
,o% dir By bf &E% H”\Cbhd R2 denotes hydro en, preferred compounds of

1%_1510? RGeS Sy BOROR Fratie eIt yP sy Wherein

' a}hel thMdrb@t@'u;ﬁtm)ah}lRGﬁreBiﬁ the ortho configuration or both groups R! and R? are

DIBE R A RSAARS Sl SRR 8 Vhida' sl ol R and R? arcin the

ety chmfigyragof bretnfgpadioplap ifipertahctry dr oxy- phenyl ) - 1, 1-di m
?Hﬂ L:oﬁ?&)ﬂd@ BF Rt MWhéreir SRt Mk duft XA K R7eOR6t denote

Byds 9%%371138’ fesin fenrtieyerangta nogitios spatiisyp theeamg ty the begzytic

- ety gro@bhml tRi¥ich] patfidildrl yitefedd Qbhpduidx o Fddmai-oDN for the

é‘e?’f?‘r{l?’t("ﬁm@lwm% AesRydine fo thednveation predhasg Py oi fhep efpyp R or
Rt ovdyieleddueg npt denoyediydxopzed ik inthaz mhciceﬂrﬂﬁguﬂmon 3-one -
8-{2-[2-(4-fluoro-3-nethyl-phenyl) - 1- di et hyl - et hyl a

m no] - 1- hydr oxy- et hyl } - 6-
Alsamexticuladlytpeefzopd ame nasdicanrenBcasnlgingtic®s which contain in addition to one

& thére] ?lrefe‘}a‘rfﬂ/ RS %o&paﬁscfwf* geRBAMMrhuth HseflicRtdmh 1)) d¥hRunds

m _n o -hydroxy-S {1 hydroxy~5-[2 -(4-methoxy-phenyl)-1,1-dimethyl-ethylamino]-ethyl}-
4H-benzo[1,4]oxazin-3-one (1.1);

- 6-hydroxy-8-{1-hydroxy-2-[2-( 4-phenoxyethyl -acetate)-1,1-dimethyl-ethylamino]-
ethyl}-4H-benzo[1,4]oxazin-3-one (1.2);

- 6-hydroxy-8-{1-hydroxy-2-[2-(4-phenoxy-acetic acid)-1,1-dimethyl-ethylamino]-
ethyl }-4H-benzo[ 1,4]oxazin-3-one (1.3);

- 8-{2-[1,1-dimethyl-2-(2,4,6-trimethylphenyl)-ethylamino]-1-hydroxy-ethyl }-6-
hydroxy-4H-benzo[ 1,4]Joxazin-3-one (1.4);
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10 hydroxy-4H benzo[ 1, 4] oxazi n- 3 one (L.9);

2 4-di fl uoro-phenyl)-1, 1-di net hyl - et hyl am n
wp{zfq?flélfoa -ethyl }-6- hydroxy- 47—!— benzo[ 1, 4] oxazi 13 @5/004073
(L. 10)

8 {2- [2 (3, 5-difluoro-phenyl)-1, 1-di net hyl - et hyl am no]

- 1- hydroxy-et hyl }-6- hydroxy-4H benzo[ 1, 4] oxazi n- 3-one
(1.111; 15 -
8-{2-[2-(4-ethoxy-phenyl)-1, 1-di net hyl - et hyl am no] - 1- h

{gr gwy@fbhws} £16nyAYEh0xY 2- (4 Hy e R¢-Bhdnyhl DXATh & PE@RRamino]-ethyl }-
8- {Zi%im?%ﬂb4hﬁﬁ99ﬁ&wmﬁﬂéﬂyI) 1, 1- di et hyl - et hyl ani no]

( - 1- he-tipdeoyy-8t Hylhdréicy- DY 2H Diepprbipybsienel) 1, Kiimxkhzi-ahFamie]-cthyl } -

4- (43%5’6’[‘@ ]’ffﬂf?%?& 3201166@4%)ﬁr oXy- 3- 0x0- 3, 4-di hydro-2H b

enz 0§-1243-¢k-atiyhplienyl)) I, 1 @nethyl-ethylamino]-1-hydroxy-ethyl }-6-hydroxy-4H-
et hyﬂ)&%ﬂqﬂjo)&zﬂg ia){g(ﬂ)opyl }- phenoxy) -butyric acid

8 { 281{%{%&4 fnerior 3-trsthod phem)-} A dimetyhethypminal tiyhedipxrogthyl}-6-
@ayy4ﬁlbeyi&[1 Aoxayidrngye di)benzo[ 1, 4] oxazi n- 3- one

z(al{ %I%ﬁ -BHper st phrwdsid g thyl-athyamingl - bdeerpi-gfhyl ) -6-

m noydiodyy4il -Gryzoft AYxhziG-3-one (1.9);

e bkt LR e DR i e

ydr oxydrastyrdilbeszohl,dfomyin-34bheddin] 1, 4] oxazi n- 3- one

(11 -6-

8- 287%(2 [% 513 rdé)ﬂr%)m hen 13 1 i dimgthxeetm/r]]amér% yll %}Fﬁrcr)] o)j ethyll%

dr oxBydeenyytH-benge) 92“1 Apslddd);1, 4] oxazi n- 3- one

( |—-189 £2-2- 5'4 ethoxy- phenyl) -1,1- dlmethyl -ethylamino]-1-hydroxy-eth l} 6-hydroxy-

‘Q%% foro 5 en o) di met hyl - et hyl am no -h
ydro @m Flogasipr r?}M 4H benzo[ 1, 4] oxazi n- 3- one
( LA9R-{212-(3,5-dimethyl-phenyl)-1,1-dimethyl-ethylamino]-1-hydroxy-ethyl}-6-

8- {2h(;§d20f5y 4I-félb@19zo?1 gkoﬁ%mgxé’neo(li_yl )-1, 1-di net hyl - et hyI

hy-dr‘b{c’&{zk[-ﬂ bﬁdrwf ~2-(Ahydeoziyr3-Gxwhd-dihRipo-2H-benzo[ 1 4]oxaz1n 8-yl)-

ﬁyl{ gertniqﬁ% ﬂ’lO "fgétﬁ 1331‘@ ﬂ% EH&Q}I)—BB@HW&MJ(! Jafli met hyl - et
6-hydth ek (?Aﬁﬂ!fhw,%phemql LaAimethybetbylaminp); 1-kygroxy-ethyl }-6-

2005143;5 el Efo%ea/0
m no l o flﬁ?ﬁ%}@\{‘lym&h;{ e%hy?ammoﬁw-hy%t n Itf:?hyl} 6-
hydrhyndyexéxl-—#}bbam[ﬂ,éi]b]xamaﬂ -one3ddiee (L22); -

Zjﬁda §4 Elnbl%r}g}eﬁy) lug dﬂn&ﬁﬁﬁr@fﬂ))lm&mgs] ﬁj h%;(mf/l etl%lp-)él ‘rg/droxy
hydr enﬂﬂ[bé]@zm{m 34911§=>{éél_}i 3-one (L23); 5 -

- 8-{ X [ 214 -fa-6RhY- ﬂi%yf)]}: URaRn RBANAY arkind -9 LHTREYL et BY IR Rydroxy-

hmy 3 ?Jdiéellﬂq?{a%})%ﬁ‘e}i’h Zﬁ%r’&ﬁéﬁ}w 3-one (L24); -
8-{ B-{211-8+hbrorphedyli1 108 itnaphigRiHy)andind}- tlhi@ioR Y etigl h gy droxy-
M Nt et A adh Vo (329);
- 8-{2-[2-(4-fluoro-3-methoxy-phenyl)-1,1-dimethyl-ethylamino]-1-hydroxy-ethyl }-6-
hydroxy-4H-benzo[ 1,4]oxazin-3-one (1.20); :
- 8-{2-[2-(4-fluoro-2,6-dimethyl-phenyl)-1,1-dimethyl-ethylamino]-1-hydroxy-ethyl } -
6-hydroxy-4H-benzo[1,4]Joxazin-3-one (1.21);
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hydr oxy- 4H benzo[ 1, 4] oxazi n-3-one 1.25 ; -

-{2-[2-(2, 6-difluoro-4-nethoxy-phenyl)-1, 1-di net hyl -e
gﬁéﬁ%&ﬁﬁé - 1- hydroxy- 10 ethyI% PCT/EP2005/004073
- 6- hydr oxy- 4H benzo[ 1, 4] oxazi n-3-one (L26); -
8-{2-[2-(2,5-difluoro-4-nmethoxy-phenyl)-1,1-di nethyl-e
t hyl am no] - | - hydr oxy-
et hyl } - 6- hydr oxy- 4H benzo[ 1, 4] oxazi n-3-one 1.27 ; -
8-{2-[2-(4-fluoro-3,5-dinethyl-phenyl)-1, 1-di met hyl - et
hyl agi {nqb=(-chies Q&Metﬁ}lblyﬂe}lyl) 1,1 dlmethyl ethé/lammo] -1-hydroxy-ethyl }-6-

6- hyg X ﬂgl— ben (f 31 4 2| n ne
8- { 27y F° %/3@ 5 ‘E)x% > di rret hyI et hyl ani no]
- 1- h§deq2y4-ehlvyd-3- ﬂixordslpﬁérgblyl 4¥du|ﬂetﬁ1§fpétﬂylél}nm0§l2mﬁyd30)@nahyl}-6-

1.29,; .- .
8- { 229%o%y 4t henzol 1 410xezi 30wy - 1. 1- di et hyl - et hyl a
m no$-{B- [Hj(él-lcbboyt)-étfh.yolrc}-pﬁen}ih)jdﬂﬂi)hylethjy‘l—hhyim[no ]-1-hydroxy-ethyl}-6-

1,4
8- {]29%{"%6?411 b%%[w‘%%%? BRBAAEDY 1. di et hyl - et hyl ani
not - &{Ryt T(},—;@blog:t Hsﬂqorcp}phgofl) 1,1-dimethyl-ethylamirio]-1-hydroxy-cthyl}-6-

hydr BydtodyHBaRan[1 445823 -Bad0ng; (L31);
8-{2 mst hyl - et hKI am_no]

var o§£i54§f(§p3ecﬁ€¥q{9a*rm%oxmh D ke e ey -Bydiory-
{123[Zethﬂ(}| 6-hﬁir0xy—4H-ben:rz]0[r]; 4]oxazin-3-one (_"T%
e R Im}mg -RP¥eRbentr DBt b igo-

1. 33ethg }«ft- hY agt-4 B rhenpe[h g oxmein- rens (@M ance 2.

Pai tg C{E'[Q"(Mélgﬁ{)ei SIdifREm3I [-BheneBOE dﬂhéti@l &ﬁkﬁ%gmto -Lhydroxy-ethyl}-

medi canent i Hat | ons ontai n
one @hydioxrE4Hphearell ipyazime; Onééb&@und of gener al

f o; n%u {3-12( ssld?&ﬂ&a -phieyn 11 hed1 t h h-:r- ?rdroxy ethé/l} -6~
r Ox en
et h));ll'l dg?’ﬁ’y‘iﬁg&’l P&ﬁf?’éﬁ%‘}‘]‘ i o[ 1, Zf] gxaz?/n 3-one
é ﬁdzg[{z [2- (}f;ﬁor;%—methyl-p;efg) 1,1-dimethyl- ethy}qan;mo} 1- hydro;(y-ethyl}-6-
Y %(’ﬁ’ n?&g( A ﬂ-ﬂjenoxyet yl -acetate)-1
ITe h
et -hy$ }{ZWbé,ﬁﬁuﬂBQW}I@iigﬂ)ﬂ;Bdmh}d -ethylaming}- hngdmxy-eghyl }-6-
aC| d% 1, ? rret Ifé EY: @(8“@@5 et hyl)
éérk %K%HW}MEPWJB 6rfhrn@&lyfsythylmnz:dd5hym2®¢9thgl} -6-hydroxy-

PCT/ &P—% DA 4ZAn-3-0ne (1, }
o] 1 %/‘ &i 4'5'3::[1%9}13%853/ dlmethmF tt}%{ no yf %yc‘frtoggfl eﬁm} -6-
hydrlq;dyo@l-ﬂfﬂ}émmm[[]],dl]ﬁxamaﬂ -onc3Ad3e (. L4); -
2- (4- hyd - ph 1)-1,1-di
%%P&%ﬁtﬁ%g%\ﬁo%ﬁ%@ﬁ% - | 4HS ben)z/o{ ?(Z] gng%/n2 3-one o
(1 5) 5 -
I eg( hﬁ:li‘tg-’:a by @gﬁéﬁﬂﬂlﬁ thésdiftedi SRRN? BYhbR BN Whidh déHtain in

m noj
d1t1 i to one b more, preferab y one compound of general formula 1 selected from the

compounds

- 6-hydroxy-8-{1-hydroxy-2-[2-(4-methoxy-phenyi)-1,1-dimethyl-ethylamino]-ethyl }-

4H-benzo[1,4]oxazin-3-one (1.1);

- 6-hydroxy-8-{1-hydroxy-2-[2-(4-phenoxyethyl-acetate)-1,1-dimethyl-ethylamino]-
ethyl}-4H-benzo[1,4]oxazin-3-one (1.2);

- 6-hydroxy-8-{1-hydroxy-2-[2-(4-phenoxy-acetic acid)-1,1-dimethyl-ethylamino]-
ethyl}-4H-benzo[ 1,4]Joxazin-3-one (1.3);
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4H benzo[ 1, 4] oxazi n-3-one (1_6); -

et hyl - phenyl ) -1, 1-di et hyl - et hyl am no -
%%9%2 él} 6- hydr oxy- 4H benzc’o[l 4] oxazi n- 3- on]éC’l]TElI%OS/OMO’JEn

(1,.7); -

8- { 2. [ 2- (4- et hoxy-phenyl)-1, 1-di et hyl - et hyl am no] - 1- h
ydr oxy- et hyl } - 6- hydroxy- 10 4H benzo[ 1, 4] oxazi n- 3- one
(L12); -

4- (4-{2-[ 2- hydr oxy- 2- (6- hydr oxy- 3- oxo- 3, 4-di hydro-2HDb
enzo[81{24{]1gxa12ndﬂ1}8 2¥(2)4,6-trimethylphenyl)-ethylamino]-1-hydroxy-ethyl}-6-

(et hy ?éng szenzoﬁyA Ogaznpglok_lerep_%noxy) butyric acid

8- {26f@d(®y48—@1 -hiydroxp-2eBe(dyHydrdk ydphanyipd [ydimethy)Hetuylangho]-ethyl } -
-1 - é?‘(%ﬁ [ggfﬁfﬂa}m 63_0%( y-4H benzo[ 1, 4] oxazi n- 3- one

(L. 1 east one er active substance 2. In

t he fdudesyehl-bodtoriati2ddssersemi-ghemnylt-b 1 dineethyhegriangino]-ethyl }-

t he qgnmg[q&; a5 3Ht @1.d); My be present in the form
of the 6 A opticdl rsomers, mixtures of th

nai 91 duar rﬂhﬁ%ﬂk#é @mew&sﬂp&a@gnolFiahrdrew-aﬁhw -6-hydroxy-4H-
pr ef Benz(l a]'ogailﬂgs(ﬁle dij.canent conbi nations 20 wherein

oo Rt S PRI S Lol o

pr ef éHatkrlnyo[im]d)mm -done (.12)he R-enanti oners. Met hods

gI esﬁ _rv&%t [bf}@ %fé—ﬁidgbﬁé? Qe_,, 4 8{51&8{6321? or[f’ﬂfog(ﬁzm -8-yl)-
enan?ih(ﬂ]r?é‘rm@]a? P}ﬁﬂmm?@ml} Dheﬂgxﬁrlaﬁfmcbm él_lﬁ) apfe
COUTJQU{Qq% -@f4- ﬂlﬂﬁ%l-lﬁlehyl)ﬁnlahi?&%ﬁjemyla%%nb]jl%?%H?fethyl} -6-

aspect esenli1 zgnvent on rel'ates to nedi canent
conb ﬁ‘HP?‘Y) OHHAONE bove- menti oned

eplkpa bne sthof adtive Bubstante 2n t he form of the acid

addition salts wth pharnacol ogically acceptable

acids as well as optionally in the formof the
sotheaneticaar! combihgtimaneerdidg tdtheanventia tetdompoaedstad formula 1

gtbe%t?@s% ﬁ%@ﬂ) Yr Itﬁ’e ﬁ/ﬁﬂltapﬂitﬁaﬁgblﬂérs AL 5 TERBE thE ﬁ{dividual

npl es ecte rom e group conprising
ﬁg@t}@mrs(ﬁq rg@mqﬁ%P@Bp@}mlﬂ preforadrase Bgpeimedicament comb1nat10ns

wléfeﬁmﬂmﬁﬁ&e PRAEE A 8P FOunB B E ERARINBRES HeADAN AF the

ronitrate, dro eat e r pacet at’e,
ﬁ%wﬂawéﬂsﬁﬁi %Pwdﬁ,rpg?fsrab%r ¥ maarof e R-enantiomers. Methods
by ehpataang ra&:bﬁl,ateh et dm«&lmtlsena&ﬁoﬂnyﬂra@esmmtthe art and may be used

BB A B e SO BbPR A B rmpmyngs of formula 1

ogmleon de, hydrobrom de, hydrosul phat e,
hydrophosphate hydr of umar at e and
hydr onet hanesui phonate. O the above-nenti oned acid
lfblﬂ?qﬂi’% [SRest the presgad igygntign &latehgi’dﬁ%?ﬁ”éﬁﬁt goigingtions which contain

ﬂﬁtszaﬁ@—ﬁiéhﬁbl%ﬂl @nipouids JTERERIS 1 Acthd fams oP®etatid adgitdn salts with
aﬁarn‘%%(glto :gl%ztilllly accgptable acids as well as optionally in the form of the solvates and/or
hydrates.

By acid addition salts with pharmacologically acceptable acids are meant for example salts
selected from the group comprising the hydrochloride, hydrobromide, hydroiodide,
hydrosulphate, hydrophosphate, hydromethanesulphonate, hydronitrate, hydromaleate,
hydroacetate, hydrobenzoate, hydrocitrate, hydrofumarate, hydrotartrate, hydrooxalate,
hydrosuccinate, hydrobenzoate and hydro-p-toluenesulphonate, preferably the
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preferred according to the invention. 5 Preferred

| conbi nations contain_ in addition to o
gﬁ?%@agﬁg%%rably one conpoundq8f formula 1 as aﬁ%T&gﬂmymMUB
addi ti onal active substance one or nore, preferably
one anticholinergic 2a, optionally in conbination
W th pharmaceutically acceptable excipients. 10 In the
medi canment conbi nati ons according to the invention the
anticholinergic 2a is preferably selected from anong

t]hl_s&inbctlﬂkiri@ph}dﬁb&@hﬁ@e Badrbsulplexe, U@Qﬂipﬁ@@p‘ﬁ&bt@d?(ﬁ"m%aﬁate and

umsalts 2 ratropiums
W BT R s ngRe Ty BBpe (hi e fact ol henls of
wm;mmts nofthdnesuiphoné &4, 'behmlémd&d dctit acidl be particularly
a@efeﬁea%eédr&ﬂg@?ﬁ@lﬁv%na 1 to 2a.6 the cations
otropi um roplum lutropium ipratropium
gl ycopyrroni um and trospi um are the pharnacol ogi cally

aPrefeyRd GRRIBdatric M nShinatfetP Lbitthih ik SHEL E)etﬁw of njio@%é)referably one

above- % on F catlons are 1 ndicate he nu

Zompound ot fumita 1 g5 anpdaoRRlcHES FebstoRes SISOV anaTemrFRBl one
sativholdrrdic 29, aptiofieleih ¢b@blntioN Gt PRarndcontRaBY GEEHtabRR cxcipients.
the corr espondl ng cations tiotropium?2a.1" |,

oxitropium2a.2' , flutropium 20 (2a.31), ipratropium

21 the medighipeppmbontiom Racingaodhd imospionth@aticholineByic 2a is

et So1fedlfrdf agl%ng tl‘%rtﬁnﬁﬁ)ﬁﬁ sdlfs ﬁ?ﬂ'ﬁh B%UIO w&pfalts 2a.2),

i'nvention those cong
tiypteopEng salisd2ad), ipseveiprusainad), glwwwrrgmumaﬁa@) trospium salts

(hﬂ.ﬁ?&ﬁﬁh@c&nﬁ&ﬂnds ofﬁirﬂﬁ;[a‘é@auf‘@o(z%alfl) gl ycopyrroni um
2a. and trospium 2a.6" as counter-ion (anion) 25
chl oride, brom de, iodide, sul phate, phosphate,

ﬁatﬁmwrﬁmnﬂé&saﬁm Ra.lad 2a.6MRd €A0AS tiotedsPRim} &itropium, flutropium,

Siah . BAVURE Bt 308 Rl P b PSSk iy constiuents
<ﬂ1<lpbr31it d@ferebcetsrto the, abbutingetjorsdptiatisawr indichteddsuh@monetis 2a.1' to
Pa.d- Eatcﬁlrb’i%fh‘?ﬁéjlootﬁﬁ B rﬁérﬁg»ﬂé@%ﬁ{srﬁ t%%a%% %Sﬁy gﬂl%les a

O~ all the salts the chlori

ﬁ%fief?élﬁ%gqﬂhs ﬁ%@%ﬂ@a@cqﬁ@m ttippinmy(2ad B @ntfemum:{@_% flutropium
Apfat@bidnh 2al4’ cHﬁS}r&ﬁhﬁrﬁ 24,59 aRd trbffurk 1206, de is

partlcul arly pre err%g}d the © e;d sfa I'ts

2a.5 the net hanesul phonat es and brom des are of

forthe saltsea. I toad ae ecanCiccp@ing touh@fnvbﬁmmrthm@en@b@ds which

gﬁgﬂ%ﬁﬂ%ﬁ&lttlgg %){h'g %Etﬁ(ﬁ{gshoygplél%m Ig?ﬂ‘%’hw gluggplgm (2a.3"),
lpr@mwl@m@weglw@mymmm @xpand tarspiypa(2ai6i) dsamolyter-ion (anion)
'cH]%HHE HFbmALC Rfdﬂienﬁ.ﬂﬁ&té fod ﬂ%( mn{gkt‘ﬁgneggpggﬁgfé | ?ﬁﬁq@ maleate,

6r0|u

O rt a nce
8. GHERlE %H@ﬁa% émféten%ﬂ BOteFintE Depeoain ergeiluanasulphonate

: %&tﬁﬁ@%ﬂ@%lo&ﬁie%ﬁﬁﬁ?ﬂﬂ@d@% Hate, Iﬁﬁﬁd& nate or p-

nbi n ons_accor.di 0 the. inv m, of
R S B @f AL s b Gharegmice
idede ardydethtresulphomatdware pmsmukaﬂytpmbmapl u m br oni de t he

to t ven

gllfeer g% th% %n 1&3‘3{11% t2a %Eﬁ}% %lc?—%e hEpel 1ty y pre%erreﬁ Of the other
salts 2a.1 to Za.5 the methanesulphonates and bromides are of particular importance.
Of particular importance are medicament combinations which contain tiotropium salts
(2a.1), oxitropium salts (2a.2) or ipratropium salts (2a.4), while the respective bromides
are particularly important according to the invention. Of particular importance is the
tiotropium bromide (2a.1). The above-mentioned salts may optionally be present in the
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the crystalline tiotropium brom de nonohydrate, which

i om WO 02/30928. If 5 the tiotropium brom de
i@ogg(gémpﬁg anhydrous formin tH& medi canent PCT/EP2005/004073
conmbi nations according to the invention, it is

preferable to use the anhydrous crystalline tiotropi um

brom de which is known from WO 03/000265. Exanpl es of
preferred medi canent conbinations according to the

invention of preferred 10 conpounds of forrmula 1 with

tihedi eeane c@fﬁ&hhﬁkﬁﬁ@c@ﬁ&h Q@iﬁeﬁﬁﬁ&h‘h@ﬁ 1@[‘36 %oﬁrp dfgc ?L(ﬁ{/ﬁes or

Ll .
%Y%bag%gprf e?%ai? (ir{] ttl"l %Ialn %fat Qi h&%%?e%% th@cé@sqof tlotgppgﬁ@ bromide the
Zaedicanient cambin2ton§ acdor@ing el theanventida &e@é?%l?@e&amlhlg in the form of

byl By e Sty eS8 s

Ih@tltztmpuza bBymidg iBusad th &dybrout fi féilxﬂjnd:héﬁwdwazﬁerﬁ caimbinations

?a@cc?rdm% red t}@qgv%‘ﬁm%’]}% pggfgraé?eztg’ ’u%g' th% a.gh %].ISébéy lﬁlle %ojtroplum
imﬂ@a whichisknawa fipm %0 63/§00368. 2a.6; 1 6 and 2a. 1;
1.6 and 2a.2; 1.6 and 2a.3; 1 6 and 2a.4; 1 6 and
iﬁfs' 1.? a?dtéa. 1.7 and 2a. 1 1.7 and 2a.2; 1.7

HBLES 91 piptorrag thediganient gombigains goeprding o thaheatigh of preferred
torbpoantd of forfulall #2h tﬁ%oﬁ&n?anh&n&?arﬁ@ﬁolﬂ@rﬁcs ’.’Ja L Zilare

Rapfinadork o RARAROR colp Tt 251 Bt L Eh PR T did 20k 11
%aggl lﬁsd%ﬂ_faignué_gmdz: ]ia azéandnam ﬁﬂm 24.3d.24nd 2a.4; 1.2
nd-22.8Nf> 2.6 @98 1283%nd ml% 43°19", ]g___t_h13and235

eac cast

M@d&ﬁ_?dllaé{ﬂ@r andidads di4 anRa.5; 1.4 and
opki psahﬂunlsmadfzammt Sfantihg. ﬁh@dﬁﬁ%'@g's‘?ﬁg'z\é 5 1.5 and 2a.6; 1.6

cﬁi%iim@i@ RS 303, £330 ks 30 s 206: 17 and 201
mmmdrzatz dr¥sandiack; difrad 206 3. PaRIra: g7 i iahe 1.12 and 2a.1; 1.12

VAL B e Rl i) CEL 8 B T 11
ol 222; T-hband Zmdidi Hband@asd; Akl 4oand Qouft; didd and@ad 1115end 2a.1; 1.15
mﬂnﬁﬁ &nd12é33 %{%V%dafaeti ‘Lgén?l%aasr%yl 14 B%?ﬂf_l_@% gach case

accorg
ety %“ﬁ@la} qlihp FacemateaFnaniiorngre pridiastereomers thereof and

0p?titﬂlﬁ11y antha fent HOBE phidinabol6 oAl &cglgtalil@ q8a I‘éﬂ&*itlgﬁl Szgge solvates

HW' ?nﬁ unds 30 2a.1, 2a.2 or
gF?%; ch contaln the conpound 2a.1 are
partl cularly inportant according to the invention. The

@ﬁﬁl\é‘?ﬂbw eﬁ(‘(‘ﬁ%d%ﬁ&'bﬁﬁﬁ{nﬁ@ﬁﬁe%rred SRt 'a%rg}é zﬂ%@f}ggwﬁ{ltlon are those

I ra on centres
bﬁ%|0n%t@mcﬁ5§oa1@@mcb¢frfgnmdat_me|osﬁﬂsmonmnum;u;drﬁ di6) or 1.12, while

thb& OtYisdRhs DRI Bt
PCT/ EP2005/ 004073 1 r‘i‘wﬁ%’%&%ﬁﬂéﬂ—lgm@ are particularly

TRRRF AR ERCCing g the ignantionoPf the ebpwt-mentiqger cambinations also preferred

aenardigoalié m&téﬂtLOnpm ﬂa?mhﬁ;h Q‘bht@.ﬁlrﬁlcﬁtﬁl a?ﬁit %J_J &lecsrahd %’ompounds
refe ment, Q e presen

Hef 202 b SR Rk Eomh bR io i Eotiartbr.tpmngind 2aden

Hﬂﬁm%@hﬁmnxmbmbwnaﬂhgneﬂaunmmﬂmng to the invention are

selected fromthe salts of

The above-mentioned anticholinergics optionally have chiral carbon centres. In this case
the medicament combinations according to the invention may contain the anticholinergics
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formula 2a.7 NO O X HOS S 2a.7 wherein X denotes

] ith a single negative, charge, preferab
%gdqu/ge Z\((egct ed 10 from anong f?he fluoride, chl o{g%{&@%}mﬂomon
brom de, iodide, sul phate, phosphate,
met hanesul phonate, nitrate, naleate, acetate, citrate,
fumarate, tartrate, oxalate, succinate, benzoate and
p-t ol uenesul phonate, optionally in the formof the
racemat es, enantioners or hydrates thereof. 15
i eedbime df el iefaftniers; iiRfuiatdfeAsmtivaiPdritacoM e, while
formula 2a,7, wherein X - denotes an agion with a
STHBoTEgLY bk Ansiolncteiss ardrekrdNandni on sel ect ed
fromanong the fluoride, chloride, brom de,

- ; N I -

B AR THBaD o ARt S EE BVRANAL B R BhHERD2H contained
dhtemiesheamenbeornligatiane acednding ¢f the ir@ntpr fiigiselgeled from the salts of
1Edigapent conbinations contain salts of fornula 2a.7,
wherei X - denotes an anion with a single negative
charge, preferab an ani o sghe ed from anong the
chl ori de, brg and/mau’gae nate, preferably
brom de, 25 odptionatdy in the toerfQ of he racenuates,
enantioners or hydrates thereof. Pgt]
preferred nedi canent corrbiRati ons cont
of formula 2a.7 in the formof th&l®

2005/ 102349 13 PCT/ EP2005/ 004073 ar

i nportance are those nedi canent cofrbi nati ons which

contain the enantioners of fornul ”7-en ao 0 O X

HO S 2a.7

wherein

X - denotes an anion with a single negative charge, preferably an anion selected

from among the fluoride, chloride, bromide, iodide, sulphate, phosphate,
methanesulphonate, nitrate, maleate, acetate, citrate, fumarate, tartrate,
oxalate, succinate, benzoate and p-toluenesulphonate,

optionally in the form of the racemates, enantiomers or hydrates thereof.

Preferred medicament combinations contain salts of formula 2a.7, wherein

X- denotes an anion with a single negative charge, preferably an anion selected
from among the fluoride, chloride, bromide, methanesulphonate and p-
toluenesulphonate, preferably bromide,

optionally in the form of the racemates, enantiomers or hydrates thereof.

Preferred medicament combinations contain salts of formula 2a.7, wherein

X" denotes an anion with a single negative charge, preferably an anion selected
from among the chloride, bromide and methanesulphonate, preferably
bromide,

optionally in the form of the racemates, enantiomers or hydrates thereof.

Particularly preferred medicament combinations contain the compound of formula 2a.7 in
the form of the bromide. '
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S 2a.7-en wherein X - may have the above-nenti oned
5 Exanpl es of novel di canent conbi na
§§§%?2 Ped compounds of forngfa 1 wth the ﬁéﬁﬁ@mﬁmmm73
above- nentloned anticholinergics 2a.7 are conbi nations
contai ning the conpounds 1 1 and 2a.7; 1.1 and
2a.7-en; 1.2 and 2a.7; 1.2 and 2a.7-en; 1.3 and 2a.7;
1.3 and 2a.7-en; 1.4 and 2a.7; 1.4 and 2a.7-en; 1.5
and 2a.7; 1.5 and 2a.7-en; 1.6 and 2a.7; 1.6 and

ZH pértRnlar imporlBcaad tBebe hedlcameanebrdinatiod whichledntiithhe

1.1 1.14 and 2a.7; 1.14 and 2a.7-
Hmﬂfnfguﬁﬁan@ga%gﬁ¥mh5 and 2a.7-en, in each case

optionally i he formof the/racemates, enantioners

or diastereg 4\ t her gof Aan tipnally in the form of

J? accept : i ¢h addition salts,

hydr at es t hereof .= 15

t he pharnac«
sol vat es andr&
above- nenti oned conbi nations pref
to the invention are thos& which
of formula 1 one of the conpounds 1. _6, or
1.12, while those conbinations conti n_one of
the compounds 1.1 or 1.12 are par arly inportant
according to the invention. O the™above-nment i2ameéh

Fnat.i o al referr ccording to the
ﬁv(r?}l\g%nl{]lﬁon é;}rsléa\rfaﬁ% OWRTEH Ig%eﬁl?rg?aﬁm}gqe conmpound 2a. 7-en
as conpound 2a. 20 In anot her preferred enbodi nent of
EREmPIE vel Hl\éﬁ cbﬁl%nﬁm)hs‘:%réfgﬁ'[e@ E&ﬁ Qfhds 8f formula 1 with

cont I ne i canent natil ons CCOI‘
fh@@bpﬁ%ﬁtlﬁl@wd@ﬁad%m&&@@_u @ﬁp@mbmgmltsyoe?alnmg)ﬁmp@pounds 1.1

éfd $.¥Q.20Rb1 40284 9.2 1 d BaF EE?aQQ% 9040 13 ard}al7,/1.9%nd\2a.7-en; 1.4

W ai bkt S0 1 R YR A TRt i pdaen 1

tink2a, 200Y endBaTiean£d? ard ph.Agb12 bl 20 7] 1dahd 2£7; 1.14 and 2a.7-

BROLRS BRa o1 pIERLAG 3 AL BotRafty e igiP St e,

kankipmers or diastercomers thereof and optionally in the form of the pharmacologlcally
acceptable acid addition salts, solvates and/or hydrates thereof.

- Of the above-mentioned combinations preferred ones according to the invention are those

which contain as compound of formula 1 one of the compounds 1.1, 1.5, 1.6, or 1.12 ,
while those combinations which contain one of the compounds 1.1 or 1.12 are particularly
important according to the invention. Of the above-mentioned combinations also preferred

according to the invention are those which contain the compound 2a.7-en as compound 2a.

In another preferred embodiment of the present invention the anticholinergics 2a contained
in the medicament combinations according to the invention are selected from the salts of
formula 2a.8
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5 Me 2a.8-base The nedi canment conbi nati ons accordi ng

ention may contai nthe anticholinergic _of
fvg?%\@?@%%g 8 (or 2a.8-base in the formof the PCT/EP2005/004073

enanti omers, m xtures of enantioners or racemates

t her eof . Preferabl y the anticholinergics of formula
2a.8 (or 2a.8-base are 10 present in the formof their
R-enantioners. Exanpl es of novel nedi canent

combi nations of preferred conmpounds of fornmula 1 with

t he above-nenti oned ang+®hol i nergics 2a.8 are
conbi nations contai ni @ conpounds 1.1 and 2a.8.1;

1.1 and 2a.8.2; 1.2 ang 2a/8.1; 1.2 and 2a.8.2; 1.3
and 2a.8.1; 1.3 andOth. 872; 15 1. 4%and 2a.8.1; 1.4 and
2a.8.2; 1.5 and 2a.8§.1; L.5 and+24.8.2; 1 6 and

2a.8.1; 1.6 and 2T T ang 2a I\ﬁel 1.7 and

2a.8.2; 1.12 and 1 1.12 ga 8.2x 1.14 and
2a.8.1 1.14 and gﬂ 2a. 8. 1; 1.15 and
2a.8.2, in each casé optlon ¥y iM% he form of the

racemates, enanti ongfes or di astereoners thereof and
optionally in the formof the pharnacol og'&éﬁl 'y

aﬁ?eai)m Rbieﬁgﬁ@ etﬂha&td@btl&yl ¢2a.84) bISethy':lqizy 8129 ancawﬁé&fn X - may have the
rates.t
i

OYsrRsItione meﬁplélgg 3{1 a3 aﬁ?{ggtwaac \él?eﬂpgent ] tt@e £erapound of formula 2a.8
iispreseni orthe fent ditbe frembaseiZadodsei N as corrpound of

formula 1 one of the colnds 11, 15 16, or

1.12. WD 2005/102349 1 / EP2005/ 004073 whil e those
conbi nati ons whi ch coni one of the conpounds 1.1 or
1.12 are particularlgHd Mportant Meording to the

i nvention. |In another pr?ferred e odinent of the
present invention ‘ S 2a contained 5
in the nedi canent nati ons ordlng to the

i nvention are sel @ fron1th npounds of formula

" 2a.9 RR+R N X HAORReRS ~s R2a.9

wherein A denotes a ubl e- bonded group sel ected from
the groups C-C C =C and 10 H2 H2 H H2a.8bage

The medicament combinations according to the invention may containthe anticholinergic
of formula 2a.8 (or 2a.8-base) in the form of the enantiomers, mixtures of enantiomers or
racemates thereof . Preferably the anticholinergics of formula 2a.8 (or 2a.8-base) are
present in the form of their R-enantiomers.

Examples of novel medicament combinations of preferred compounds of formula 1 with
the above-mentioned anticholinergics 2a.8 are combinations containing the compounds 1.1
and 2a.8.1; 1.1 and 22.8.2; 1.2 and 2a.8.1; 1.2 and 2a.8.2; 1.3 and 2a.8.1; 1.3 and 22.8.2;
1.4 and 2a.8.1; 1.4 and 2a.8.2; 1.5 and 2a.8.1; 1.5 and 22.8.2; 1.6 and 2a.8.1; 1.6 and
2a.8.2; 1.7 and 2a.8.1; 1.7 and 2a.8.2; 1.12 and 2a.8.1; 1.12 and 2a.8.2; 1.14 and 2a.8.1;
1.14 and 2a.8.2; 1.15 and 2a.8.1; 1.15 and 2a.8.2, in each case optionally in the form of the
racemates, enantiomers or diastereomers thereof and optionally in the form of the
pharmacologically acceptable acid addition salts, solvates and/or hydrates thereof.

Of the above-mentioned combinations, preferred ones according to the invention are those
which contain as compound of formula 1 one of the compounds 1.1, 1.5, 1.6, or 1.12 |
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X_ denotes one of the above-nentioned anions with a

' tive charge, preferably chloride, broni
é&ggggﬁgﬁggulphonate, R and 9mhich may be ide%?%@§QMBmo“n3
or different denote a group selected from nethyl,
ethyl, n-propyl and iso-propyl, which may optionally

be substituted by 15 hydroxy or fluorine, preferably
unsubstituted nethyl; R3, R4, R5 and R6, which may be
identical or different denote hydrogen, nethyl, ethyl,
noetiilythoseyconidtyioaxyhich X ohitayoneldf ey doithousidd RI bNE.12 are particularly
broninq, CN,,. CF3ﬂPL %%2' R7 denotes hydrogen, nethyl,
dpRyrtant geeqiding o thedpypfigly - orp-F, 20 - cH2- CH- F,
-OCH2-F, -OCH2-CH2-F, -CH2-OH, -CH2-CH2-OH, CF3,

:‘Igé%%%éfﬁpret:e&é%%?di%%%%q te%%@n ﬁé%gﬁé}r%i’nergics 2a contained
dh thsrnedicasnent combinationstascardmgda thesinedntipn arp setected fomathe
Kﬁﬁﬁﬁuﬂﬁcﬁm@nﬁﬂgzgmo 02/32899). 25 WD 2005/102349 16

PCT/ EP2005/ 004073~ W thin the scope of the medi canent

conbi nati ons accorELr
compounds of fornul a
brom de; R and R2 whi
di fferent, denote net ethyl, preferably 5
methyl; R3, R4, R5 an¢ RG, h may be identical or
di fferent, denote hydkogen, nethylQ nethyl oxy,
chlorine or fluorine; R7 denotegd hydrogen, nethyl or
fluorine. 10 O partighl g tange—ar p4nmedi canment
formul a 2a. 9,
wherein A denotes a doubks Uy sel ected from
CHHand HOH 15 O particul ar inporﬂé%c gre t hose
medi cament conbi nati ons which contain in a#dftion to
a'hesgmound of formula 1 one of the foll owi ng conpounds

of formil aqands a doutd-BRGRE)! %ig%%géiéo?m&l RELPLRAAL €

,To thegmvention preferred
a.9 are’those wherein X denotes
y be identical or

met hobrom de 2a.9.1 -. SCO

2, 2-di phenyl pro {onat e nﬁthpw?onide 2a.2;2 é - scopi ne

2-fluoro- 2, 2udilpheny] ace met hgdf om 9.3 ,:
Hy H, lﬁat‘ﬁ H O H
X- denotes one of the above-mentioned anions with a single negative charge,

preferably chloride, bromide or methanesulphonate,

R! and R? which may be identical or different denote a group selected from methyl,
ethyl, n-propyl and iso-propyl, which may optionally be substituted by
hydroxy or fluorine, preferably unsubstituted methyl;

R®, R, R® and RS, which may be identical or different denote hydrogen, methyl, ethyl,
methyloxy, ethyloxy, hydroxy, fluorine, chlorine, bromine, CN, CF; or
NO3;

R’ denotes hydrogen, methyl, ethyl, methyloxy, ethyloxy, -CH,-F,
-CH,-CHy-F, -O-CHj-F, -O-CH,-CH;-F, -CH;,-OH, -CH;-CH,-OH, CFs,
-CH,-OMe, -CH,-CH;-OMe, -CH,-OFEt, -CH,-CH,-OFEt, -O-COMe,
-0-COEt, -0-COCF;, -0O-COCF;3, fluorine, chlorine or bromine.

The compounds of formula 2a.9 are known in the art (WO 02/32899).
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20 - tropenol 2-fluoro-2,2-diphenylacetate
de 2a.9.4 ,; The co unds of fornula
%ﬂ)g%)’L g)qnal ly in the form of n[)érie enanti oners, IZ@I‘/E?P2005/004073
m xtures of enantionmers or racemates thereof, as well
as optionally in the formof the hydrates and/or
sol vates thereof. 25 Exanpl es of novel nedi canent
conmbi nations of preferred conpounds of formula 1 with
t he above-nentioned anticholinergics 2a.9 are
Siiin ﬂﬂ:tm@plf:oﬁlﬁ@hﬁ&l@hrﬁgnttdﬁamb@ﬁﬁ@ﬁym&dh glto tl&’é"ﬂvé’rﬁlo‘ﬁ préferred
ilan ?fo é%nh hI;111and2a94 1.2
pgPoL “1’“? ars hegeyhicieph » ™o ny 2a.9.3; 1 2 and
Xa. 9. 4; 1 _ Bermtet b2amBlel; 1.3 and 2a.9.2; 1.3 and

§ gd gz 1. §/h Sn%ooeglﬁgxﬁic 19(1;l al%gfj dér?lg' X 11—§rnegﬂ)q preferably
lyli1: 15 and 2a.9.2; 1 5 and 2a.9.3; 1 5 and 2a. 9. 4;
‘and 9

RfR R. S@@R vahlc}ilrnQy BE‘ ﬁie%ﬁca? 11)?91 fox t, H%t%%ygrfﬁgn Iﬂeéﬁyl

2a 9.3: 1.1¢ @XZachéorzpeorﬂmnaﬁd 2a 9.1; 1.12 and

RA.9.2; 1.3éhotRthydfogln,Inethyll? fRBAn@a. 9. 4; 1.14 and

2a.9.1; 1.14 and 2a 9 2 V\D 2005/ 102349 17

PCT/ EP2005/ 004073 1.14 and 2a.9.3; 1.14 and 2a.9.4;

Of partignldr Repcdtadce dre ir&dmadleﬁaccﬁntﬁnatibni whivhdor@iBcompounds of

#Ufrﬂﬁkaw wherdind, 1n each case optionally in the form

enmat es, enantioners or di astereoners thereof

&nd opti on@ﬁﬂoyeslardoﬂh]é Yonded @fouprseleptedifivntol ogi cal |y
acceptabl e acid ddityon salts ol vat es and/ or

hydr at es t hereof. 8\é:% the a ove-%n}.@oned

conbi nati ons, preff@rfed on88%c to the

i nvention are those which contain @s conpound of
formula 1 one of the conpounds 1 1, 1.5, 1.6, or 1.12

ggl | e those conbi nations which contain one of the
RHEHamportagge are these medisamentagmbinagions Whish camigin in addition to

ae@ngpcmnta@ffmunm biefthe Ellowshe bdifp cﬁ%@é’@ff&iﬁﬁ%]ﬁ%eﬂ
conbi pat | referre C o thé

T nventtR gﬁﬁ%ﬁpﬁ@g@pmﬁgﬁ ﬁl'i’rﬁméie é@gﬁéund 2a.9 one
of t _im:opme 2¥edipbnyRaopiofate ﬁleﬂﬁlba)lﬂlde @_) t hose

conbi &8‘5 Psﬂﬁﬁf% 5'1 (gﬁ{;'éng}le{?:e{ mgtg? %0 n(% 2@' .2 are

particuf a 1e¥ ceora tion. In
-anot H&pPepe ﬂﬁ@r@cﬂ %ﬁﬂ@dﬂﬂematgmﬂhwbrqmmés @a.9.4hvent i on

the anticholinergics 2a contained 15 in the
di carrenﬁa Qforfg‘g_wgatl ons according to the invention are
CORROYNES a 233 paiertionally mihediirm of she enaptiomprs, mixtures
dtAddantiomdrs oriraBem4eRhereof, as well as optionally in the form of the hydrates
and/or solvates thereof.

Examples of novel medicament combinations of preferred compounds of formula 1 with
the above-mentioned anticholinergics 2a.9 are combinations containing the compounds 1.1
and 2a.9.1; 1.1 and 22.9.2; 1.1 and 2a.9.3; 1.1 and 2a.9.4; 1.2 and 2a.9.1; 1.2 and 2a.9.2;
1.2 and 22.9.3; 1.2 and 22.9.4; 1.3 and 2a.9.1; 1.3 and 2a.9.2; 1.3 and 2a.9.3; 1.3 and

22.9.4; 1.4 and 2a.9.1; 1.4 and 2a.9.2; 1.4 and 2a.9.3; 1.4 and 2a.9.4; 1.5 and 2a.9.1; L.5

and 2a.9.2; 1.5 and 2a.9.3; 1.5 and 2a.9.4; 1.6 and 2a.9.1; 1.6 and 2a.9.2; 1.6 and 2a.9.3;
1.6 and 22.9.4; 1.7 and 22a.9.1; 1.7 and 2a.9.2; 1.7 and 2a.9.3; 1.7 and 2a.9.4; 1.12 and

2a.9.1; 1,12 and 2a,9.2; 1.12 and 2a.9.3; 1.12 and 2a.9.4; 1.14 and 2a.9.1; 1.14 and 2a.9.2;
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Rs r O RlL1 Ro/ OHR12 2a.10 wherein A, )C' Rl and

R0 t he meani ngs gi ven;above and wherein
,ﬁgguﬁ%ge R10, R' and R 2 , ﬁﬁlch may be |dentha132005/004073

or different, denote hydrogen, nethyl, ethyl,

met hyl oxy, ethyloxy, hydr oxy, fluorine, chlorine,

brom ne, CN, CF3 or NO2, while at |east one of the

groups R7, R8, R9, R10, Rl11 and R12 nay not be

hydrogen. The conpounds of formula 2a_10 are known in

t_ugm;gm_wmw 1. PHarii 2:9.1; 1. Meari®d of.15 el 22.9.3; 1.15

SRApEOE e&mﬁ*’“@é@s‘% FOE IS 20ty KR RRrs or
ﬂw@ieéqomeps f&elﬁ wyl optigoally - tho frechighauiarsetobegiealyfacerptable acid
mlﬁ&Qﬁléoﬁ%%s%dB%§§P%@%r&Q4073 HC:"_ Cand Hp

X - brom de; whi ch’ may be identical or
dlfferent denote rret hyI or ethyl, preferably nmethyl;

DR abBBe n@tlorﬁﬂ%nﬂlﬂat@ﬁﬂ p'f@fgz;red/\b}kdé Bcdﬁﬂdﬁngﬁ) ihe @ﬁ%’nﬁ@ﬂl are those
rent denot e fluorine, ne_or

G B PpuRY S AR e it LA e % 11

whde tlgxsc) orsbiRFtionR8vhiEPconRiifN on&dfithandmRhhidsay ordildere particularly

DA Ao R AL Ao 00 6Pl 5 o oo et
aerogling tadbe Hyertiors e thesa whichrentsin aseenfrobhda.Agne of the

S&Hj&ﬁhhﬁéiﬁa 0f1 drQafil awkide HBsé combih AR Yhich ontam th8 c_plmpound
q Earluoroben2| at e met hobrom de

——-ééd“ﬁ‘? Plaéﬁ%“ gy iymppriapbacegrdingiodhe iFitione net hobr oni de

2a.10.2 , - tropenol 4,4 dlfluoroben2|late :

Foek PRkt Syl o URHEREB inuention gmichotingegies 2a contained
inrthpmedicanen’ Combirlattlonwwnzilm@toethﬂmvhmmncmé side?al fiOmGhe
Iﬁ@ﬁﬁﬂpgﬂ§n§ ua3hfflguor obenzi | at e net hobrom de 2a. 10. 6
e conpoun ot formula 2a_10 may optional ly be
presentln the f@fm ¢t he enantioners, nixtures of
enanti omers or raceh@tes thereof, as wel | as
optionally in the fo of the 20 hydrates and/ or
sol vates thereof. Ex f novel nedi canment
conbi nati ons of pref ounds of fornula 1 with

OH

wherein

A, X R'and R® may have the meanings given above and wherein

R%, R, R%,R', R" and R", which may be identical or different, denote hydrogen, methyl,
ethyl, methyloxy, ethyloxy, hydroxy, fluorine, chlorine, bromine, CN, CF; or NO,, while
at least one of the groups R’, R®, R, R R" and R may not be hydrogen.

The compounds of formula 2a.10 are known in the art (WO 02/32898).
Within the scope of the medicament combinations according to the invention preferred

compounds of formula 2a.10 are those wherein
A denotes a double-bonded group selected from
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t he above-nentioned anticholinergics 2a_10 are
s containing the conpounds 1.1 and
356%58%;25‘%1 and 22102 1.1 Shd 2a. 10,3, 1.1 abGrEP2005/004073
.4; 1.1 and 2a.10.5; 1 i and 25 2a.10.6; 1.2 and
2a.10 1;12 and 2a.10.2; 1.2 and 2a.10.3; 1.2 and

2a.10.4; 1 2 and 2a.10.5; 1.2 and 2a.10.6; 1.3 and
2a.10.1; 1.3 and 2a.10.2; 1.3 and 2a.10.3; 1 3 and
2a.10.4;1 3 and 2a.10.5; 1.3 and 2a.10.6; 1.4 and
2a.10.1; 1.4 and 2a.10/2; 1 _4 and 0.3; 1.4 and
2a.10.4; 1.4 and 2g3Q.5; ¥¥ﬁ%and 40. 6; 1.5 and
2a.10.1; 1 5 and #Pa.HO0. 2 0. 3; 1.5 and
2a.10.4; 1.5 and 2a.10.5; 1.5 and 24. 10 6; 1: 6 and 30
2a: 10. 1; 1lbfonside 2a. 10. 2; 1. .6 and 2a.10.3; 1.6 and

Rl LR i d-Sre 8RR byt

dmtiyd, 4, 1 7 and 2a.10.5; 1.7 and 2a. 10. 6 1.12 and

£ A0SR L I S0 oy e Bt e,

2a. 10. 1; 1ﬂum1m ehloging or romine] preferablWGuoons bl 31 Bagiane of the
PCT/ EP2005£QQ40R8 r¥2p? J0° 31'1311d1ﬂ12%r%ﬁ‘b39 frogdn 14 and

2a. 10. 5: 1@%46§nd 2570, 6 1715 and 25 10. 1 1295 and
2a.10.2; 1.15 and 2a.10.3; 1.15 and 2a.10.4; 1.15 and

2d pafichlar imPdrtanoélaréahdse n&;dldaﬁleﬂﬂé‘dinblﬁzﬁﬁﬁs Qb dhsdataliryinl dddition to

f t
bieGopBi hiptmiia L 368 PP LR SRR shEPPYE RF farmagan
t he phtopaobB dyt,¢'aetryfhaccpriddit emetiobrbnsidel (2a.hl)sal t s,

| vat 14Of
28 ox : Fent | ﬁle%nji ol - té%ﬁﬁ@{o%@nztd’a?eﬁﬁée’tpobrgnad JQ@%& 'cor di ng
to theﬁPmV@hﬁﬂoﬁﬂ@pﬁbﬂW@@@Inﬂhpbﬁﬁﬁﬁﬁﬂadﬂéﬁs conpound

of for mélpﬁleM IR WrobdA8il 20 ARAUISSile 2a.10k¢p. 1.6, or
1.12 , o] natlﬁns whi ¢ contai n one of

the COWL§3 8 Hugrobgnzgistepes gl 10

nport @d@buﬁ@@&@iﬂlﬁt@oﬁdﬁzﬂ&te mctheddrhids (24X 0.6)he

above- nenti oned conbi nati ons, also preferred

according to the invention are those which contain as
¢berpoupainds of Hronk 23610 they optoomaby bel pre@entibGhd for@anfibe @nantiomers,
Afxthils Of Qﬂ GOmbly oé’raéé% Eé;s‘; tfl%gocfe asc\ggg 552@1’59% ﬂﬂhg IPorrn of the

contarn -the. conpounds
bﬁf@‘ieﬁaﬂl‘g?q%‘?l‘faﬁ%dh?rﬁ?ﬁ according to the invention. 15

I'n another preferred enbodi nent of the pr esent

Ao e RS0 S e B AL o Rl L i
thelabotethehti@red tahchotinempiug2as 0adfre E@niitihtions @odthinRRY the'cBnpounds
L1 o 2a904; P1%ndBa20.503 Biba.10.3; 1.1 and 2a.10.4; 1.1 and 22.10.5; 1.1 and
2a.10.6; 1.2 and 2a.10.1; 1.2 and 2a.10.2; 1.2 and 2a.10.3; 1.2 and 2a.10.4; 1.2 and
2a.10.5; 1.2 and 2a.10.6; 1.3 and 2a.10.1; 1.3 and 2a.10.2; 1.3 and 22a.10.3; 1.3 and
2a.10.4; 1.3 and 2a.10.5; 1.3 and 2a.10.6; 1.4 and 2a.10.1; 1.4 and 2a.10.2; 1.4 and
2a.10.3; 1.4 and 2a.10.4; 1.4 and 2a.10.5; 1.4 and 2a.10.6; 1.5 and 2a.10.1; 1.5 and
2a.10.2; 1.5 and 2a.10.3; 1.5 and 2a.10.4; 1.5 and 2a.10.5; 1.5 and 2a.10.6; 1.6 and
2a.10.1; 1.6 and 2a.10.2; 1.6 and 22a.10.3; 1.6 and 2a.10.4; 1.6 and 2a.10.5; 1.6 and
2a.10.6; 1.7 and 2a.10.1; 1.7 and 2a.10.2; 1.7 and 2a.10.3; 1.7 and 2a.10.4; 1.7 and
22.10.5; 1.7 and 2a.10.6; 1.12 and 2a.10.1; 1.12 and 2a.10.2; 1.12 and 2a.10.3; 1.12 and
2a.10.4; 1.12 and 2a.10.5; 1.12 and 2a.10.6; 1.14 and 2a.10.1; 1.14 and 2a.10.2; 1.14 and
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R14 14, R 2a.11 wherein 20 A and X - may have the

PaRbJIEs23g4 vEn above and wherein R1S denotes hydpeg@moosioodors
hydroxy, nethyl, ethyl, -CF3, CHF2 or fluorine;, R

and R2 which may be identical or different, denote

Cl- C5-al kyl, which may optionally be substituted by

C3- C6-cycl oal kyl, hydroxy or hal ogen, or 25 R' and

R2' together denote a -C3-Cbs-al kyl ene bridge ; R13,

R14, R13" and R14' which may be identical or

Aat ¥0eF; dinkd andedaoticd; Hyldr g, 10,3011 14nd [ 2\10,6; WDS and 2a.10.1; 1.15 and

%ﬁ ﬂ,g@%'gwg@z%%%%@ é}ﬁ%agﬁzh%?s?'%@é' A8%2.10.6, in each
Sorperiivnalinm the forun of therasamates ceasiomersion diestereem¢rathereof and

QptideaARliflhe RrWdf M dpHaR8a DR act b £ 30BN n salts, solvates
%HE%B%%‘I ons according to the 1 nvention preferred

ategfhereing| a 2a. 11 are those wherein A denot es
a doubl e- bonded group selected from HHand Hp H X-

{ an _ani on,selected from chl ori de, brom.de and.
SR A RpitiotPa S g s, bRty ottt tr e 4iciaffion are those
hwhdelogantaimes bythp@mdfdf femiuie] ope ef the abhpourels Ayl 16 1.6, or 112,
b ot i A TR B LAGPLIGELY O g it
reportant gecordigg toy g imveption(Picthe ﬁéqwet;@entmml perabinggions, also preferred
Gicédrém@né thedARMHiBn AAROESMich Eorlain abthpovkd 24L10 one of the

fluoring, preferahly hydroge flugrine. WIhin the. ,
§86‘§8“‘EF§ 250, 3182 SR Bl b s EAmRRynatong pieich contain

 ithweamhponndp24.10.€ wk 260190.2 aps pdreiculedy BoppaunstRoling orthaindention.

15

20

25

2a. 1111 are those wherein A denotes a doubl e- bonded
group selected from C--Cand 20 HHHOH X -
e Anetber Myelerred embRlimederiche presgid invention thewntigho]inergics 2a contained

gllri &1 ﬁ?aﬁéa)fnéﬁ? Eé}iéir)]igta@ns ateﬁgﬁi%%’rto mii%nﬁﬁﬁ a%eseiegﬁgtﬁo‘ﬁﬂhe

ferent, ne eth prefera
compounds of formula 2a.11
1'
2! + /R -
% ~H
A O O
R'
LreyT
R™ 14
RY 2am
wherein
Aand X - may have the meanings given above and wherein
RP denotes hydrogen, hydroxy, methyl, ethyl, -CF3, CHF» or fluorine;

R"andR*  which may be identical or different, denote C1-Cs-alkyl, which may
optionally be substituted by C3-Cg-cycloalkyl, hydroxy or halogen,
or
R! and R¥ together denote a -C3-Cs-alkylene bridge ;

R R™ R"™ and R™ which may be identical or different, denote hydrogen, -C1-Cyg-alkyl,
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met hyl; 25 R13, R4, R13" and R14' which may be
r dlfferent denot e _hydrogen or fluori
éfggﬁ?ﬁg%ﬁ ar |nportance are tﬁgse medi canment bCfiEp2005/004073
conblnatlons whi ch contain in addition to a conpound
of formula 1 one of the follow ng conpounds of formula
2a_11 - tropenol 9-hydroxy-fluorene-9-carboxyl ate
met hobromi de 2a.11.1 ; 30 - tropeno
9-fl uoro-fluorene-9-carboxyl at e net hobrom de 2a.11.2 ;
- scopi ne 9Chyér-alkyloky.dyderxy, Ekzar@dRy @ ENO or halogen,
nmet hobrom de 2a.11.3 ; - scopine
9-fl uoro-fluorene-9-carboxyl at e net hobrom de 2a.11.4 ;
ViiDe 200501013 3 Sordiul PLA1 ERROMEMAGE tedart (WODaI061419).
9- et hyl - fl uor ene- 9- car boxyl at e net hobr om de
&éa 11.5); scopine 9-nethyl-fluorene-9-carboxyl ate
ithig shaoirope oDthe medipament cimebinasiops asdsding tof the Fyeation preferred
%@miaam&mbf@mrmmi hl/aIkEQh&re%ﬁfeF&h n the formof the

enantionmers, m XtUT enant1 oners, or racenmates
ther eof , aslongieaden ?WHWQI@?“PFP?qﬁﬁﬁ%mﬂwof t he
hydrates and/ or so\vates thereof.\Exanpl es of novel
medi cament conbi natj sps of ferr onpounds of
formula 1 with 10H hid above-engyi o
anticholinergics 2a.11 are conbi nations contai ning the
gonpounds  dédnotestithndoh sklecfed flord clABAdE Brdndidd aﬁd_ﬂ‘xe&ﬁﬂesulphonate
2a.11.3; 1 1faq@ %a %% 4; 1 1 and 2a.11.5; 1.1
2a116 1 PEIAAYY PEOey . 12and2a11212and
311. 3; 1d@1(mmhyﬂa)xlrlméth3d @r fhnatine 2prefletatby mbthd] aniedydroxy;

i@ P 1 i 88y iy 35 AIAR ot s PRl proferay

2a. 11. 6; 1n¢ﬂ@ﬂd 2a.11.1; 1.4 and 2a.11.2; 1.4 and 15

R, KiK' andiRAhoHhidh . b; 1danu@a1andnﬂa-eﬂadémtemﬂr@geﬂ -CF3, -CHF»
2a.11.6; 1. 5 and 2a.11.1; 1.5 and _2a.11.2; 1.5 and

2a. 11. 3. 1°5lugpespreferably hzdrsg%th%r flyering. 5- 1.5 and

2a.11.6; 1.6 and 2a.11.1; 1.6 and 2a.11.2; 1 6 and

Sy 0 seppe o misdicpmc coﬂb?nﬂiﬁﬂs Sk Sio de Gofn priculary
Pmefdrted3soniponindnal Remdla 24,11 hrérthasedwh@ainll. 5; 1.7 and

a.11.6; 1 2:1.12 and

T 3 1d%’£°tandd‘§%i‘%&°“%fd?r&%’ %&t@% 11.5; 1.12

and 24 11,6 1.14%nd Za.11.1: 1.4 agd 24 112 114

and 2a. 11.3: 1.14CaT@ 2a. bhdt: 1 d 2a.11.5; 1.14
and 2a.11.6;1.15 ahd Ha. 11.1; 1.5 endH 2a. 11.2; 1.15

and 2a.11.3; 1.15 and 2a.11.4; 1.15 and 2a.11.5; 1.15
Xid 2a. 11. €endtes lwawide; case optionally in the form of

Rite racemfgsy %gﬁ{ rs thereof

and ﬂ%tl onal Ieysq-{}ﬁﬂ{xk ﬁgggfeﬁdﬂﬁﬁ cologically

Re cadab eWél&bdnasd ﬂ?%twaéaﬂ dlﬁfere@md@mté@eﬂw anethyls preferably
hydrates t hexgef . OF the above-nentioned conbinati ons,

R - S é’,‘fﬁle A E)%ac'lwc G e, SipeTdpigh or Muorine
conpounds 1.1, 1 5/1 6, or 1.12 ,

Of particular importance are those medicament combinations which contain in addition to
a compound of formula 1 one of the following compounds of formula 2a.11 :

- tropenol 9-hydroxy-fluorene-9-carboxylate methobromide (2a.11.1);

- tropenol 9-fluoro-fluorene-9-carboxylate methobromide (2a.11.2) ;

- - scopine 9-hydroxy-fluorene-9-carboxylate methobromide (2a.11.3) ;

- scopine 9-fluoro-fluorene-9-carboxylate methobromide (2a.11.4) ;
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whi |l e those conbi nati ons which contain one of the

1.1 or 1.12 are partjcularly 30 inport
g@%@&%ﬂ%%mto the invention. O'the above-nentio ﬁwmmﬂmmon
conbi nations, also preferred according to the
i nvention are those which contain as conpound 2a_11
one of the conpounds 2a.11.2, 2a.11.4, 2a.11.5 or
2a.11. 6, while those conbinations which contain the
conmpounds 2a 11.5 or 2a.11.6 are particularly

L2 gpg E:t{/ RinoRg.of 1&&0&%@3@%@& h‘féﬂlf{)bi«ﬁﬁua@ Al 349t
ano err nmen
5t hEo B}D@% Dy isrens Aok Wate BBy e

contained in the nedicanment conbi nati ons according to

the invention are selected fromthe conpounds of

formula 2a.12 RR" + R - NX 4z~ H OO R16 Rl7 HB Rn,
m@cmmdmﬁfomgla@_uanw@mnﬂy(be pwaqntih&ky@f%@f the enantiomers,

ARak-Hep &hﬁ@@ §Q9¥&eﬂﬁ%s‘ﬁﬁb?écﬁ* {,kdolﬁgmimt isenfa%fthe

| dent | Ca erent are prefera ent’i Ca
Hedigepagl/or sqlvafgg theveed . cH=CH or N(Q - c4 al kyl); R16
denot es hydrogen, hydroxy, -d -C4-alkyl,
Eeler L e PEesh Sgphineti o it Foungiy of fopmpla 1 with
{BeBove-okntivhed laktitiehaergics @4.1d lake/éomdyinations containing the compounds
g_é%% T2 h iy i O %ﬁﬂ'l‘% Mh% §id 22.11.5; 1.1 and
Bi1.6nH2 md 2941 dh] drepd .13 20 b2 o 2add 31112 o Sar1 1ok 12 and
g%ggrﬁ%fgé% 116K 1"31&1thqu n?‘éy n&@aqﬁ_tri_ ‘inﬁe{ﬂdﬁabﬁ 3; 1 3 and
ZaTbh La s 2oALisLamnd Ehadold ol 2801k LA 3012802 L4 and
bi.11lgel.4 affl Za.1 1R1181 4Rnd 28/14.5R13’ and 2119 (5; TE8/ande2a.11.1; 1.5 and
STLL! Rl 7550020150208 NG00 s Ryl
balhtjeh6 and 2a.11.2; 1.6 and 2a.11.3; 1.6 and 2a.11.4; 1.6 and 2a.11.5; 1.6 and
2a.11.6; 1.7 and 2a.11.1; 1.7 and 2a.11.2; 1.7 and 2a.11.3; 1.7 and 2a.11.4; 1.7 and
2a.11.5; 1.7 and 2a.11.6; 1.12 and 2a.11.1; 1.12 and 2a.11.2; 112 and 2a.11.3; 1.12 and
2a.11.4; 1.12 and 2a.11.5; 1.12 and 2a.11.6; 1.14 and 2a.11.1; 1.14 and 2a.11.2; 1.14 and
2a.11.3; 1.14 and 2a.11.4; 1.14 and 2a.11.5; 1.14 and 2a.11.6; 1.15 and 2a.11.1; 1.15 and
2a.11.2; 1.15 and 2a.11.3; 1.15 and 2a.11.4; 1.15 and 2a.11.5; 1.15 and 2a,11.6, in ¢ach

case optionally in the form of the racemates, enantiomers or diastereomers thereof and

optionally in the form of the pharmacologically acceptable acid addition salts, solvates
and/or hydrates thereof.

Of the above-mentioned combinations, preferred ones according to the invention are those
which contain as compound of formula 1 one of the compounds 1.1, 1.5, 1.6, or 1,12 ,
while those combinations which contain one of the compounds 1.1 or 1.12 are particularly
important according to the invention, Of the above-mentioned combinations, also preferred
according to the invention are those which contain as compound 2a.11 one of the
compounds 2a.11.2, 2a.11.4 , 2a.11.5 or 2a.11.6 , while those combinations which contain
the compounds 2a.11.5 or 2a.11.6 are particularly important according to the invention.,
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20 Rx and Rx' which may be identical or different,
rogen, -Cl-C4-alkyl, ., C1- C4-al kyl oxy,
ﬂ%érb'g%@%@s, LCHF2, CN, NC2 & hal ogen, or R« GHig2005/004073
Rx' together denote a single bond or one of the
doubl e- bonded groups 0, S, NH, CH2, CH2-CH,
N(Cl -C4-al kyl), CH(Cl-C4-al kyl) and -C(Cl -C4-al kyl) 2.
25 The conpounds of fornmula 2a.12 are known in the art
(WO 03/064418). WD 2005/ 102349 23 PCT/ EP2005/ 004073
Wi erivitheer tphefeis ebgabafimt e Mvdpresome Hvesiorithe aditidhbBnergics 2a contained

' | iLon,.preferred .compounds, of
AE SR gl Ll R ot AR o B R PSR Pt
sempdunds of farewite2midi| phonat e, preferably bronide; D
and B which may be idepi'ical or different, are
preferably identRcH#Tghd denoge 0, 5 S, NH or CH=CH
R16 denot es hydrogen, \\ydroxy, -d -C4-al kyl,
- -&4-al kyl oxy, -CF3) 2, fluorine, chlorine or
brom ne; R1l, and \ be identical or
different, denote CM(4-al k which may optionally
be substituted by hydroxy, fl j e chl orine or
brom ne, 10 or R1" and R2" togetRer denote a
- C3- 4- al kyl ene bridge1' 7 ﬁnd R18" whi ch
may be identical or dRf rogen,

Cl-C4-al kyl, Ci1-C4-alkyl - CF3, - CHF2,
CN, N2, fluorine, chlog® ¥ 15 Rx and Rx'
whi ch may be identical or di , denot®.1ydr ogen,

- CA-al- CA- al kvl , -CF3, -CHF2,
ghc% g#u%%%@%ﬁ%i% C_?PB%Q%W%?W&Q RX and Rx'
Pogdtther dwhishanay bsiideitisaloy differentaang pueferabhoideitakandidsnote O,
sel ected fgoqHOCHS, cHNOH gnd CH2.” 20 Wthin the scope

of the ned] t “conbi nati ons according to the

i nventi ondlbﬁln‘%gfﬂuﬁﬁ]?y preferred conmpounds of fornula

R¥. 12 are tonse Wisgeh hydroxyfanotgsiigh) Uli(d%alkbrdoﬂm de,
] and B

o It e PRGBS 0L L A5 el

i denti cal , -Ule@gtatkyBnerOH 2EFGHEDH), -C1-C4-alkylene-Cy-Cy-alkyloxy,
-0-COC1-Cy-alkyl, -O-COCq-Cy-alkylene-halogen,
-C1-C4-alkylene-C3-Cg-cycloalkyl, -O-COCF3 or halogen;

R" and R*  which may be identical or different, denote -C1-Cs-alkyl, which may
optionally be substituted by -C3-Cg-cycloalkyl, hydroxy or halogen,
or
R" and R together denote a -C3-Cs-alkylene bridge ;

R', R", R'7 and R'®, which may be identical or different, denote hydrogen, -C1-Cyg-alkyl,
-C1-C4-alkyloxy, hydroxy, -CF3, -CHF5, CN, NO» or halogen;

RXand RX'  which may be identical or different, denote hydrogen, -C1-C4-alkyl,
~C1-Cy-alkyloxy, hydroxy, -CF3, -CHF2, CN, NO> or halogen,
or

RXand RX'  together denote a single bond or one of the double-bonded groups O, S, NH,

CHp, CHp-CHz, N(C1-C4-alkyl), CH(C{-C4-alkyl) and -C(Cq-C4-alkyl)>.

The compounds of formula 2a.12 are known in the art (WO 03/064418).
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R16 denotes hydrogen, hydroxy or nethyl; R1" and R2"
i e identical or different, denote neth
2@?3@?”&%%? R18, R17' and R18'?£mhich may be ide%b?@%QMBmww73
or different, denote hydrogen, -CF3 or fluorine,
preferably hydrogen; 30 Rx and Rx' which may be
identical or different, denote hydrogen, -CF3 or
fluorine, preferably hydrogen, or Rx and Rx' together
denote a single bond or -0. Wthin the scope of the
¥ dhipdhesitope ofrthicmaddi @nsnacmoidativgs taccordiag iathe idvieation preferred

' I f conpounds of fornula
%té’&%“%%g’f?ﬁ%@éﬁ 32 e o %§ﬂ102349 24
PET/ EP2005/dgnaey chlotide, brhwride esmisthendsdphomite,paefBrably bromide;
ds BS - . . : ;
R BS " i ina OI RN B iR R B 1P Bl g denote ©,
and R18', whiNehombds€H;dentical or different, denote
IR/8r ogen ordehdtORydr6gen, BYERLY,ab) X LAURFIOASNT, Bikydig, R:3, -CHF,,
whi ch may |.denblcal of different, denote hydrogen
or  fluori ne "OPPereralryT "IRPSgen, or Rx and RX'
RgatdRt dehéthemay bé rghtécabondifferent, ien@e Q4 pC4-8lkyl, $hidB may

Conbi nat | of2 i ReSRikfied DY RIERE MGRAFG whiarins spiymive

of formul a®l one of the foll ow ng conpounds of fornula

28 I RY - FoRelRPHAIRYE 4 IORL %llaﬁ%iﬂr%(gs- met hobr oni de

| Qpr.opy! I opi ne_2, 2- di'phenyl pr opi onat e
e b ek KOS wibetninty b dentigas pb GG Aoopsh RBarogom Cr-Cralkyl,
9- hydr oxy- X3l haikeloRy, hgaaxy-CF e 0L hoRT N, dRuctihe lehlctine or
;- cycl opr &%él tropine

9- et hyl - f1 (R3P8fe- o- car boxyl at e net hobromn de 2a.12.4 ;
R¥*candRpr omshii¢hropy beidentied bydiffezent, enete Bydreptg G -@j-alkyl, C1-C4-

met hobr om 1 o y r &Ry (0]%] . .

9- hydr oxy-?%ggggh%}-m&)}?ér%%iyﬁ%%’ err]iglf 0 @lﬁl & Elélf)xiag%rbromme,
; - cycloffopyltropine nethyl 4,4'-difluorobenzilate
RELAHGRONT deliRr dénofe a sidBle HoRd 6P RO ot edl %}bﬂ%‘ héé}ected from O, S,

2a. 12 may i 0 y be present in the form
enant i orrer S\ A%t dtes of enantiomers or racemates
thereof, as well as optionally in the formof the

Wj%iﬁ‘ ‘i}%ssc Béj (/)chile Tc’n%ld}/c%rtn%gt ctolljn%rir?a?ifohs according to the invention particularly
preferred compounds of formula 2a.12 are those wherein

X denotes chloride, bromide, or methanesulphonate, preferably bromide;

Dand B which may be identical or different, preferably identical, denote S or
CH=CH;

R'S denotes hydrogen, hydroxy or methyl,

R" and R*  which may be identical or different, denote methyl or ethyl;
R, R", R'" and R'¥, which may be identical or different, denote hydrogen, -CF3 or
- fluorine, preferably hydrogen;
RXand RX'  which may be identical or different, denote hydrogen, -CF3 or fluorine,
preferably hydrogen, or
RX and RX'  together denote a single bond or -O.

Within the scope of the medicament combinations according to the invention, other
particularly preferred compounds of formula 2a.12 are those wherein
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25 Exanpl es of novel nedi canent conbi nations of
preferred conpounds of formula 1 with the

AFOPW A% oned anticholinergi 6 2a.12 are PCT/EP2005/004073

conbi nati ons containing the conpounds 1.1 and
2a.12.1; 1.1 and 2a.12.2; 1.1 and 2a.12.3; 1.1 and
2a.12.4; 1 1 and 2a.12.5; 1.1 and 2a.12.6; 1.1 and
2a.12.7; 1. 2 and 2a.12.1; 1.2 and 2a.12.2; 1.2 and
2a.12. 3; 2 and 2a.12.4; 1.2 and 2a.12.5; 1.2 and
2a- 12. 6; 1 gmﬂg%rgﬁlncﬂez 7; 1.3 and 2a.12.1; 1.3 and 30

%gﬁiéBZ; ) andC§§ . 3; 1.3 and 2a.12. 4: 1.3 and
an®bB 5. 1@%% 560 1 3 and 2a.12.7: 1.4 and
gl 12 1; 1déncﬂé§lh)21&3gbﬁ, Eydréxworaﬁ@thﬁa 12.3; 1_4 and
%@ é? an ﬁq 12. .4 and 2a.12.6; 1 4 and
178; %%121 15and2a122 1.5 and
Id andSR]arr; ovhch 2y Ye idknticahnoldiPlarchf dbnotd hidrapeh or fluorine,
2a 12. 6 1 1.6 and 2a.12.1; 1.6 and
2a.12. 2: 1%13&5533’%2&%%‘; 1.6 and 2a.12.4: 1 6 and
RE angd R 1Wéwhn'@md$ igentical e diffareat dermae hirggentor fluaride, preferably
2a.12. 1; lpJarassh 12.2; 1.7 and 2a.12.3; 1_7 and WO

05/.1Q2349 / EP2Q05/ 004073 2a.12.4: 1.7 and
%2‘ : 1%6'3%‘%9@13231@ eg frdo aride gup207: 1,12 and

2a.12 1; 1.12 and 2a.12.2; 1.12 and 2a.12.3; 1.12 and

Sk b dfE A0 oot Gl il o

2gothpodnd df formadad oda of the4plldwihg camgouizB .of 2orhiulal24l 82 and

2a.12 1; 1.15 and

%a. 12 gdo]}f %}étr&?}g éa’ff]d%&ezm?a’ gropdiagtals, 5 41,15

and 28yclgprepylzonige 2Rddiphenyiprepionatq methobiraraide (Bazl2.2))

each m@ﬁoﬁﬁ&bﬁﬁ@blmdf&ytﬁﬁtﬂe% mcgi‘-bok te rﬁ&ﬁa%ﬁffde (2a.12.3);

enantio i ast ereofmers ther eof opt i onal

o e AR rop R DR R NS ot Lambysitle aps bF omalsida12.4)

addl L bﬁm%]ﬁra]b)tlﬁ‘oplﬁé PuadR - x AN O0- daﬁfdk?la%]fméthﬁlﬁr@ﬁﬁde (4.12.5);
t he ove nt i i nat i err

Secor ST TREh: BTSSR ate R anoRlfie BlIRErRTNOR qatze)

e onpocyvopéplzopme aethyb A -diflubtubenthprometisbrbmidd (2a,12.7).

16, or 1.12 while those conbinations which contain

one of the conpounds 1.1 or 1.12 are particularly
The erropenda et Bramligal? mpeoptinpely bepresaft in the form of the

é%ﬁ@m@f%nﬁlh)ﬁ?ll%g ﬁfi grr@haﬁtggsgﬁsa@hﬁeg gﬂri]et%éﬂ 582\?(311: %scn%g{?%hlﬁ‘ﬁm the
ii%mlc% the ydgptes ﬂ“é’/‘ifeok‘@%ﬁ%'ﬂﬁﬁ@éfj 2a.12.1, 2a.12.2 ,

2a 12.5 or 2a.12.7, while those conbinations whi ch

ERPbAlptrqVs) FRBRHa oaBigfians o wiRerCefibiics ghormyta Lwit

‘éw@bheer mpntedned rstichelibogiosati2ofe tdmbipatems contaimiregthe compounds

i 'i%na%'l fioh'l%ﬁ% 29, fﬁiqtﬂi.ﬁ%j, eﬂj( %hgf?lﬁ mf %g&fﬂéflz.s, 1.1 and
mthé apt 284200020 o 22 12 et a0 48 e 12 41 1 pend
£2.©.4; 1.2 and 22.12.5; 1.2 and 22a.12.6; 1.2 and 2a.12.7; 1.3 and 2a.12.1; 1.3 and
2a.12.2; 1.3 and 2a.12.3; 1.3 and 2a.12.4; 1.3 and 2a.12.5; 1.3 and 2a.12.6; 1.3 and
2a.12.7; 1.4 and 2a.12.1; 1.4 and 2a.12.2; 1.4 and 2a.12.3; 1.4 and 2a.12.4; 1.4 and
2a.12.5; 1.4 and 2a.12.6; 1.4 and 2a.12.7; 1.5 and 2a.12.1; 1.5 and 2a.12.2; 1.5 and
2a.12.3; 1.5 and 2a.12.4; 1.5 and 2a.12.5; 1.5 and 2a.12.6; 1.5 and 2a.12.7; 1.6 and
2a.12.1; 1.6 and 2a.12.2; 1.6 and 2a.12.3; 1.6 and 2a.12.4; 1.6 and 2a.12.5; 1.6 and
2a.12.6; 1.6 and 2a.12.7; 1.7 and 2a.12.1; 1.7 and 2a.12.2; 1.7 and 2a,12.3; 1.7 and

=
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&R R20 / R20' R21 2r R 2a.13 wherein X - nmay have
Egﬁ neani ngs gi ven above and wherein A denotes

#EI%ded group sel ected f¥om C ~C and 25 I—F(WFQZ?PS/OMO”
H WO 2005/ 102349 26 PCT/ EP2005/ 004073 R19 denotes
hydr oxy, nethyl, hydroxymethyl, ethyl, -CF3, CHF2 or
fluorine; Rl.., and R2whi ch nmaybe identical or
di fferent, denote O -C5-al kyl, which rmay optionally be
substituted by C3-C6-cycl oal kyl, hydroxy or hal ogen,

Q4.12.4R1"7 28092 R2.5: 1.7 Ra2hNels; dqné}zfd%qz £3:185mal eV ane.12 and

rég@-a%‘?m ta“dgé%ﬁe_@ %&ﬁ_&yﬁf@gw 1,12 and

Ch124; bl yhd3y.12.0y 11 xyd Za Cr3; 1.140RP2a. CN3; NOR afd 2a.12.4; 1.14 and

CRIB g (OF PR in o BT 8 o T 0 P TRI 0 115

Aed? ahidhand 2aib2.4al.i6 laBd amdedJ ahcb24.026j hi®atd 2nl2.7, in each

s%f gfi&ﬁiﬂy i HBHN ‘3? {) eq%b%n gor%lérs%r 81at51{3 ?16: ds t1hereof and

denotes a Fou
PPtM)DaHId infhefeym of the ph@r@r@s@l@glcclﬂw mcﬂmble bmdmddléloo isalts, solvates

aRy/banRsénhaRbs, preferably bromde; R19 denotes
hydroxXxy or nethyl; Rl... and R2which may be identica

or different, denote methyl or ethyl, preferably
o tHi:}dboveRﬁﬁntu%li co%(ihatl@ﬁﬂ pHéterrathorel a&mYdlﬁg td the idve@Bbn are those

Rhisobh B comiBPles o RYRFAI he 57 e ppieonats LEbBrL e e L2,

whip é1oe¢ carhiginatisghis vdneincontimbinmaf the nempmods dilng 112 drhparticularly

i Giaht 8:%01‘31%[ foGhd RvEtion? b?fél?erdfbgge &%Hg%é@ n-%'nagiggﬁ&lg(?preferred

.13 are those erein A otes a
gch tingstol the tnwgntionore thosewhirh contain as compound 2a.11 one of the

compounds 2a.12.1, 2a.12.2 , 2a.12.5 or 2a.12.7 , while those combinations which contain

the compounds 2a.12.1 or 2a.12.2 are particularly important according to the invention.

In another preferred embodiment of the present invention the anticholinergics 2a contained
in the medicament combinations according to the invention are selected from the
compounds of formula 2a.13

.+ R -
H
Al O 0
R™
R% @ ‘ RY
R o1
© R 2213
wherein X ~ may have the meanings given above and wherein
A’ denotes a double-bonded group selected from
\ _/
C=C and
H H H o H
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25 HOH X_ denotes brom de; R19 denotes hydroxy or

et hyl referably nethyl; R2and R2,,, which may_be
W@e%?ﬁ?@ﬁf‘*gor di fferent, denot e¥net hyl or ethyl, PCT/EP2005/004073
preferably nethyl; 30 R3, R4, R3' and R4" which may

be identical or different, denote hydrogen or

fluorine. WD 2005/102349 27 PCT/ EP2005/ 004073 O

particul ar i nportance are those mnedi canent

conbi nati ons which contain in addition to a conpound

af? 1;-0 ru | adehof® l‘hy@lfoxﬂr,glﬁetﬁ?ﬂ, h?d?oﬁﬁ‘n@tﬁgﬂ? @tﬁ?lg sCP{, A1yt forine;
R AR o BB ey denicalensh Heront, donots C-Ca-alkyt, Which may

9- hydr oxy-omiohhigynee Sibstitibedby @4-€ groytioaliy hiydtexy ar Hdogen,

;5 - tropenol 9-nethyl-xant hene-9-carboxyl ate

ngxhobrgni e 2a.13.3 ; scopine

8- nandiR7T - xtapethendendtecatheRshlkylenobtigdby oni de 2a.13. 4

15{209 [}gr’] glm_' a%;f%h zdﬁl%i F‘l@ﬂﬁ? $0SaentcA R aﬁwr&ﬁ,ede%{eﬁl%fo%@h,q@ 1-C4-alkyl,
5 i 11 vor orfeir RyfalleAasmbrony, cEFboR R ENm0mehoinase

2a.13.6 ; scopine

- hydr ox t hyl - xant hene- 9- car poxyl at h i de
TS o bl Rantain eodh r bF o S L
optionally be present in the formof the enantioners,

A [ r _racenptes thereof,. a l ]

St 36 U b Sy SRR S oG P iy Gt profored
sphpandsof feomulefZa.1BzreshmspivberetX novel nedi canent

onbi nati o r %ﬂﬂ% f rmula 1 wth
%he above-ﬂ%ﬁﬁ%gﬁ&gggg%ﬁgﬁgl|n gggggg 513 are

conbi nati ons cont 'ané t he conmpoynds/ 1.1 and

2a.13.1; 1.1 and gaf}%.Z; ind an 3.3; 1.1 and
2a.13.4; 1.1 and 24.13.5; 1_1 ard &a.H3.6; 1.1 and
2a.13.7; 1,2 and 2a.13.1; 1.2 and 2a.13.2; T 2 and
4. 13. 3; 1depotgp ghlotide, bromide pr meghssesudphnat, prefarably dremide;

8. 13.6; ldehoRBHyddxydr hethll;3 and 2a.13.1; 1 _3 and 20
3.and 2a.13.4, 1.3 a

R

. 13. 24 1.3 d .13..3; d
ég.@g@; 1“11@°§an 3.@%{“8?1 of dffezeny, depgteymethyl %.eﬁlﬁ.{aeferably
2a.13.1; 1 _rhethpkl 2a.13.2; 1.4 and 2a.13.3; 1_4 and

13 . 4w 1 Aand. 2a.13.5; 1.4 a 2a.13.6: ,1.4 and
Bo 43 82 aneR A ihigf g B Rentedh oP Aty oSt phutogdiilcrs, cp
2a. 13. 3; larShwende,2ucfe@bly hytlrégeand fiRarid8. 5; 1.5 and
2a.13.6; 1.5 and 2a.13.7; 1.6 and 2a.13.1; 1.6 and
2a.13.2; 1.6 and 2a.13.3; 1.6 and 2a.13.4; 1.6 and .
Withirgths scopeef shgmodjcarpent gombinatignsasgordingig the inyentiogpgrticularly
febdd tompoun @V f@dnulad2£13 dre thdRviReid 3. 3; 1_7 and
a. 13. 4; 7 and agﬂiﬁﬁ;(}.7 and 2a.13.6; 1.7 and
a.13. 7. 19epstesaglophlepgnded gropp sglegied Somy 3 2. 1. 12 and

2a.13.3; 1.12 and\2a. 13.4; 1.12 and 24.13.5; 1.12 and
2a.13.6; 1.12 and c=

and
H H H o H
X- denotes bromide;
R"Y denotes hydroxy or methyl, preferably methyl;

R" and R*"  which may be identical or different, denote methyl or ethyl, preferably
methyl;
R3, R4, R3' and R¥ which may be identical or different, denote hydrogen or fluorine.
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2a.13.7; 1.14 and 2a.13.1; 1.14 and 2a.13.2; 1.14 and
4. 14 and 2a.13.4; 1.14 and 2a.13. 5 1.1

5‘2‘?@?’2‘?3 .14 and 2a.13.7; 1.1% and 2a.13.1; 1. 1%0%%3%5’004073
2a.13.2; 1.15 and 30 2a.13.3; 1.15 and 2a.13.4; 1.15

and 2a.13.5; 1.15 and 2a.13.6; 1.15 and 2a.13.7, in

each case optionally in the formof the racemates,
enantioners or diastereoners thereof and optionally

in the formof the pharmacol ogi cally acceptable acid

g)g g)?;ti](-:QMr frapdriancs Sle\iRdse neddaeHcat cdielhaldRs whitdr@afain MQddition to

28 .PCT/ EP 04073 t
o fBH’é‘&aigwspﬁgﬁ%\igwmgrcgwmﬁ of frgwula 2213 :
accor thopgmﬂ 8-hylimxiynaethehe - cafmxylacsﬁﬁethwrbmidec(amumlm as

d
S0P SRR AR Rt GS-Blnor ik RERSHARIOf gy
one ofropénsl 8mbﬂmthﬁn@_@marbbxymesmahplanmldnw;

L mpor g@ineag:ﬁl%&@l Q%Otﬁ&et t€arb aﬁ&E hféﬂlo#)gmﬁig @g’l_)

above nti oned I nations dlso preferre

accor HPpgof 8-cttd-xppfhenn 7-6erbaxdatemairobipmids abd-8)in as

| Conpo&ﬁﬁerﬁ)ﬁﬁiﬁlﬂuc@&ﬁetﬁfd iﬂ%en@@%bﬁ)@%t@ﬁwﬁﬁbl%{ma@v@)
a 1 7

, 2a.13. 4 whi | e tions

tont PP BB LSty GPosglaanagrgmide

particul arl y | rrport ant according to the invention.

Wn% Edr)lg &Hﬁ ﬁfgb%?mfélz% mQ%géﬁac{hfll& By S{%&b )I?%rﬁn R)Bthe
wm@p@ﬁ@n@@xﬁl@s ehenasHematscwregginaids|therest dsmelbas aptionaldy in the

oM oahé PiRa@hidor soMAREeh&a4A.ons are tiotropi um
2a.1" , oxitropium (2a.21), flutropium2a.3" |,

I pratropium 2a.4' , glycopyrronium2a.5" , trospium
Baarfiple@6findvieEmedichroid comdwatibed epreferred EdrbuMs oFormbla 1 with

b e R Sty ok s Lo
13 a2d 20131221100 24032005 &2BAB 29, PO ERPDO.DBDFS13.5; 1.1 and
B213.4; [ a8 24.1%Y; 1.2 and 22.13.1; 1.2 and 22.13.2; 1.2 and 22.13.3; 1.2 and
2a.13.4; 1.2 and 2a.13.5; 1.2 and 2a.13.6; 1.2 and 2a.13.7; 1.3 and 22a.13.1; 1.3 and
2a.13.2; 1.3 and 2a.13.3; 1.3 and 2a.13.4; 1.3 and 2a.13.5; 1.3 and 2a.13.6; 1.3 and
2a.13.7; 1.4 and 2a.13.1; 1.4 and 2a.13.2; 1.4 and 2a.13.3; 1.4 and 2a.13.4; 1.4 and
2a.13.5; 1.4 and 2a.13.6; 1.4 and 2a.13.7; 1.5 and 2a.13.1; 1.5 and 2a.13.2; 1.5 and
22a.13.3; 1.5 and 2a.13.4; 1.5 and 2a,13.5; 1.5 and 22a.13.6; 1.5 and 2a.13.7; 1.6 and
2a.13.1; 1.6 and 2a.13.2; 1.6 and 2a,13.3; 1.6 and 2a.13.4; 1.6 and 2a.13.5; 1.6 and
2a.13.6; 1.6 and 2a.13.7; 1.7 and 2a.13.1; 1.7 and 2a.13.2; 1.7 and 2a.13.3; 1.7 and
2a.13.4; 1.7 and 2a.13.5; 1.7 and 2a.13.6; 1.7 and 2a.13.7; 1.12 and 2a.13.1; 1.12 and
22.13.2; 1.12 and 2a.13.3; 1.12 and 2a.13.4; 1.12 and 22,13.5; 1.12 and 2a.13.6; 1.12 and

2a.13.7; 1.14 and 2a.13.1; 1.14 and 2a.13.2; 1.14 and 2a.13.3; 1.14 and 2a.13.4; 1.14 and

2a.13.5; 1.14 and 2a.13.6; 1.14 and 2a.13.7; 1.15 and 2a.13.1; 1.15 and 2a.13.2; 1,15 and

2a.13.3; 1.15 and 2a.13.4; 1.15 and 2a.13.5; 1.15 and 2a.13.6; 1.15 and 2a.13.7, in each
case optionally in the form of the racemates, enantiomers or diastereomers thereof and

optionally in the form of the pharmacologically acceptable acid addition salts, solvates
and/or hydrates thereof.




N NHH AOOOG R15 Rls R13 R13'" R17 D B R17'
R14 R14, R18 Rx Rx, 2a.1l'; 2a.12'; R2

l sy +l R
WOHORES O Rio Ro0 RO B RaL O 21 of HCER0SLMT

2a.13'. 5 O her preferred nedi canent conbi nations
according to the invention contain as an additiona
active substance, in addition to one or nore,
preferably one conmpound of fornula 1, one or nore,
preferably one, PDE |IV-inhibitor 2b, optionally in

o7k RVE-BlentivhddLoRMRIHRAE lﬁétﬁﬁ‘éd ¥nReERRAAR Phe mventlon are those

Ao o oot o S e e o

eﬁhﬂé aiogt bombinh@BRIHILH tdhtaifi 0h tMihk @sipowdids flllcbr 1.12 are partlculariy
r%gl]z l ast(%]&/\%ggﬁ%%&% 0‘?¥he gbove menﬁoned(combma%ons t%lgd preferred

5 Nao(oﬁdlﬂg th thb iroentidn o digey mihdihneofitagd s ebmpound 2a.11 one of the

géggb EEEE 9X¥a ?3 yﬁja ggrti ﬁé%%ﬁ%&@ogﬁmwom which contain
aee i)

ﬂmwsnypogn 2achd 3 o Ixatpptian-agearding i fhednvention.
~met hyl benzo[s] [ 1, 6] napht hyridin-6-yl]-N, N-diisopropylb
&gzam de, (R)

g%g@ﬁwe) of&h‘f Prgsqﬁt, g}vgﬁtéqﬂ Jyggiprense eamishglpresicy L isto be taken

10 BYd fedtren@nse the%l(aﬁﬁ&i l%ﬂa@tiVe cations of the various salts . These cations

gegﬁ%’gﬁ%@w 8§&1}0534 N@@i‘j %lu%'\éplum w)t %A&dp?t?ntl
glyspplroonamo (2.3’ B-toppinop@atoy) andyt hﬂeatmhhdmmfbhy#) cycl oh

exane-| -carboxylic acid], 2 WO 2005/102348
PCT/ EP2005/ 004073 @
/l

car bonet hoxy- 4- -4-(3-cycl opropyl net hg )- di fl uoro
' xyphen Y exan- | - OH Me
0 0 - L

N

15
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one, ci s[ 4- cyano- 4- ( 3-cycl opr opyl net hoxy- 4-di fl uoronet h
cyclohexan | -ol],

%égﬁﬁgﬁﬁé hyl [ 4- ( 3- cyclopentyIG&y 4- nethoxyphenyf?%@?@”“m“ﬂ3

olidin-2-ylidene]lacetate, (S)-(-)- ethyl[4-(3

-cycl opent yl oxy- 4- net hoxyphenyl ) pyrrolidi n-2-yli dene]

acetate, CDP840, Bay 5 198004, D-4418, PD 168787,

T-440, T-2585, arofyllin, atizoram V-11294A, Cl-1018,

CDC- 801, CDC- 3052, D- 22888, YNP58997 Z- 15370,

9-cy ntyl -5, 6-di hydro-7-et hyl

3362<.2?Enyl) 9FprrazoIo[3F§ Nl 2,4-triazol o[ 4, 3-4]

pyri diwe and 9-cycl opentyl -5, 6-
di hydno :thyl 3-(tert-butyl)-9 zol o[ 3,4-c]-1, 2,
4-tri 7 B- a] pyri di ne, opt +H the form of

t he r;cenat-» en nti oners or dlastereo rs bhereof
f-the 10 form of the phar heogi cal | y

addition salts, solv or

accept abl e B¢

hydrq_-yes Lo arhwcul arI 1pr nt
conbi nat -| nhi bi t or™ 2 rom
t he group : e ..profyllln 26,1~ ] t
2b.2 Raritlo (cilonlad) 26.3 , RI5 Awp 12r381

(CNV842470) 2h. 4
N- (3, 5- di chl or 022d8%o- pyri din-4-yl)-4 22124
difIuoronethoxy-s-cyclopropylnethoxybenzanide 26.5 ,
T 440 26. % T-2585 (2h.7, arofyllin 2b. 8 ,
a 0- 4- ( 3- cyclopentyloxy - met hoxyphenyl ) cycl oh

carboxylic acid] 2(b.9),
y-4- cyano- 4- ( 3- cycl opr opyl net hoxy- 4-

gpenyl)cyclohexan-l-one 2b. 10 ,
-cyclopropylnethoxy 20

exanel
2-carbo
di fl uor

PD- 168787 2b. }29, [atizoram (2b.13), V-1 1294A 2h.14
C1-1018 26. 15., CHG 801 2b. 15 , D-22888 2b.17

YM 5899% -2, 19),
9- cycl opently -7-ethyl-3-(2-thienyl)-9H
pyr azol §%; 70l o[ 4, 3-a] pyri di ne 2b. 20

and 9- cyclopentyl 5, 6- di hydr 024:13'.

ethyl-3-(tert-butyl)- 9FprrazoIo[3 4-c]-1,2,4-triazolo

b 3-a] pyridine (2b.21 optionally in 25 the form of
ther preferraskraedicament coshiaationsracgordingdp deripyentionsprtein as an

AN h&ﬂ@'shﬁstdﬂﬁetlﬁﬁdﬁi‘ﬁbfﬂo She $MBoRNALTRAD S5 é‘cﬁ‘ﬁﬂdﬁnd of

ﬁf?%‘}lgﬁ agln‘? H’Zﬁ%llefﬂs Prde%%’rtﬁllﬂgg)flgﬁ’gtzﬁ QYSEJLES%?QE Sgtgénally in combination

with iphameotutial aerbiablesextipeenB®DE | V-i nhibitor 2b is
selected fromthe group conprising roflumlast 26.2 ,
ariflo (cilomlast) (2L.3), 30 AWD-12-281 (GW 842470)
Iesugh medicgmpnt Gomidmat®ns the-RDIE béretibicon2bds prederably-s¢lgeted from

Sﬁi&hg%{ iliﬁeiﬂé%ﬁ(y‘lﬂn GbihHAR RO BREAN), .83 986 Y343, D-
‘63396&;?& éé %9694 &«%&I;Té%}%h(@‘f\f -BEATNBN LD R isidargt brexacpaitin-4-yl)-4-
difltubrodd thoky- ﬁ-&yolo;ﬁlélbﬂf%ﬂﬁk Wezddide, ﬁﬂg%ig%ﬁlﬂzli};eﬁ{g‘)ﬁ y (-)p-
I en

@y‘?‘i’p i%g@%t%?@ﬂa 3 ‘?%f@zlmxaﬁﬁlr%%ﬁlﬁ%wm he 2b. 20
methybenyafs phéaphthaidind-yly-iN-diisGfropylbenzamide, (R)-(+)-1-(4-
N

ol 6 N'-[N-2-cyano-S-methyl-isothioureido]benzyl)-2-pyrrolidone,
cis[4-cyano-4-(3- cyclopentyloxy—4-methoxyphenyl)cyclohexane—1-c_a_rboxyhc acid], 2-
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roflumlast 26.2 , Z-15370 26.19 and AWD-12-281 2b. 4

are of(PartlcuIar significance, optionally in the
A2 %e racemates, enantioffers or di ast er eonksri&EP2005/004073

t her eof and optlonally in the formof the

phar macol ogi cal |y acceptable acid addition salts,

sol vates and/or hydrates thereof. 5 By the acid
addition salts with pharmacol ogi cal |y accept abl e aci ds
whi ch the conmpounds 2b may possi bly be capabl e of

Eaboin BBloRY-8-cYRRIA- :f;se5m1smmh%ﬂﬁﬁlytzﬁdlﬂﬁbﬁﬁeﬁ%x&ﬁ%t)a%lohem-1~

goup £orrl f@%ﬂﬁ@wl{}ﬁ'&? STy %ﬁa&%ﬂ‘g‘é 2oy 1iCy clohexan-1-ol],

m)d«wmyﬂ[ar(esaybmbaﬁtgmy-mwhome@mmwdmcmyhmepcetate (S)-(-)-
B2 b Y S B RO ARE Py b2 octe, D840, Bay-

h%ﬂﬂésﬂfﬁﬂil RaPP- 168(73‘3@{5-5&@1,2"535% arudyllin, atizoram, V-11294A, Cl- 1018
_80 y £ )
hy r OC | ori 385@ ﬁﬁbgwﬁ’g\ﬁnsgﬁéﬁf gﬁg ?Eg(g?peentyl -5,6-dihydro-7-ethyl

Bﬁmyéazoig[aﬂm]dnaaﬂ-émagogqﬁﬂ3 a]pymdme and 9- cyclopentyl-5,6-
bmsia@,tmbdn D@%A&FM??—@%;))&@ZC@‘{@WD&]GISZ afmamﬁh 3pa] gﬁﬁﬁee@pnonauy

e mbi nati ons. of preferréd conp
1T O e ACAMAleE SABRHARISHS PR BT ORI e s A Bptially in the

ﬂimnaffehecpﬂﬁmnmﬂo giosilyerbématié agd hditiod s odoMtBesknt/odhddrates

&Qro 1 and 2b.2; 1.1 and 26.3; 1.1 and 26.4; 1.1
03565 1.1 and 2b.6; 1.1 and 2b.7; 1.1 and 2b.8;

1 1 and 2b.9; 1 1 and 2b_10; 1.1 and 2b_11;1 1 and

ﬂ%&l@%ll&gﬂp@%ea %ﬁ%m&n@ccﬁlﬂﬂn&%&gé% ILZEE)E ?‘gqnﬁﬂl r2b s selected

pmthe group calﬁlen;gg zxzar?rog llin Q&dl)z@ﬂzzpﬂaqt @_&Mn@@ (qllolnlla@t) (2b.3),
Alwabzlg &1 (@w 852124*703 ?5-@%10%@-140){0]13)%&[1
G5O H3isS evel St Rk diseande 2,85 -0 %3585 (b,
Abfyity (2b.8), eisfd-Gland4: (3chﬂlopad:y13hy L5methdxyphanyl)@blohégane-1-

. h. 17 ol 2

GBofl 61 hiorn 2y Mol oyt adB ipobyrdefo bl
duﬂuo@maanoxwhmybbcszcﬁohbxau&&m@lg_w 51,s[41c3@nafaﬂd(32@cﬁrprqxoyknetho:‘{3/-
@Bﬁl&?orﬁ&h&% %Bﬁ:%gloﬁpxaﬁ i1- &13\3_22;@_92?5 Rs787 ?71‘% altiszoram (2b.13),

Y-328Hy 1) C1-40%8 MbC@g—SOj (abday [%82&9@ (20.13), 3Y-58997
,JBY, 71 53705(28.13) ,ﬁ&ycl&peﬁty@-ﬂ@ dlﬁﬁh&;%etﬁy@-@%&@mﬁﬁ-

I;%%%&?Aﬁ%ﬁ 4ol R ing (2h2t) Snd B-cS blop gty P16 glinydro-7-

e:thyb&-ber?—;buﬂ.yl)@h’mj;r%lc&?: Aic]4 BhdioldD4,3 k] gyradet 2b.210);optionally in

g T G rakbiparsy g BRyRGs bPdiadpito B Bleotling bRl jn the form

- of the phatmapologicaliy accapieble leeidaddition saltsd scﬂbatgs)andmmyéw@s ‘thereof.

2b.21; 1.5 and 2b.1; 1.5 and 2b.2; 1. 5 and 2b.3; 1.5
Pnd 2b.4: 1 and %b 5: 1.5 and. 2b.6;
n e

le aleglbccglbnlat@n%tﬂ)@ Pﬂﬁ' %‘?&%bégéi!d is selected
f25m 1He drobp @ﬁlﬂ ﬂﬁn 2oflulnifrse28. 23 harli (ciloilastp(2b), 14;
PRIV RUM AR R T e XU
@chparyyliBethaxy-2-difleordmefho2yphtn @) @nbhetans] -ote @haHY, cis[4-cyano-4-
(%tbyéfop?‘op@hﬂ&ﬁo%ptl-%iﬂuoromethoxyphenyl)cyclohexan-l -0l] (2b.11), atizoram
(2b.13), Z-15370 (2b.19), 9-cyclopentyl-5,6-dihydro-7-ethyl-3-(2-thienyl)-94-
pyrazolo[3,4-c]-1,2,4-triazolo[4,3-a]pyridine (2b.20) and 9-cyclopentyl-5,6-dihydro-7-
ethyl-3-(ters-butyl)-9H-pyrazolof3,4-c}-1,2 4-triazolo[4,3-a]pyridine (2b.21), while
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35 1.6 and 2b.6; 1.6 and 2b.7; 1.6 and 2b.8; 1.6 and

: . and 2b 10; .6 and 2b 11; 1.6 WD 2005/
%‘%%&%‘ﬁé@‘foos/ 004073 and 2b.12; 1.6 and 2b. 13 1‘%&25@005’004073
and 2b.14; 1 6 and 2b.15; 1 6 and 2b_16; 1.6 and
2b_17; 1.6 and 2b.18; 1.6 and 2b.19; 1.6 and 2b_20; 16
and 2b_21; 1.7 and 2b.1; 1.7 and 26.2; 1.7 and 2b. 3;

1.7 and 2b.4; 1.7 and 2h.5; 1 7 and 2b.6; 1 7 and

2b.7; 1.7 and 26.8; 1.7 and 2b.9; 1.7 and 2b_10; 1.7

&Eﬂjﬁhi@ 23, Z-1881D @ @andlAWIaﬂtl 3. (1?.;47) érebg @ﬁmﬂimil?r significance,
1..7 an 17

Bt L@ P of B Titgmgtol, AR GRerk B oy beoBEns Hergfond

apticmlly in the famdoPthe pharinatdlogicall R ccBptatile heidadditidh sdis, solvates

: .12 and 2b.5; 1.12 and 2b.6; 1.12 and
%%dyérm@gafé’b%ﬁ” b.8: 1.12 and 2b.9: 1.12 and 2b. 10:
1.12 and 2b.11: 1.12 and 2b.12: 1.12 and 2b.13: 1.12

B@%@&l&é’ddlﬂoﬁl%lt@ Eﬂ%’%ﬁxaﬂﬁﬁ%i‘oﬁllg chépdbi]eﬁacuﬂs axgigc@ﬂl@ compounds

1.12

| Lmyawéﬁ'ﬂzlw berapaplg of f‘@ﬁamz@relmeqn ar examplecalts s ectqﬁ{fzm the

?ﬂg%@mﬁnsﬁh g 1k 1iBRigo Albritic, d%br@rﬁfhezby(ﬁmoa}dk‘]h @gﬁ

an

L A T N o e T

]hydlrébmndat&ﬂlyﬂﬂ(}cﬂiat&,&yﬂmfmﬁh'aﬁiﬁhydkoﬂaﬂraﬂdiyﬂifmoiﬂatelhﬂosuccmate,
. d . . ; d

BfStyidhadds ot KR fibndbinodus hyAREH R mE vty

hydrebramdde, hidesulph@e.dydropbosphate, Bireluthapate 8ad 1. 15 and

gpdrgmet%age@u@ggngg 7; 1.15 and 26.8;1.15 and 15 2b. 9;
715 and 2b.10; 1.15 and 2b_11; 1.15 and 2b_12; 1.15

and 2b 13; 1.15 and 2b.14; 1.15 and 2b.15; 1.15 and
BRariifles af ﬂcﬁreBﬁt@f&ﬁd Tilodicamkait eebiRftiohS of pref@redrdmpbudd;of formula

L1 2b. 2
EstihaRatheencttioRed EphtyARti g0 Zbians PufBRRiGR Hnining the
cumptivass g eorgbst; Iierrel@b.Bd apt2ioddll ynd 2h.45ib1 fnd 257 1.1 and
S538; PRIATEE 951 6ok ASFRAN .1 A8 AL ARV, 1t nd
M{iﬂiﬂﬂ@iﬂ.lh& aﬂd)%lé;f_kgﬁd M,d:bmd 2k.16; 1.1 and 2b.17; 1.1 and
#0391, 06 30,39, £1 850 25.907E1 5nd D221 298 2001, 10NAM 263,112 and

R L3St 15 ol 1o i 18 ich (D eredi g 20

1.2endlbMe: 1@nrhiehad; mrmd BBIIIZQILS and 2Bf18f 1.26Gind1nBI4; 1.2 and 2b 15

L2apd ihﬁ_oi_fagﬁ‘;gﬁ Bp35°1 5" iwg §9858! R2%%a b2t

Landz_i.l., 03 aﬁd@g,m amhﬂl 2be3 tifharel Ppdil.Band 205, Wiiaoh2b.6; 1.3 and
fl?'?t i 239,88 801 3tg 2%%%%& o 1%ranihg| 1218 and 2b.12; 1.3 and

N b 241 b o 205 kot 1 s 217 L 2 1F; 1.3 and
%QQrP@ Blgfl 29.20: hP3 'aﬂd’?ﬂ@!om 43nhe Zi)l'loﬁq Mdlm A 1b. #S1.4 and

S0 igg_%a%g@ %@_ﬁw@?ﬁw@umzbw

MMmhéZbﬂQSh4@ﬁdﬂbnatlﬂnmdﬂbﬂﬁhld@nﬂﬁbﬂApnﬂzmﬂthé 1.4 and 2b.16;

fﬁ%&gﬁj iZQ ;%tis %—oraflﬁ ﬁ @%tz' Ci‘lé%'d& rgéo 1.5 and 2b.1;

lrédnd éhﬁnLamdﬂl_Jﬁﬁat_@ﬂml Md@aﬂm IHend Mhlﬁ@nd 2b.7; 1.5 and
tp ,

$P B! T;g%@%)r@gl saaﬂ&?i'zb' 1%“?'5 aﬁ& gb\i ﬁy%ﬁh 3pG8; 1 'sfbng 2b,13; 1.5 and

2b 14; 1.5 and 2b.15; 15and2b 16; Sande 17,15 and 2b.18 15 15and2b 19; 1.5 and

2b.20; 1.5 and 2b.21; 1.6 and 2b.1; 1.6 and 2b.2; 1.6 and 2b.3; 1.6 and 2b.4; 1.6 and 2b.5;

1.6 and 2b.6; 1.6 and 2b.7; 1.6 and 2b.8; 1.6 and 2b.9; 1.6 and 2b.10; 1.6 and 2b.11; 1.6
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formula 1 , one or nore, preferably one steroid 2c,

g‘ﬁé&ﬁ?%‘% in conmbination wt h3/2135 phar maceut i calldTyEmosmmon

exci pients. WD 20051102349 33
PCT/ EP2005/ 004073 I n such medi canent conbi nations the
steroid 2c is preferably selected from anong
predni sol one 2e.1, prednisone 2e.2 ,
buti xocort propionate 2c.3 , RPR- 106541 2( c.4),
flunisolide 2c.5 , becl onet hasone 2( c.6),

tallid 2121106 QNE2XT3;71.6 aklZIR $011.61enPIb. 85;,1.6a1id 28.16 a4 2b.17; 1.6

b6 oy A 22008 L0 Gd Ban LEMEA S 250 Rugohg o 202 L

mzm:s 1.7 $)d 2b.4pl.Gred BbIS; 61,494 28i6 LTomd-2b78 117 #hd 2b.8; 1.7 and

EH‘)anﬁ@_g_l_eyi )I%E%g_c( f”?tﬂ%{ﬁﬁﬂ’ﬁ i 9%11@2@ h¥! 1.320%95.34%.7 and
EsL5( 07 ench2b-A67 bR pod 2b4 7y b ank2hel §:6h7 gad 2b49; 67 8adi2l.20; 1.7 and
budio?ﬂiz and 2b.1; 1.12 gnd 2b.2: 1.12 and 2b.3; 112 and 2b.4; 1.12 and 2b.5; 1.12

ené-1
r_lgﬁﬁ}doﬂgz ALy dl_ﬁ) dy2b9 1.12 b an% ﬁ)_dl IZande 11;
ﬂm RACORAD- HitZ Bhd)wasel £ end IHNBS: 468, andbli%; 1.12 and 2b.16; 1.12 and

SRS Ak Yk i SR 20, s

1/1¢ asé2b2; hid afépbBalildasd 2bHel.aetnd 2hs; $.44 und 2h.6; 1.14 and M
/ d . ' . .
£344032BAE184 530209 10 pd RO LSRG 114

2bA3; t-kbandidb. bchald ansiidhe1%: {1 and 2hilo Lildand @bAT; 114 and 2b.18;
GRSy 'i@SP!M?ag&zﬁzo f 14 am?zmi ;011€5 aﬁd Zb.1; 1LOS RSP IL1S5 and

t1C asone asone
25 L5 O gL 8 and 268 b eSO T bod 2 4% a2y LIS and
2b gﬁlﬁmmm 0el. isaﬂd@b 11 S_uérﬂmm and 2b.13; 1.15 and 2b.14;

?@5 %%;ﬁf %‘%Ma&-}« 3] 2AT; el 47 20,18, 1,13 Aind 2197 1.15 and

2b2f8ootd s atd 2bail emesadly (Be optwrtaliy i trefomn dfthe Facemates, enantiomers

éls%a&&e&égrs R ANEBESMIF B i SRRFnI hd YRRt deptable

%d\aqh@tlwwaltsr whertaszadior bpdreey thexepldn eadsease optiongily jpthe form of

ﬁl@?i’a&ﬁ{atéét HiaBheiners 2R dﬂt}@tet?éa)ﬁmers thereof and opt1ona11y in the form of the
or gacet a

et Bt e%glﬁfélyra&emlﬂsgmd@ﬂ‘gm@? 64}%3%0‘1\% St%xﬁgg#lgﬁf@'zﬁgéﬁ%&f

thereof and optionally in the formof the salts and

@E Eﬂeva%%){.re}/-%% 1{1&%@ R bll{ I?ignsi g)péfé/r?%deoﬁlegggcéo?(gng%dﬁl@?%ntlon are those

wbwbucnattaumwonmeusd ef bm:lulad_ ang of glecomppundahd t hs 1.6, or 112,
Ghifd &oﬁ@é@ﬁﬁlﬁéﬁ&s W&?fﬁh‘te@ﬁ o@&oische cérhﬂ&drf&@ii A& 12€ & particularly

nmonet asone 2cC. cl cl esani d
{ngaqrtapmg:,cgqﬁig}gqgm the invention. OF the : above-menhoned combinations also preferred

Scofiin@iofthe!Biventlotfark (st WhithydoSRMPANOmpa%id 2B bheohthd kémpounds
282 203,204,208, 2,10, 20.11, 20,13, 20,19, 2b 20 e 2b. 21, while fhose

2emHtibataumd wéti¢hpeeathin bre dof tbh kompands 2aba, 2b.4 b7 2b.19 are particularly

Hﬂﬁds%ﬂggécg dlll%ttol}ﬁe n%ﬁ]o%f the racemates, enantiomers
or

oners reof and optlonally in the form
of the salts and derivatives thereof, the solvates

@ﬂg# ggffayéarrﬁagéaﬂlaﬁ e6Rbinarhé at«,&fr% 16 helifvaikith ChAtSinAs an

€s a reference to anébsa ts derivatives,
ignabactiye subdiancst 8 addifien @nqmr%%esr@ry fegablg pne compound of

Bxannl lesor@for PesE) fabRrabd} dife staeid QeI dptihaNe i @mbikdion with
Sharmaceufcically acceptable excipients.
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35 2c may be: alkali nmetal salts, such as for exanple

%%% potassiumsalts, WO 005/ 102349 34
OEEFEEO%%’/ 004073 sul phobenzo%i"t es, phosphates, PCT/EP2005/004073

i soni coti nates, acetates, propionates, dlhydrogen
phosphates, palmtates, pivalates or furoates.
Exanpl es of novel preferred nedi canent conbi nations of
preferred conpounds of formula 5 1 with the
above-nentioned steroids it are conbinations

contai ning the conpounds 1.1 and 2c.1; 1 i and 2c. 2;

%n g\gﬂ'?%fd%%nm&nﬁéo%m%gtfm%‘fgen%er id]_2§ Is gre%erglﬁa élggtsc?ﬂ%m among
@rﬂdn@eiom@ (_cg_l.)lpzadms@ue (2¢.2), butixeoodpRipichate (gg__}ale’RZtl:O@Si (2¢.4),

iy, oS i) e i

C@@n%&@azn@ﬁetaweﬂ_c_lﬂ)zcmam@ @c.11), yoflgnenile (e.12), ST-126

2621 %xgl‘ﬁe@lasohe@%gﬂ fﬁlordam&h}libé)@%%dﬁﬁmi&l ;& ?4and
an

§; g@f’%@yl)fxg] R S AT e ,Staﬁjéé

2arbathicha®® (2ad5 QCSﬁ(Z—deBteaﬂde?@ﬁﬁan IS&I)ﬂﬁﬁ?ﬁmﬂﬁbroﬂ 1$ hydroxy-

?@% me%l% %-mg) i}”@ pg dxifoa,n%io%%\dg,ﬁ th ]I]71.’> ca?tio(%%loﬁat%uc 16) and
zﬁplmnol Illc:hlqrn@bez-tte (LE\I P66, M),Zoptmt;allst TBtha fietnpef e racemates,
%nﬁltlﬁﬂl@rsa:ﬁ' d]‘%teréoﬁ’er@ ﬁ‘fére%‘falgg tlol'mﬂ)i %%f tgxe Qalf%r&ﬁd derivatives

ﬂ}?ﬁecfdh%ml‘f[atﬂs @Wéorﬂ'a’d@ées‘ﬁhef@f»ﬂf and 2c.8; 1.4 and 20 9;
1.4 and 2c 10; 1.4 and 20 11 14 and 2c.12; 1.4 and

nd ,2c. nd 2c.15; 1.4 and 2c.16:
fn aafaﬂaar%beprf?emﬂ nzed}\ %cqn lmatwna]ﬁae Secoisl B sfﬁe%i?fgfmm the
2mup cotpHsiap dluisolide Rc3)ardlodeithsork (3e.8)) dridacifiolode &c.7),

%u(gesomge %ﬁfiﬂﬁlcagone Mﬂwet?soge 10 (1:('3 q?%ﬂ%eéiahg;, rofleponide

£25. 123, ST-136 Qe D odexBmethasdhe £l Ho(S) Sluotarbethyl dogdu-difluoro-17a-

boSuphficad éyg%c@ 1@@%@&;& 6h-Be@Ifls Hodndrbsl)- 13471Eilene~17;3

afﬁ Oth@nste @-tetxafaf %Blr@tﬁ-o' )64.,%5:-diflgor 1 Ifrhydroxy-
1%00;30217&1) Jinarosﬂa-ﬁ4fdﬁ\=§1e21¢7glébrbdtm6nas 2c.16) and

Ttlp}'etg]%-%gglcgoa%ta?e Eopgon ly7m él}?dfoge oﬁ Ihelraqcr%gs, enantiomers or
dizstbreothets thadoPmdbptibnallygindhe Remif tHe saltannd @eiv@tivds thereof, the

gﬁgatésﬁ%l%?c}’ﬁ{a%%h%%&ilo 1.7 and 2c_il; 1.7 and 2c. 12;

_ _ and 2c_14; 1.7 and 2c_15; 1.7 and
2c.16; 1.7 and 2c 17; 1.12 and 2c.1; 1.12 and 2c.2; 25

i'ncl;;a%t_lélﬂﬂ‘l)%ﬁreﬁigre@ r&&h@aﬂ%n@@orﬂ%méﬂdﬁé tl?é"s‘#ergﬁl ﬁ is %elé&e@ﬂgm the

grOYp ’calﬁan%g hedesymﬂz(%é&) fpticagone(2¢.9), Fcsons M 10)ociclesonide

19 Lsyalzuo%o%&hﬁrﬂx 9@tifldbro17 &2 Ziﬂﬂa.r%ﬂcall&;nyc?oiﬂ BYphydroxy-
an

Thopmeny F ol g 4oL Sl Stipat a1 na Ehipfptngly

2chBbroatetite (20.d7 R oplionally 1dtherfdrn? of e rdcefndtes aerdn@omers or

SingBs tigrtlock itgBAN) Ao o bl QS s gefpifer ot he
salvates angl/orhydradesabereat, 1. 15 and 2c.1; 1.15 and 2c. 2;
1 15 and 2c. 3; 1 15 and 20 4; 1.15 and 20 5 1 15 and
6;.1.15 and d20815
] X 5ef3§qacez@ sjggot i —i 5nc s 9 Ee irfnceltOfgyé OZ eﬁ_lgatl\?s,l}g/drates or
goivat@cthd@of Whith nadaydex?a. BxbmplesldF possible salts and derivatives of the steroids
2¢ may be: alkali metal salts, such as for example sodivm or potassium salts,
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and 2c.15; 1.15 and 2c_i6 or 1.15 and 2c.17, in each
case ogﬁéonally in the formof_the racenates

% or diastereoners tHereof and opti onalFyER2AP5/004073
the formof the 35 pharnacol ogically acceptable acid
addition salts, solvates and/or hydrates thereof. WO
2005/ 102349 35 PCT/ EP2005/ 004073 O the
above-nmenti oned conbi nati ons, preferred ones according
to the invention are those which contain as conpound

@ﬁl}l)ﬁ(ﬂfe%a%s' ﬁl‘ﬂﬁﬁﬁ’itesl RRnkOIRAN) dctates! proplomates lmﬁydrgéen phosphates,

se conbi nati ons whi ch contal n one of
Pﬁ@l@mﬁﬂa@sfr T#CS) 12 are particularly 5 inportant

according to the invention. O‘ t he above-nenti oned

nbi hat j.ons, al referred ordin
FRTORTE bl AL Pt e el R R S 5t compgpads of formula
dfwithhthe eboqramadione? stefnid 22 ﬁe c@abinatidlms. oSntaﬂﬁn@the 2ompOynds 1.1

\%ﬁdie_ f_ﬁa&@ %ﬁn@ 2&3:1141 &2 -;Tﬁf%ndlfc oy, ?g-a@e@ 1.1 and 2¢.7;
dedrand 2eds 1Acang 229, L@d_ﬂl._ mamd..._l@; hband 2¢.2% Ilramh 2e.13; 1.1

RAd 3, whamﬂzmrﬂlamﬁ%o di4d 297t e ah@!@ﬁtwandé@z 1.2 and
Q her _preterred n | a1 ons

arfent
£&d; LAdga ?_&én_aéﬁ@asﬁ _aémaa_aba.aml aﬁzq_am&é_ 12 and 29; 1.2
ambs«t mqez aﬂdTZo’:lﬂdlltz £id 22008 a(ﬁﬂ 20mB€1. 2@h@fzeu4b1 Y a@e.15; 1.2

SRR LT g 20015 . 5 PSR Y A% 1.3 e

Rbér had hﬁtaadlﬂc 2¢.6a1.B ywndi2e@pl.dbhd2efrl . pand2a9; 1LY ahd 26 ;.3 and 2¢.11;

Fi’%ddfn%ﬁi Izti %FE? clE_Eé‘ gr%n& E&HDj‘a%ri'f%n@gg? 3 and 2¢.17;
Lﬂ(a@(ia;c_e 2.4(apd 26,27 1 o A 263014 aqdu_ndl; den)iép_&ehﬁlapéaeéyl 4 and
be.73t.44nd £€8; 1.4 and 2c.9; 14and2c 10; 14and2c11 1.4 and 2¢.12; 1.4 and 2¢.13;

Eaa%ygé ;;O DYy pﬁ;;;i?gé | RLTEY T 550, 908 PP 3% ez, 15
fi2d Be.8t ICH hied DoAY 9 0hB225;00.9¥id 0.6 155 i 2 F) LS aMETYS: ) I81and 2¢.9;

TR RS AL LS e 313815 06 i A S 2005

¢.5znid @edd; BS anp2edl)kasbd 2d141.6 and 2¢.27 1.6/ kab2e.20L.6 apd 2¢.4; 1.6 and

ﬁy %_3 a&ﬁzé 8 1.5 ;_a*aﬂtg ¥b 721, th%_gyi ) ﬁ;@f?;z@f/ﬁ% g@%ﬁ@% 2e11;
aYld,_-ﬂ@BlLéEHQa_-g_ _Q/ENiMM and 2a ED 1)6 andl. 22.16; 1 6 and 2¢.17;
Y9Fmadq: 2948 202V dﬁd%@?l A0nd3cang, 7%3@3%21 7%6d 22,61 1.7 and

S04 LI Kol L g a8 S Lo LT e 1 Gpand 2613

11enf2andpt.o |aﬁ@ €. an ﬂ aﬁ@% @l a2l Addi2tind2edaliile and 2¢.2;

96023 BIE P 204 CEHA ROPLCH L0 0 1280 0P 110 and 2

'hﬂﬁmadés;thélemdl_lﬂxk&;ﬁnngai jddisnd 2ed; Ld2bnd2e.iHdsi2 and

ﬁbfzs H_glaﬂ‘zicaﬁ»o'ilﬁtana t_%g g_&ﬁd £d 'frl i?%gdqbﬂ and 2¢.2; 1.14

@nd(zsﬂ 1514 apd e b ngdaqﬁm 143pd 2877114 and 2¢.8; 1.14
M&M 1204 $hdRNP 1907404 leﬂSﬂﬂ ax?diz@u MEFar2%81329.140nd 2¢.14;

sl ST Bl B0k R 2e T LISRRI B s nc
2c.3; 1.15 and 2¢.4; 1.15 and 2¢.5; 1.15 and 2¢.6; 1.15 and 2¢.7; 1.15 and 2¢.8; 1.15 and
2¢.9; 1.15 and 2¢.10; 1.15 and 2¢.11; 1.15 and 2¢.12; 1.15 and 2¢.13; 1.15 and 2¢.14; 1.15
and 2¢.15; 1.15 and 2¢.16 or 1.15 and 2¢.17 , in each case optionally in the form of the
racemates, enantiomers or diastereomers thereof and optionally in the form of the

pharmacologically acceptable acid addition salts, solvates and/or hydrates thereof.
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di astereoners thereof, optionally in the formof the

h nacologlcally acceptable acid addition salts
0819238 wel | as optionally 1 the form of thep(grél‘fptzgo5/004073

and derivatives thereof, the solvates and/or hydrates
thereof. 35 WO 2005/ 102349 36 PCT/ EP2005/ 004073 | n
particularly preferred nmedi canent conbi nations the
LTD4 antagonist 2d is selected fromthe group

conpri sing nontel ukast (2g.1), pranlukast 2d.4 ,
zafirlukast 2d.5 , MCC- 847 (ZD-3523) 2d.7 , M\-001

91507 M 1507) 2A,9), while ) )
ﬁ’%ﬁ'%eeﬁf%ﬁw%gtma ﬂéﬁﬂmoam?fg@@ opiey ﬁacoz%ms #q hg dgention are those
%1&1 @nmrpardonmahﬁd bffopmhealacl siechf the wmpo@ﬁ@d 1.y, 1.5 Léier1.12,

enanti o S Or

élg‘gb e co lt'alpgt‘lioe rsrflvbnahcoqtﬂg OP%EEﬁ SFOIPB%UH%S&% Cirii ire particularly
phpm’lmt mcogilxngaﬂol the awvemping bIf ¢heaatiosle-avbtiionarogdinagions also preferred

%}]‘Bﬁﬁﬁé Yiﬁlehtlcﬁrc'are ﬁﬁ)tsh %‘?é é()nka#e £ &‘ﬁ“{ t ad 2_% n%%lgf the compounds

derivatives thereo

E&.ﬁrmgr_t&%éﬁ_ 2040 8c 11k @cA2) 26.1303¢.14,e. 160 2cd 6\ 2817 , while

08¢ BaRABhAING HHich @%&@@bﬁé’bﬁh@%bﬁﬁoﬂ’x\(@b 603! 118 QLTDOMILE 2¢.15 or
d ibll be capab formng are meant for

i&éﬂ%&é’a{%ﬂu & yggqugglg@c?qr antt?léhe 1BYEUB -conpri si ng t he

hydr ochl ori de, hydrobrom de, hydroi odi de,

i Bt b iramon 4o BOmRG R GFvinedo ey Yesian sgptain, as an

hditownt &ta&eubstmd,rm béﬁlﬂOHt@Oﬂd’kyldnm; preferably one compound of
@fgﬁﬁ{ 1! r@{eaotr?réorg {;gét%fag I?et ETDang{aﬁgffigi! ﬂi %ptionally in combination

rosucci na ehzoate a
Whmba@:qcemtméﬂreg@ﬂep Weﬁxélplfmt%f erably the
hydrochl oride, hydrobrom de, hydrosul phate,

at dr of d ..
o8 et oS TR 2l Boemiss 2dds peferably sdegrhfrom
aglaongymbhiebkamiild.ib), 1 ERYqBH Y6 Fsdifl dorveyquinsiaiyblethehel )phenyl)-3-(2-
gﬁ?ﬁmﬁg%&%ﬁ@?@h&y@ h%x%ﬁly Skioft ’r‘rﬁg&'-&%éac@; gﬁtlaﬂ((l(R) 3(3-(2-
é?a$ ﬂmhlcamk@no[ﬁe%‘ehwnﬁmﬁ%vﬁF(Eé*&thesyl)lﬂlﬁrhﬂhék(éf(i dadescy-1-
A e e A
mzelﬂ@rSr Wﬁﬁ’d@f%]%ﬁmﬂh}’l]
lﬁkéHhk:@&ﬂ (2d. 6prm:er84a ZEORTIY ﬂ)oMN’IJoom_) MBW 191507 (LM-

Li@a% s 5@%@3&@%@%2‘9’1 (2l A £773332, 212 optionally

ih the érth Adh@raterhatas) @nﬁdlaﬁherioﬂdlme&e&depﬁ tHerdofaswticadllpin the form

St oDty B 6 Sl b 3t Bl asd Bl pignaty in
fomen cfzfdhelsaltg and dartvativesthereof: thorrglvates 3nd/or hydialgs therept.
1.2 and 2d.5; 1.2 and 2d. 6; 1.2 and 2d.7; 1.2 and

Gt i R0 i S 8 bl o
dondpraviik @dntélukast (241, gﬂanijkaﬂt da \GraBfuist n}.E}I(BDSM (ZD-3523)
G PR b B sl chad 36 388 G diy v or 70
(2d.11) and L-733321 (2d.12), optionally in the form of the racemates, enantiomers or
diastereomers thereof, optionally in the form of the pharmacologically acceptable acid
addition salts thereof as well as optionally in the form of the salts and derivatives thereof,

the solvates and/or hydrates thereof.
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2d 1; 1.4 and 2d.2;1 4 and 2d.3; L4 and 2d.4; i 4 and
5. 1 4 and 2d.6; L4 and 2d.7; 1.4 and 2d.8;

ﬁ’dzo%mé?* 1.4 and 2d_10; 1 4 a¥d 2d_11; 1 _4 and PfJ’Ef%OOS*’OO“O”
1.5 and 2d.1; 1.5 and 2d.2;1 5 and 2d.3; 1.5 and

2d.4; 1.5 and 2d.5; 1 5 and 2d.6; 1.5 and 2d.7; 1.5

and 2d.8; 1.5 and 2d.9; 1.5 and 2d_10; 1.5 and 2d_11;

1.5 and 2d_12; 1.6 and 2d.1; 1.6 and 35 2d.2; 1.6 and

2d.3; 1.6 and 2d.4; 1.6 and 2d.5; 1.6 and 2d.6; 1.6

%fﬁ'%%%l 8%2%% ?e&%aﬁmen%nﬁq%foﬁg aRAST 1347anta onist 2d is selected
RE theiSHPyp fO@plaﬂag lzt?n&eé&ait é_ﬁd’r@aw&%t (%—ﬁ(;%’%ﬂk%;é (2d.5), MCC-
347(2@0523;@&7) MR-02d2248) 4nd MEN- QIED7Z(QNE:15(]7) zzms)j whlle

ittty (2835 pRinkasted f 2o Shfied (£a8 s picliag pleforred

gptichall inthe forch Fth@rackmats amentictaer8or diastéreamers Zakrdof, optionally in

%g%érn??ﬂ%% 9}1&31 éol%él glrf')d i&%&tﬁble é x%%d%gl%n %Qigther%oi}% dv@é}pas
aptionaliy,in they form oftthg galtspad Parivatives tharegh dhexplyatespandlor hydrates
aReboRd. 3; 1.14 and 2d.4; 1.14 and 2d.5; 1.14 and 2d. 6;

1.14 and 2d.7; 1.14 and 2d.8; 1.14 and 2d.9; 1.14 and
2d 10; 1.14 and 2d.11; 1.14 and 2d.12; 1.15 and 2d. 1;

Byil’fe aitladdition; saltd with pheenaddl caIl 150epablcadicdd whicklthe aﬁﬂpounds

15 g
£33y 2y O capf%iesdff hiiBg aﬁ!%’o‘“*’i“ fis cxmpis 35 &t from the
arotp 20mising thedadivchiaside dptirabahidg, hydraiodidheyfiorsuipbte,

L

bﬂk@pﬂﬂa@ﬂt@ hadiogiteatr |hvﬁ1@|ﬁlrgﬁ‘ﬁ‘teshytk©ﬂav@¢®b%m@¥ ate hydrosuccinate,
diiﬁll?érr])gfat% et I%Q{me étﬁqrueﬁ&%l egﬁéétg it dfabgfl?g h¥drochlor1de

oo Ardoflgss, hikropHoRBE AT e B of

ﬁﬁirﬂmbtaaﬂes@}@liomﬁethe conpounds 1.1, 1 5 16, or 1.12,

%}?an\l'\he%gf Sﬁol%:? ?l% s%l?slaﬁflgc? tnvgtn?egmmlcch lihg %? 851{]nd9 i n%rYt ];C!g?lbly be

eapabhe@rf Fymieg inblde rﬁmrmample alighli trivtal a&itsvwch@mﬁbrcnxemple sodium or
?&Hgghfﬁ?gdl@ N nﬁ%aﬁﬁ \%L Bl 81k, s ﬁ&feﬂid&ges n@ds tezsd1sgfr1]1é:otmates

nvention are cén in as co
yretatesePropiopaigh dihydpegen p QEPhéfeS Rpmitatoyy pivalades g furpgtes,
2d_10, 2d.11 or 2d_12, while those conbi nati ons which

gontq ne of the conpounds 24.1,. 2d. ? fd.a, 2d. 7, £ 1
Vel nyplertsd m Py Sprkgndtions P Brgteried comppys of formula
1 evithhke atrwemtdnnnnedah’ﬂDulm&gomﬂg‘aﬂmm comitsinattuns koxteiming the

Hiebob i eof AP LI B0 Wl LhgHLE LR ALE £ g 205 11 v
2hffilbad 263; i ood il Lilon0126.9; omdli2del t: 4k mhd2dah; 4 and
z”&i‘itf?%fzciifbiwﬁnéﬂ&%t 2560 20, 9G5binAN 1O NS 12 and 206

h@.aﬁé?_é,_ ,&é@né&d@ M@Mmmgam dL@él_CbJal,.l&@M?,ﬂ_ 13
&l TR DAd RN2: M8 bAd PAB! 1BGRERAGAL stanaqaeaonm 2d.6; 1.3 and

BEeiEh G Baa e g Lo LR T 2tz L e

240104 andPd.2s1.Agnd 2d.3; 1.4 and 2d.4; 1.4 and 2d.5; 1.4 and 2d.6; 1.4 and 2d.7;
Lo I ] { lyi
m)ﬂf?zﬁ%i 4%@@&@@%%?%&82&1 [141 a(nﬁ‘}rdoﬁolsnanﬁ 2d.1; 1.5
&Y, MWM ankgdd4ul Sandldsel.54nd 245; 1Sandr2d.Z 1.5 and
24.8; 1.5 and 2d.9; 1.5 and 2d.10; 1.5 and 2d.11; 1.5 and 2d.12; 1.6 and 2d.1; 1.6 and
2d4.2; 1.6 and 24.3; 1.6 and 2d.4; 1.6 and 24.5; 1.6 and 2d.6; 1.6 and 2.7; 1.6 and 24.8;
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f1 uorophenyl)am no] -6- {
4- {0’\' N-di et hyl am no) - 1- oxo- 2- buten-1-yl ] am no}
&Vc 8%5 032)4% met hoxy- qui nazol i ne’’ PCT/EP2005/004073
4-[ (3-chl oro-4-fluorophenyl)am no]-6-{[4-(N, N
di met hyl am no) -
1- oxo-2- buten-1-yl ] am no}- 7-cycl opr opyl net hoxy- qui nazo
line, 4-[(R)-(1- phenyl-ethyl)am no]-6-
{[4- (morpholin-4-yl)-1-o0x0-2-buten-1-yl]am no) -7 35
¢ \Cdnd Ay M'@aﬁdmqu@iﬂd%ll 1.6 and 2d.12; 1.7 and 2d.1; 1.7 and 2d.2; 1.7

ond 303 T an il Eh AR D Bt opelasts g wgddss L1 and

2d.9x0.7rm0d pAG0L B74my 2:11: ©¥and 2816142 axd &t No2 aid 24.2] 1.12 and

D.7% 2 &
2RO R 058 D) L1400 00 D2 a2 102 pnd 208 L2 g R 112 and
2d 8x b1dend RAiPNE.A2 wid 2d.1 bixiol Pand 2d.12; 1.14 and 2d.1; 1.14 and 2d.2; 1.14
P’lhﬁa%] II¥J| %Tﬁ M%I%Mﬁpﬁ#%&%)_@’ 1Bh.8; 1.14
par 2d.89 134 pad d«_mrﬁm-t_@wﬁz_«u@m_znd 2d.2;

heqs%ﬁd 28.3; . 15|a11aqar401 15 and 2d 5:1.15 and 2d.6; 1.15 and 2d.7; 1.15 and 2d.8;

@ég mﬁ_ énngmo_gg éﬂ@%ﬁ&#@nfl 2d.12, in each case optionally in

ﬂ(e&f)mﬁ offie hydemtead X@ranmsnae lor diadtestoiredy thepeyf and-opgibhalksyin the form

fHe? %}ﬁi@%ﬁ%ﬁgﬁ Gyt gionseiosghgengnd oy ot
anm no 0XO- ut en

Y)If}@'ﬁbﬂ%-m%nﬁb’ﬁd%mlﬂﬁé %Hﬂi;(?l{é@ %?cl[dr{ﬁﬁg to the invention are those

[ oro 4-f fQ{)hen])_a/ll am
Whl WO%OH ofrfogmplad. engrad Hiq copppoypdsb, LS, 1.6, or L12,
whilé Yr@s@ @@‘ﬁbﬁdhﬁtﬁéwﬂﬁdﬂﬂ@iﬁ&n Bfic of‘lﬁl{a cothpdihds 1 1 or 1.12 are particularly
)(m%q[ﬁ]a}}g%/%f%é&% oéﬁ‘glﬁ'{x]fg i i i)[f4he above- mentlgned com a¥1ons ngo preferred

ychatingiw) th iroyentiapare thdseshiduopntpin saconijoned 2d one of the compounds

fd [1( fﬁ 4 (_Z‘é_dr_%;w I%_ggtgf 27_‘_) f&nlﬂ 8%_@ &{ g Jbv(/ﬁﬂe thOfe COn-Ilb1?at10ns which

mﬁtmnpnv ofthe|compowds2dih add, 24.9i 2h7JAd.8er 2d.9 are partwularly

| );B&I\ﬁlrfe éckoi@i&?g‘ﬁé' th& AT s donfbihAbdng WHRHRRMIEEOS the

qorgRQyIng Sﬁé(-ezd—ﬂ %Lﬁéﬁ?fﬁé’f@?@é%qaéﬁ%ﬁﬁnﬁ%t hoxy- qui nazo

line,4-[ (R) - (1-phenyl 15

§&he¥ B%G?Q}T 62121]8 (g ag'é?né% ma 151%h ccorg&)é rhe 1n¥er2t101|}|- cggttal as an

ydditoriah aaot}vé-suystdtmp;m pyditieh Ilmmye— arunsrazmefenghly one compound of

fbﬂ[n&fadlf n[ o morE rPL}?{ I%Bg? h@ﬂl 191111]1)%0 #_4 ‘optionally in combination

| wﬁhmb@umc@qtmﬁllyecqeanylyr%ﬁm@ms yl oxy) qui nazol i ne,

4- [(3 chl oro 4 f1 uorophenyl)am no] -6-{[ 4- (N, N-di net hyl
m no) -

ush me W]flgﬁ% mblmt@psjheﬁ&ﬁ%mmr&saﬁ seleqiadsfey pxapppls from the
2i00p ico@priding @Z{(E-Blhlﬁf@-ﬂu&%phencrl)ammo] -6-{[4- (mor%)hohn ~4-y1)-1-0x0-2-

{)ltglgnrl ??gf X%‘&z Cﬁagﬂgﬁogy}ﬁfeﬁﬂxy -quinazoline, ﬁy[(sﬁ N- et hy

- flhdrapheny))amimo) Hp i ydietlyyl gruinop alxiorebuten-1-yl]amino}-7-

h I
%clhfp%o @ h%f{i} Igi]é nﬁﬁthl@ @ﬂ@)éhicﬂrb Qoﬁllécg‘gélie%#)%lhlqo -6- n%[4
chr@@[l@p@ﬁ)—wqmyl @gpméj@]ann@o} -7- cyclopropylmethoxy qumazohne 4-[(R)-(1-
fadn§Bembi) &iﬁﬁ‘mg-ﬁf [%@%@ﬁﬂh)ﬁmmb 2ftbrtt1 (N abbigh yret hyl

no 0XO-
wn%l%% WoRyAYipagp He% ffﬁ%ﬁl}la%% dheare-phepyPaminedby 4 {Prbmethyl-
oline, 4-[(3-chloro-4 25
fl uor ophenyl ) am no] - 6-{[ 4- (N, N- di net hyl anmi no) - 1- oxo- 2-
buten-1-yl]Jamno}-7-[(S)-
(t et rahydr of uran- 2-yl ) net hoxy] - qui nazol i ne,
4-[ (3- et hynyl - phenyl ) am no] - 6, 7- bi s-( 2-
met hoxy- et hoxy) - qui nazol i ne,
4-[(3-chl oro-4-fluorophenyl)am no]-7-[3-(norpholin-4-y
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propyl oxy] - 6-[ (vi nyl car bonyl ) am no] - qui nazol i ne,

1- phenyl - et hyl ) am no] - 6- (4-

gw’gﬁ‘i‘?enyl )-7H pyrrol of 2, 338d] pyrim di ne, 3- cy%\qéEPA%OOS/OMOH
(3-chloro-4 30
| uor ophenyl ) am no] - 6- {[ 4- (N, N- di net hyl am no) - 1- oxo- 2-
uten-1-yl]am no}-7-ethoxy- quinoline,
-{[3-chl oro-4-(3-fl uoro-benzyl oxy) - phenyl ] am no)
-6-(5-{[(2- nethanesul phonyl - et hyl )am no] net hyl }
Zfdakbﬁlﬁo hMl'lﬁ q IP%%JZ%ten‘lt {1Bhido} = PBRMSProp lmethoxy -quinazoline, 4-

fie? ferph%ﬂlaﬁwa@n&f’e (ﬁémﬁﬁ%% SeiteRad 3fA-oxo2-
431[6(13*}2!]&;@510}—4 [ eerapy&ofurdiasiyliokyBgdiholing ﬂF{[‘B}bhlnfoM -fluoro-
- - X .
BRI 4R e T RRo bR pr R en -
ylamamdt 3- mlopteiﬁ}(lmeﬂlbky}qmn&dmw@((BfChMMQflMO -phenyl)amino]-6-[2-
/ 4
f glﬁ'g%t P? 9702%110118 d(l)r l'ﬁxﬂ -7 metlZ(B(y n%ul?]azohne 44)/% chloro 4-
ﬁ]@:p qn}@agn@]tﬁj nN-(2- gap oxy-ethyl) -N-methyl- ammo] 1-0x0-2- buten I-
alfafhc 77 &ﬁd@ﬁ&@hﬁ%@i%ﬁﬁﬁm%@)ﬂﬁ@%ﬂb A0 RGARhYINEnino]-6- {[4-

fw&\‘? ﬁﬁl?y?ﬁl“ﬁg %ﬁwe %l%aml -Froytlppentyey-guipgzoline. 4-1(R)-

(- yhdr@rﬂbih@})amiﬂoﬂl-&Z{{mmﬁ\J bik*—([Zélﬁethoxy -ethyl)-amino)-1-oxo-2-buten-1-
%ﬁ%rmrﬂ%ﬁ?l éyc ?B)ng{:tﬁ% j{/ﬂul?a%;h i ’f’(Rg %l phgﬂ))ir% hg%gmgw?)& -({4-[N-(2-
metheayyetingl) Natzbylramna}-{ -0 80-2Hiutero L -41 Hamimy) o/ girebapydDydme thexy-

[
f
b
4

ho a%cﬁ n(:24 ﬁaﬁ gf‘fah I o %0 n(og{) (({t4 IN- (G%h%trhg 3& cthiy))-N- methyl ~amino}-

1pﬁ)5 -cycl P](rgpjém ethqxy-quinazoline, 4-[(R)-(1- p)flenyl-
ém&l)mm ﬂqquN) yl{aa-4(ﬁ)& AetB1-Avtmof1 Wxe=-21bitehq -
vbarinalyar Glatromms] 1%; -Heippralipp 4R rilspr#rluorophenylamino]-6- {[4-
N N-Bincdth i araing)-l Laxor Bbtbedw Jaarhale T @) {t&trdhdrofuran-3-yloxy)-
é&lngz %ﬁl%?% f(?oclh'lorﬂﬁ fﬂﬁr C{ﬁ}f}ﬁ?fyﬂﬁ J)% {)fJIJ(N S\ qulzl(éﬁ}lYIZﬂl{B%S H%xo0-2-
bwnmloylﬂﬂwny} Ye(fﬁ)ftgtralﬁdIOfur@nérﬂQXﬁthma@Qmﬁt[b%yhlpmpﬁ‘-p
ﬁﬁ?x%gﬂe Tt 4t o ]6‘ {ﬂg[ﬁ) )é%) —keti@g)cﬁr nf@ic;raarlnﬁgo]drl -oxo-2-buten-1-
ﬁn%? gnewwy q;uw@mg} @:Flﬂalzeoﬁ @mphenyl)ammo% 6-{[4-(N-
LWnﬁbtlﬂyﬁdnﬂﬁdSPl‘ pREDYHurehal K d&] @Wntyloxy—qumazohne,
Hﬁ@gl{]fe)%)g)l %h To%/)%argm r%ﬁ zé ?[qe(ﬁalq b hyi(aymo) fTexo 9boten-1-
3’1]mnﬂ-}f?hHﬁ)‘(tmﬂhyﬂfdfﬂlﬁﬂ(%ﬂbmahvﬂﬂwﬂaﬂhlﬁ FH{@Beyiloro-4ret
IR R iy 71
mnr%y]@tnipﬁhgxy]zm{n(agolme 4 -[( ethynyl phenyl)ammo]V6 7-bis-(2-
ﬁﬁm&? e‘Jthly {u@ azEHTﬁ@,Vri E(émhn% 46ﬂ1:{o¥c31£1{e691')£ﬁﬂb D 3-(odRlin-4-y1)-

Eopy st vaiﬁshcqrﬂw.l%n%ﬁ A R étf?ﬁ)ammoz 6-(4-
hydrek okt i pyeraldpp,Byd]pyrivhidate] SlcRarb-4{@xohord-4ret hoxy

I SAc ,
PP BE RS NP armin: soe-pyenL vlmisg) Taethon-
guinalind, |4F1£{3 chlof¢-3-(8Hlvormbehziylongy-ph&l]amino }-6-(5- {[(2-

ﬁ%ﬂﬁ}ﬂké}ﬁ’ﬂﬂoﬂ etﬁylgalm&g]%ngl%ﬁ‘}h lf@rﬁh Qoyl%'tp%lz))ﬁﬁ)é qufll{fjflnpl'ﬂen%

ul na

Ft@gﬁ@m@a@ uéﬂYR)&mmawxpmmb?hmw)eiﬁawohmw—aﬂammo} 7-
quitra@ I ¥ (BUEHIee Y -1R80 Henyl)amm %[4 -(morpholin-4-yl}-1-oxo-

RE e DA OR B E T

4-[(3-chl oro-4-fl uoro-phenyl)am no] - 6-(tetrahydropyran
-4-yl oxy) - 7- (2- net hoxy-ethoxy)-qui nazol i ne,
4-[(3-chl oro-4-fluoro-phenyl)am no]-6-{trans-4




10

15

20

.25

30

35

25
wi?rg%ﬁd}é{?am no) sul phonyl am no; cycl ohexan- 1-yl of’(é/]}/EP2005/004073
ne y-

i nazol i ne, 4-[(3-
chl or o- 4-fl uor o- phenyl ) am no] - 6-
{trans-4-[ (nmorpholin-4-yl)carbonyl am no] - cycl ohexan-
1-yl oxy}-7-met hoxy- qui nazol i ne, 4-[ (3-ebl oro-4-fluoro-p
henyl ) am no] - 6-{trans- 4-
[ (nor phol i n-4-yl)sul phonyl am no] - cycl ohexan- 1-yl oxy}-7
ﬂﬁ&bbﬁéﬁﬁdﬁﬂilﬁtﬁ@%%‘f[ﬂ Nid-(Bmethoxy-ethyl)-amino]-1- oxo -2-buten-1-

(}l i )% &%ﬁ?@)’dg %X%%’ﬂ&gg‘jo]xgﬁq&hgzto 1%2 y4d[r(§) 3rr]1 Iﬁw}/lyl())ammo] 6-
- (rSgSz-dimeﬁhle—:[n(o?;moiﬂhohnMylﬁ-lI wxoe2-pilitemy Hyl amimg quendzobne, 4-{(3-
O APl s Rl 2 metiohsaprmamlol s Dty
nwﬂfopibjtgumapwmﬂj[@wlﬂ@tp-%ﬂ{lg_m phenyl)amino]-6-[2-(2,2-dimethyl-6-0x0-
Fopp il l‘? egho)és/]) @Qﬁ%f}ah BoRfh- g ﬁ')m%tﬁ’dx%(}ﬁunZZdﬁE h@[((:J, chloro-

%inﬂé%cQ?Z" hominak a1 2e- @@egmlmmwpww ctprpare-US)-
mﬁn)anb amsyy] cﬁma&aﬁﬁ& 407€3-chloro-4-fluoro- phenf Lgamlno] -6-{2-[4-

éhegzg)dcm 05110 Zfl %lgplljp%{‘xgnp P H etl)loxm} n701]net?10)((y qulnazo{lme clilloro 4-

ldprogpheopiydmhindi-6+¢1 -Iﬁtﬁh~bmym3/earb@i}¢mpa}iﬂlﬁ-4yjﬂom)%ﬁreﬂ‘mky

R DEF Gk o i s At g donesan-1-yloxy)-

{rnqthororgHeazoling 4y[l(§-@b!ptmﬁ3ﬂu]0mdp Hgtnireiir{tspns-4-

ﬁaﬁé&%ﬁﬁﬁn}la&ﬁrﬂ%é’;’dcﬂqe@ ﬁ“%ix QJ()!' g@mazohne 4-[(3-chloro-4-
HyPYY lox

ﬁﬂplp(nb%%ﬁ%ﬁ)mﬂ l-a-(t uor Sy pX}gﬁl,uﬁ%zojhne 4-[(3-chloro-4-
ﬂﬁM@Lﬂi&ﬁ?@@nlﬁO}‘5'@1@Yﬁﬂfﬁf1Wdﬂﬂw4 VIBXyNIZRéthoes qumazohne 4-[(3-
é}l%r%) @hl orﬁk?ﬁglf)!amufx)lro?6pﬂeﬂ%ogp%nﬂilg 9f] y1)6081(’0t0¥133[1r]] “pipeni m y?oxy} 7-

oy thosirepimnzdling] 4X(B)chlenvet-Hoorp-diehyixmaboe{4- [ (3- chl oro
H@eﬁﬂo&@ﬁn‘%flﬁﬂ@ﬁﬁ{)ﬁﬂmﬁ gglll%lg 4—%1’0@/} -7- rr)letl}oxg %umazolqu&elz, 4- [{3 -chloro-4-
*éoroml{e(lg)wgﬁ@(wpemdmf@ oxy) 7- methoxy-qumazollne 4-[(3- chloro 4-fluoro-
g}hﬁ‘l 5ot (Q Jcét Iﬂlﬁ@-@ﬂﬁ/ﬁLlﬁP&ﬂﬂﬁ AR}1PE) 1 7dnBhdx Y- gB¥2oline, 4-

i
i f%ﬁt B0- @ﬁ?nyg)@m@q}ﬂﬁ' naffhé{mqmané -Viexyh T sihopyaypinggoline, 4-

HZ-[G
Bsch)orwmldrd-lphcéﬁl)amutlog -6-((S)- tetrahydroﬁu'an 3-yloxy)-7-hydroxy-
et no ul.

G MR B SR A Py ropyrag g-viow) 7-C-
mcﬁbﬂ-&ﬂ:mw)—qmn&zmha&,ah[(&-oﬁlmyl)ﬂubmmhdm&)gnmn]@itmlnsme
F@[ﬂie’%ﬁeﬁm*@#uwx car@g]n P%)hgxan -1- Ylgx%} -7 mffthox)y] qu}nazo%lﬂe 4-[(3-

01@04 ﬂagm—phq:gyl)mn{ng]g -e{ttqqgﬁ91[(morph0hn -4- yI)carbonylammo] -cyclohexan-
)ﬁ%ﬂh@]:i ﬁui(nhﬁilfn@hé/ g(rsom&ranr - fnotb PR y1YariTRS P Harhd-

larﬁ waa @Op}s agn {qwﬁ’male]r -YierRL7-yethex wepgacfing 4-[(G-
e]rl‘lﬁttohﬂfIﬂuan‘dil-lﬂﬁhyk)amilno]?éé(mhydropyran 4-yloxy)-7-(2-acetylamino-ethoxy)-

fhifipind SR AR R Bominal 6 Getrahydropyrapd-Yiop ) L 2-

mthhwwmhpeylmn&qhgﬂy)mmemme} 44{E3retl brpt4-finonaeghenylgamino]-6-{1-
I?E%cliglyll lglzé/a)r i‘ n -4~ Il?TyJor gmetlﬁ)xx cHanazohn 4&(3 chloro 4-

qor[) ammocarbonylmethyl p1pend1n -yloxy)- -met oxy
qdlh@@hh@ w[(arashm@& 4G ok@ PR MNashi @q]sé}si { ﬁﬁxh/ydwﬁaf-zt

sk g LB G BNty o

- met hoxy- qui nazol i ne,
4-[(3-chl oro-4-fluoro-phenyl)am no]-6-{1-[ (norpholin-4
-yl)carbonyl] 20 piperidin-4-yloxy}

7- (2- met hoxy- et hoxy) - qui nazol i ne,
4-[ ( 3- et hynyl - phenyl ) am no] - 6- ( 1-

acetyl - pi peri di n-4-yl oxy) - 7- met hoxy- qui nazol i ne,
4-[(3-ethynyl - phenyl ) am no] - 6- ( 1-

naz
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nethyl pi peri di n-4-yl oxy)-7- nethoxy-quinazoline

%ﬁ} et hynyl - phenyl ) am no] - 6- ;

e gﬂggagphonyl pi peri di n- 4- yt%xy) - 7- met hoxy- quf%%QQWEMWM73
ine, 4-[(3-chloro-4-fluoro-

phenyl ) am no] - 6- ( 1- net hyl - pi peri di n-4-yl oxy) - 7( 2- net ho

Xy- et hoxy) - qui nazoline, 4-[(3 25

chl oro- 4-fl uor o- phenyl ) am no] - 6- (1-i sopropyl oxycar bony

| - pi peridin-4-yl oxy)-7-met hoxy-

QUG- héﬂy@aﬂmlic(}%cfcliﬂ Rl [‘émBJrﬁlh@ﬁQ APARAoh FTIN et -a i} -

4- met hyl
W‘ag%"a IndeRds i%&moﬁg%gﬂﬁ%m -{G-lgreriotiucrpiphendagtiee]-6-(cis-
Ay{N-fmiorptolf-4-¢1)sul phdnht] ¢¥-methyl-amino } -cyclohexan-1-yloxy)-7-methoxy-

rret ho %1 qﬁ f(f,?ycg%qrpnnﬁu%x-[pb lﬁ(r)r]m&yé ttrans r%hemeg/ullglhc}{rlylammo
eydvlmlﬂﬂﬁ Fidoy)) Tamicthok y-giuipiqigre] 4H (3-chlorbebiiyord-phret Hmmyno]-6-(1-
%%H aﬁﬁ?)ﬁ% ﬁig[eian?ltzﬂ}ﬁ%h%%%wéy glfunﬁohne 4- [ 3- dphloro ﬁ uoro
y erw rm];éy lemicthagesniphenyl 4).1]@6(1‘3hn -4- ylox 5)7 -(2-methoxy-ethoxy)-
qtlf%)ifbﬂne ydh)cﬁfmtlnﬂlldré-p{‘lenyl)ammo] 6- [1 (2—methoxy acet%l) p1per1d1n 4-
é;;g% r? m&yﬁeégoxyga{un%gohne «E [(%ecrhllorlo n4-ﬂuoro ph%nyl)ammo] 6-(cis-4-
4ce[tﬂﬁmﬁfml-@rclbhéxiid Uataxypiansthganiiedzofing, U-[(8 ettsmyl-fhedliyNamino]-6-
P RS RenDmipsticin iy 7o R RyaA g A1ty
ph‘fl'UB)ammOdﬁe(ietraﬂlbfdmp@rapMeﬂyk})]a?mwﬁjoxﬁ-qu{nazohne 4-[(3-chloro-4-fluoro-
c ipertdie-1 ] 1-amino}- xan-1-
{fj altl'i‘ﬁJ 56' TED ﬂoﬂ(faﬂ faid 1L ARLARAYE IN-BlRf i afifb ) eyl %
é{

M)a%@qlqtlir@cmw@oam&rm -ghiprrdnilyorshphepyaminedP=(gis{de {F-[(4-
r&i&m%d EdoN) m&m T Ac}czeﬁéﬁéaﬁmg}@ﬁ )Oﬂﬁ(éﬁﬁmy

b'c %gaqﬁprggg%ganfguymg o P Ren o o) -

gbbaabmﬂmﬁlhupcﬁcl@’feamyll)My}OZ methok V-quinazoline, 4-[(3-chloro-4-fluoro-

O DR E D

4urﬁ1hZ@ln© $Haroplore-fiedro-®héryd )amino]-6-{1- [(morphohn -4- yl)carbonyl]
gﬁ%gln%ﬁﬁ&yﬂvp%&hwﬁhc?Wh&%%M r&uh gézahyrﬁﬁdphenyl)ammo] -6-(1-
Y

BRI GeTAyTERP AU Zog Bt (@i unsi ey Darmingd6-(1-

ijﬂeﬂdﬁl@ Rﬁy)#"rﬁétﬁm@bcﬁtﬁlﬁe&oﬂne 4-[(3-ethynyl-phenyl)amino]-6-(1-

ﬁaﬁ %‘fﬁ’?‘ﬂ PR lob T mehgsr gpinazaling iclogr s Qyore
bhe?wl)mirfm@%y(lqneﬁy]zmbemﬁn 4- yloxy) 7(2-methoxy-ethoxy)-quinazoline, 4-{(3-

éhlgfo?’% ?l%ll%r ﬁleﬁyf).lclrﬁﬂqro? 6%‘ %ﬁ gp%)f}ggﬂ)gnjh Cﬂlﬁendﬂ‘rg ) )ﬂr&ﬁ HMnethoxy-
qulﬁ@ﬁdhpbﬂai(ﬁﬁb)@@ﬁcﬂl&ﬂ@*ph%}ﬁ)ﬂﬂl@]ﬂ-@% frondtioplymigorayalobexan-1-

. yl%ﬁy) ’ff-n{c{tﬁ)x‘iftﬂlﬂﬁa‘%oﬂné |4L[?j -Bhloro-4- ﬂuoro n%hengy;l)ammog1 -6-{cis-4- FN -(2-

ﬁlgyl am n%, cls-4-(N-acety

KY-ResIy o }neﬂxy{k@fm@;aspyf@h%nn]ay]@p{y}rg “methoxy- qumaz%lme 4-[(3-
éthit3 ‘[ﬁlﬁhﬁ}&ﬁnﬁor bmpandiﬁarmba)ﬁm mefholy-Guimansling; 2g{3sthanyl-

B o e Ak PP R IR Y1 7 EREIFS quinazoline, 4-[-
ety phsny|pinning]-6-41 sfeénholimsi-ybparbyy1pbipesidink4-yloay}J/-dethoxy-

gﬁﬁ&é&%ﬁl'ﬁtg g?lgo% 'ﬁlgﬁu ghénfj( Dpinols6; 1 eip-2,6-dispethyl-morpholin-4-
yld@ﬂéb%ﬁ&xlanerldlwroﬂ%y}g ntﬁﬁtqu;wqwlmz 6+[(3~reh10r0 X fluoro-
ﬁh&l@rﬁaﬁh{oﬂ’f@{ﬂf@lrﬁ&ﬁﬁ -ROBANIN- 231 eabofyl - biRA&n%s-U kb {-Minethoxy-

G- Rl rporamh DB B S- Grosay 2 e
hoxy- qui nazol i ne, 4-[(3-chl oro-

4-fl uoro- phenyl ) am no] - 6-[ 2- (2, 2-di net hyl - 6- oxo- nor pho
lin-4-yl)-ethoxy]-7-[(S)-

(tetrahydrof uran- 2-yl ) net hoxy] - qui nazol i ne, 4-[ (3-chl or
0- 4-f | uor o- phenyl ) am no] - 6- ( 1-

met hanesul phonyl - pi peri di n-4-yl oxy) - 7- met hoxy- qui nazo
ine, 4-[(3-chloro-4-fluoro-
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phenyl ) am no] - 6- ( 1- cyano- pi peri di n- 4-yl oxy) - 7- met hoxy-

%Lzﬂ%%%ge, cet uxi mab, 20 t raﬁt uzumab, ABX- EGF IQH”%PZOOS/OMO?B

optionally in the Tormof the racenmatwes,
enanti omers or diastereoners thereof, optionally in
the formof the pharmacol ogically acceptable acid
addition salts thereof, the solvates and/or hydrates
t hereof. In such nedi canment conbi nations the
EGFR-inhibitor 2e is preferably selected from 25 anong
biagclo[2.2.1]hept-5-yl)carbonyl]-piperidin-4-yloxy} -7-methoxy-quinazoline, 4-[(3-
bRt BT R 19N 2 i RA B Biony-
yiptadindejloXy ¢ y-ohaipoxypydimebing W-[(i-chlazed-flvero-phenyl)amino]-6-(1-
(356000542 h HOLARRE! G oo
?h?l@a%ﬁlﬁ;ﬁ ) B Y AoOM O o fuoro-phenylaminol-6
1-{2ayshonretpycabondkpingtdimad ploxp k7 4methexy-quinazoline, 4-[(3-chloro-4-
AR B Aedy ) MR PRR eI - FoRM o fy1-dmino)-carbony]]-piperidin-4-yloxy}-7-
B R A uobytaine b pipef-g o)
W@p@n—ggmm}@ehﬁ@:@mrﬁﬁzgmrg@,henyl)ammo]— -[ ¢is-4-(N-methanesulphonyl-
H=rhéthy-dnimbheldbher bty Lyl &) TotheBok -duinaRslime 0d-{ (3-chtardH-fluoro-

0 . . .
%1683‘(8‘-“51-“8Jﬂﬁé[ﬁl-s1‘3'9?]38??%}‘9@}??6‘;?6?‘8%%&?1’8%?}?&’Jﬂ%‘é&'&‘?%"xy'
quidaZoliBe,ch] (B+chlofe-# fliore phémiiginjraiitA@lans4-rfethylamino-cyclohexan-1-
SR TSt azbn ¥ LI CRUROR 4 udrolirenn B b b RN
e faesaiphond-bh-rnatd e eI P by LcEy - -patbepRuizoline, 4-[(-
e
methoxy-gRingzQiing. ﬂféoq -reﬁeﬁwr?mﬁwﬁfaﬁnol-@rﬂ(%‘f:ﬁsﬂ%?%hoﬁn-“-
Wdﬂdhyl];l@-r&&h%-ar?ino}-cyclohexan—l Eyé%xyi-7-methr(;];qr/]-quinazoline, 4-[(3-chloro-

- mor,phol.i n: 4- -1-.0%0- 2- -1-
DGRy b 2y B Preg mpbe o golr b 1S
eaThER005h-20ARA&hox y[-quinazoline, 4-[(3-chloro-4-fluoro-phenyl)amino]-6-(1-
i - 4 f. . 0- | ; - B - |
e e e
phdnyBaroiod 6] acyrnerpipspiarfy Vg frojetlexyrquiacoline, mstpgnrsb,

fr&‘sinh%)&n)ab!\hBX-EGF and Mab ICR-62, optionally in the form of the racemates,
me

SVRBIPERIE stsrscmers ﬁ@f’eg S piionallyis e lm ot B SpraRn R logalty
sdebprable 4cidl ddditiophelnythieof, el sobrafds4ndAr Nydiatee theydoim no)

-1- 0x0-2-buten-1-ylJam no) -7 5

cycl opent yl oxy- qui nazol i ne,

I uRneflicapicengdmbendtiphy drei E@R-Sehibitor 2 ifpisfesalilp seteqterbftom
TR e s or Slbomrpeimingy . (i Caypholy gL e Pl
Eiaraing }dutvelepsrnyhacthaxy-qumazoline, ~[(3-chloro-4-ﬂuoropheny15)amino]-6-{[4-
RORDSbth§lathd RIToRED -Hrtdnl Ayl Anind} meéesptoBiethbx My SinBxdline, 4-[(3-
c mqqgtghi}%ﬂggﬁgré/ ) gﬂéﬁﬁpﬁék[%m%ﬁggmiw&l-oxo-2-buten-1-yl]amino}-?-
éyctﬂtg]p%p}(lﬂnfﬁbi&mkirﬁw%iel) SR -pﬁeléy{l‘éﬂi}ﬂ\)a(rﬁm]-@{[4-(H|10rph01in-4-y1)-

- € - - - 1-. .- -
LRt A ahdlet R A RSy I lors W dhoro-
phdnyRminb] ShEAY (R )eb-methyhRiaxetmerpholin-pHyl -1 oxedriyen pytlamino}-7-
gyrﬁf?%i@yﬁ%@gg{qmagﬂﬂei 4-{(3-chloro-d-fluoro-phenyl)amino] 6-([4-(R)-6-

C yl'tam no) - /- cycl opro Imetgoy
weihvkZerpereomphplind sy bpge-4-butsngbyBamisy rﬁb(.%%sﬂrahy royf{lran-?’-
&@:&@N{;’ka&:m[@ﬁm&bﬁﬂmﬁe SN -5 {] 4-80R)20m}thox ymethyl-6-

- 7- - tetrahydrof uran-3-yl oxy) - quinazoljn : .
G P T o DR T s SBe PR Pp kP oxy-quinazoline, 4-
di net hyl am no) - 1- oxo- 2- buten-1-yl] amno }
-7-((S)-tetrahydrofuran-3-yl oxy) - qui nazol i ne, 15

4-[(3-chl oro-4-fluorophenyl)am no]-6-({4-[ N (2-nethoxy

-et hyl) - N net hyl - am no] - 1- oxo-

2-buten-1-yl }am no)-7-cycl opent yl oxy- qui nazol i ne,

4-[ (3-chl oro-4-fl uorophenyl)am noj -
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6-{[4- (N-cycl opropyl - N-met hyl - ani no) - 1- oxo- 2- buten-1 -y
7-cycl opent yl oxy- qujnazol i ne,
5{}(?{6‘@9@%54&0 4-f | uor ophenyl )an%zno] 6-{[4- (N, N-di %W%PZPOS’IOMOB

am no) - 1- oxo- 2-

buten-1-yl]Jam no}-7-[(R)-(tetrahydrofuran-2-yl)nethoxy

] - qui nazoline, 4-[(3-chloro-4 20

f 1 uorophenyl ) am no] - 6-{[ 4- (N, N-di net hyl am no) - 1- oxo- 2-

buten-1-yl]am no}-7-[(S)-

S@aihg@h?ﬁﬂmfrfﬂphenﬁ)alyﬂiﬁﬂ?ﬁ-[m((g}-gqgétﬁﬂlzsbkdlﬁmrpho1in~4-y1)-ethoxy]-?-
- - et hynyl - am - - bi,.s- ( 2-

sty SRRt B S 4 Aborbfera B - 4 INGraphrgothyD-N-

kettryil faniino] - I-Gx(-PabupeEnel- 1) aring))J7-cyclopropylmethoxy-quinazoline, 4-[(3-
yﬁ%ﬁh %Jogﬁmkﬁjﬁhﬁ%@cqa){lgl ansy f\I)-(ﬁ@{' [hgr anﬂHJ))nf%% Huten-1 -yl]amino}-7-

cmynazovmle pHGPdf(cb{piiesyleﬁﬂm})amwirﬁwé 43NN amo(2Zmethoxy-
[eﬁ@l)%ln%)ol' 6}{@5 -buten-1- yl]i;umno’tI -7- C)gzlorpé'owh[nethoxy qulnazohne 24 [(R)-(1-

uoro heny ) am no|

B ) 9 &)plpgwﬂ-ﬁd)m [171 (gtrﬁgiagxy-@fhyla@ﬂ pqlglgg -amino]- 1 oxo 2 buten 1-
&I 3mitt) T Syctbpichyih b Ry-geingolias yd-F (R NyphdMet®))amino]-6-({4-[N-(2-
msf}f?éx f)ﬁlﬁaﬂsfhylé?ﬂ&vpﬁmxa&waﬁhmlam}l%)ﬁ?-ﬁygmramlwgﬁww-
quinazplind,-4-[(R) [ -phahdriyl)amito} 6 @i [DNojtettehydropyran-4-yl)-N-methyl-
[uénlifr{o I?)-ox% f?{u!%gl ﬁ%@ﬁﬁ:ﬁ:rc&@l%éfogpfﬂnéﬁllaxqulﬁﬁ(ﬁoﬁn@ Yt (B4 cHloro-4-
ﬂuwoah@tyll)em@md 6 { [4 PN 9uhy1amlm)}L exq-Phutanol-plhaning} 4=((R)-
Wqﬁﬁ)aidliﬁle ﬂ@[@ﬂoro -4- ﬂuorophenyl)ammo] -6-{[4-(N,N-
gere%tl@Elngng 04(0 2 uten -y iammo} S%EQ) -te lrje{h?f ) ran ~yloxy)-quinazoline,

| ﬁl[(mem@ﬂ@%ﬁhmpha@])aﬁnﬂo{]z& {{H[N-2-methdx yrethRDXY-nedtinl laprifio]-1-oxo-

TR T B s s syinagobne ey iipRappaminol-

é; {[W{QelepmNyN-rpﬁhmlﬁmmn‘) -hajxo-buten-1-yl]amino }-7-cyclopentyloxy-
ﬁt[uﬁﬁogfmé gl [(?&ﬂ?bﬁ‘o tglﬂﬁé(r%pﬂ%fypgxg‘llﬂdj 6* {[M'(N N (ﬂlﬁ&h?l'agﬁ'ﬁcﬁnl' -0X0-2-

bmﬂer@nl I 7 A et 2@1@@1@@}%%1@; 4-§3esbipro-4-
Héﬂyi)@mﬁf 161 [at(ﬁwmlxm&hiﬁrﬂ?ﬁﬁ QY- Sibunazel) aﬁﬁmob -7-[(S)-

Ak TR e T R R e
nlethohelethvx$)-yhihazline 4y [(3-Chlof &1~ flfoes phatyllmaing]- 243 -Zmptpholin-4-y1)-

PP BN ARS Rrhnains s S o rhgmsaring o
hydroxty-phdnybt Fibpyiro®{],8-€ipyrimidine, 3-cyano-4-[(3-chloro-4-
ﬁﬁ&%?ﬁéﬁégﬁﬁfr %nf 3 (N' I‘)J'?rhgkﬂ?%h[u%ﬂ' 10642 nifenr- grl%?lnﬁqg,l» Alethoxy-

Guisohas. Ak bABoR A PP bb ey oay hpteny lgminoh(fy (2t ho
ﬁ))ét?ﬁﬁéd%ﬂi}@hyﬂikﬁhy}}fhﬁlﬁgjnfdﬂhﬂ} Bardn-2-ylquinazoline, 4-[(R)-(1-phenyl-

by R BN A Bl ERF i hyroro b i AoA: P ey agino) T

methipmy-rqamatolme 4-[(3-chloro-4-fluorophenyl)amino]-6- { [4-(morpholin-4-yl)-1-oxo-

bl 00 T MRERRERHLD- B - 8RR 3 BB
éu"""@mwa‘@m‘ﬂé dRNQN-bif-(23methbuy-cthglamioe bl -ohedyiufen -

%nﬁgjr?etgbh §a dr%er%]rar%Z l)methozgga umaz}c/)rme ;l)l[(fi etrlrlgnﬁl ]g(henyl)ammo] -6-

[ﬁ’é@oﬁ dimeth yjf rc(xg) WAIPhPRE-4-y1)-1-0x0-2-buiten-1-ylJamino} - qumazoﬂne 4-[(3-
éﬁlm&ﬂﬂ&%rpﬂeh?l%ﬂﬁﬂér {Qi(gtzr@mm@p@%&aan&pwmw WhZeth@ty]-7

PR RRA e o R Bb o Panipr b2 g e ono-

nmet hoxy- qui nazol i ne, 4-[(3-

chl or o- 4-f 1l uor o- phenyl ) am no] - 6- {1 -[ (nor phol i n-4-yl)ca
rbonyl ] - pi peridi n-4-yl oxy}-7- nethoxy-qui nazoline,

4-[ (3-chl oro-4-fl uoro-phenyl)am no] -6-{1-

[ (et hoxynet hyl ) car bonyl ] - pi peri di n-4-yl oxy} - 7- met hoxy
- qui nazoline, 4-[(3-chloro-4-
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f 1 uor o- phenyl ) am no] - 6- (pi peri di n-3-yl oxy) - 7- met hoxy- q
4-1(3-chloro-4-flugro 15
Shﬂ%ﬁﬁyﬁggno] 6-[ 1- (2- acetyl ani"no- et hyl ) - p|per|dﬁﬁﬂﬁ?$Bmwm73

| oxy] - 7- met hoxy- qui nazol i ne, 4-
[ (3-chl oro-4-fluoro-phenyl)am no]-6-(tetrahydropyran-4
-yl oxy) - 7- et hoxy- qui nazol i ne, 4-
[ (3-chl oro-4-fluoro-phenyl)am no]-6-((S)-tetrahydropyr
an- 3-yl oxy) - 7- hydr oxy- qU|nazoI|ne
}T’ﬁ;ﬁm _ay-ethbx {]- 70 % t (ﬂr))ﬂgﬁﬂl@-]y‘l)ﬁteﬂ%o&?] -ghiviekiodinyr A f(3-chloro-
0oX e ui nazol. i
OO S
[t@tﬂahydtdfyﬂaa{%—yiﬁrhsﬂﬁnﬁ@yﬁa&ﬁmh [@dﬂoﬂme%ﬂneﬂo—ghenxly:}miﬁo] -6-{2-[4-
f) ' iﬂ%@ ﬁ)%i‘id/-llg) sﬁﬁ et}Toxg} -7-methoxy-quinazoline, 4-[(3-chloro-4-

pue@rmwnylpaqﬁngébﬁ@u(m yosasibmybripersis-dyd v athony-

iul)ﬂhﬂfflﬁk 4%(@'%“69?% - %58{ ] orloﬁ (tran 4 -amino-cyclohexan-1-yloxy)-

uor o- trans-4-
7(% PrroAuirazaling pol(t-shle prfy ﬂﬁorfbyh@yemaw&érmnwfinxy} 7
miFahese)pharIaRaw- tyttohedard-{ 3loxy)-7 methoxy quinazoline, 4- [(3 chloro 4-

gelyr%r %fﬁyl%égrfgﬂjﬁgﬁ/}g%am no%-éfgmé(ﬁﬁ E%{ dyL(glP }ierlz%%ne (9 chloro-4-
ﬂu@r(oa}lehjflammné]-ﬁ-l(lmteda;rh#pqmﬁd)raﬂqymy)-ﬁi-méthd)x;am;mazmhye ar[(3-
cl‘ﬂ? L: ﬁ)ﬂ?} Q/f)ammol)é {tlh[(gmmjphoh Zl)gfirbonyl] -piperidin-4-yloxy}-7-

anesu

m{lw(osyamr@z@m, ﬁ[@ofrléorprf’eﬂympazhﬁmd}anano]fé 11-

(ﬁfé’t}fb?(&fn@ihﬁ}t)carbonyl] p1per1d1n 4 yloxy} 7 methoxy quinazoline, 4~ [(3 -chloro-4-
ar bony | per i y}-7-met hoxy- qu

uor@ qheRy Lampigels ﬁplpFIp Bﬁgﬂp}&}@ﬁ&,{ryg}w{ﬁ g}unagol(qe hT@Z&mro 4-fluoro-
Pmﬂyn@@ﬁfoq"@qy Loeichiyl aniihL ity fipedidm-aXoxy]-7rmEthexy-quinazoline, 4-

én‘?)r%ﬁrfﬂwoso By sminglrsiierahydionsiantd- yiory: Trethexy-apingpoline, 4-

Hﬂwhlw@—ylrfhmrdrpﬁﬁlyl)ammo]-ti ((S)-tetrahydrofuran-3-yloxy)-7-hydroxy-

l!ll)‘l%ﬁlggw b cMo%"tllZle{ g%ﬂﬁ@aﬁﬂrﬁj %h&épaﬁ]iy&m}s&%y& yl%x??’? (2-

OX ul’na
mﬂf %ﬁgﬁ gm)sﬂbynmhmcﬂ £(8- ctilﬂr@%ﬂuoro phenyl)ammO] -6- {trans-4-
B&nﬁétﬁg%ﬁh@béu h‘dmyl' 1T RYY -7 38Ry quinazoline, 4-[(3-

g}&glliq- ﬁgr%ﬁﬁ'@ﬁyﬁz)rgwig{ftr@ni %i(bmorg 0 1Zn04|1rI arbm[l}glammol] cygiohexan
{J}deﬁﬂ}lﬁl‘-mhthbkﬁ-qémﬁdolﬁwl PGrHidro M- fimdrbypheidyl)antiho ¢-¢ traves-
X

Rk PR R Rl PaR By Trvehesnslioe +1C-
Qillpltmeﬁi"rﬁbmpi'@nﬁ)zﬁmno] -6- (tetrahydropyran 4- yloxy) 7-(2-acetylamino-ethoxy)-

E;z%ﬁ‘iﬁﬁﬁp (gr cﬁio??—&%i}%r ﬁ:{; an -4-yloxy)-7-(2-

qsohrbngy aupinoesth chloro 4 ﬂuoro phenyl)amino]-6-{1-

[@ip'aﬁﬂhﬁsiuﬂzlgofrﬁﬂﬁbﬂyl %b Fl@itijdgf;ii-ﬂnyléxy/}'—%]\é)ho?(y Ryl 4Tz Bhlbro-4-
H%Of@nph%éﬁ sl f WOC&%BBFIW%’I m?rla /3y TiRethesy
qeihinoliyg,-4-[(BichrzeUdifhero-phenyl)amino]-6-(cis-4- {N-[(tetrahydropyran-4-
gl[l')‘ga%% mghﬁ metg%lfaltn%%)? ?cr@@ﬁaﬂ Ef Q;%]) 76 mL:thoxy quinazoline, 4-{(3-chloro-

§iflmeyd PIWHWDWMAyme% Iﬁki»{ia)wmholmaéo»u)carépnyu ~N-methyl-amino}-
éycllcgl% ﬁﬂ&gﬁl‘?fhﬁtﬂf)ﬁ’y eﬂﬂﬁ%ﬁl%@rﬂ Q@JChﬁJﬁ(g al 1%040 %henyl)ammo] -6-(cis-

acetEv§ cl ohexan azol
Hw g]eﬂaf -amino}- cyclohexan 1 -yloxy)-7-methoxy-

dméztoﬁhé S qtisucmo@wqafob@ Mér)yi)@inﬁlﬁﬂ%dﬂtﬂ’anéﬂétmw&ul}?hd@tdﬁﬁno
ul na ol n
%éﬁv e AP Gyl Muprarbrrsdpigol-6-(-

|nazoI|ne 4 [ (3-chl oro-4-fl uoro-

phenyl ) am no] - 6- (ci s- 4-

{N-[ (pi peridin-1-yl)carbonyl]-Nnethyl-am no}-cycl ohex
an-1- yl oxy)-7-nmet hoxy-qui nazol i ne,

4-[(3-chl oro-4-fluoro-phenyl)am no]-6-(cis-4-{N-[(4 10
met hyl - pi perazi n-1-yl ) carbonyl ] - N-net hyl - am no} - cycl oh
exan-| -yl oxy) - 7- met hoxy-
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qui nazol i ne,
I%%é é@yﬁ%t@r 0- 4-f | uor o- phenyl) am’ noj] -6-{cis-4-[( HP&QEP%OSIOMOB

yl) car bonyl am no] - cycl ohexan- 1-yl oxy} - 7- met hoxy- qui naz
oline, 4-[(3-chloro-4-fluoro- phenyl)am no]-6- {
1-[2-(2-oxopyrrolidin-1-yl)ethyl]-piperidin-4-yl oxy}

- 7- met hoxy- qui nazol i ne,

4-[(3-chl oro-4-fluoro-phenyl)am no]-6- {
ine[tl(aiies“uﬂﬂ]@hylnpﬁerydhhmaﬂbﬁﬂw -bthdRy-quinazoline, 4-[(3- chloro 4-fluoro-

%h'%)n(yg)l o Ml %%S}@ﬁp{lﬁfprlﬁex ine r}o)%% 7%Imn§ﬁoxy thbxy)
qumagdlmp; ﬁbE(Bw&ﬂmem—ﬂnhmmphe@l)mtﬂnq)@[lq(jn mathok y-aestyl)-piperidin-4-
ﬁeo[x 57 ?}2 Iﬂye@%x pn qgl.Ha?&]}i 64 ﬁé chlorg-4- ﬂuorolphe eyl)ammo] -6-(cis-4-

4ce[tflgmmo:-gmffiﬂ }Igme oxaim/’ rmodthexy¢- q_umazoﬂgtla rt]la[z(?? ethynyl phenyl)amino]-6-
@tt@ﬁ%ﬁﬂb%%myﬂ Z}ﬁ?‘éricﬁiﬁ - y‘fo%]] DA thbz PELRDNME Y- [13%Rlynyl-
Bﬂ%ﬁ@ﬁl}wﬁ'ﬁod? t@he@iomaﬁgﬂ ylsme? methexrapingxghney ¢4 Grelerg-4-fluoro-
pher@l)hﬁi?b])al rsqlgisga{mprg@ eridin{1(y3) £bon yI]-N-methy lammoc} c;ycgohexan 1-
u i

FSTLE, meal?%mw%@g ARG @gvﬁ%mﬁ‘% G N -
meﬂryﬁ-pqiataamawl)f:dtrbfmyl} Dlaathly)- atmm@}oy&oh@iaa Aylory RY-nsethoxy-
Qﬁ‘f%%&*‘%@tf%& Off?ﬁof?%"% i w‘?ﬁﬁ SHOTIRLER &N&

ro74 fluoro-

@aﬁwlmeﬂyq: Menen-hyilo wEthoy-uinexaline14-4(3

; h éﬁ‘m‘ﬁb 6[19252 (2080 GBﬁCﬁn 1- yl)ethyl]-plpe idin- 45 ylox% -methoxy-
awp%zcéla?,l @5] ho[r?-gnfg{qq Fﬂ )gnImcIo né {1- E/(morphohn 4-yl carbgnyl]
pipeﬁ&‘lh)zlaﬁbmp}'l ?-QQ{Iﬂetﬁ&ynﬁhmb)équﬂﬁﬁélﬂie) 4 SPﬁhyT@ll-@hén)AUaﬁﬁno] 6-(1-

de eI st Ry atmalpe -0 eﬁw&ﬂ?ﬂ% D3y -0

mgthyepiperigin-4uionsr dHnetlgxy-quinazoline, 4-[(3-ethynyl-phenyl)amino]-6-(1-

ﬁe{}%ﬁesﬁmﬁﬁgﬁ C}ﬂﬁéﬁﬁﬁ Q%B}t&é ”ﬂ{n)aﬁﬂ]ﬁ alungzoh{ne 4-[(3-chloro-4-fluoro-

pheny arbms&rﬁ](l pngbylrmmchnﬁﬂdwy)}) -TR2-methryyetepryrazseraline, 4-[(3-
Gl bro34- ﬂhbl@flﬂreﬂylﬁérﬂﬁbp- Rll"-qwf)lraﬁmx@ b@nyl-{plpendm 4-yloxy)-7-methoxy-

QIBL%@P%T n[(i Cﬁgﬁggy?ﬂ Rg%'wb;fﬁ 03-@ cis-4-methylamino-cyclohexan-1-

ok yaz-alettvay4ruiadokind, ar{(5-éhlbiospflaomhsRi) ) @NinoPh- Bisf A PN-(2-

BT oo Rl Fawinal vy Vg o gringng (G-

eﬂmﬂ@hyn)q)mnm]e@ (mperldd,n-ﬂ()aexy) -7-methoxy-quinazoline, 4-[(3-ethynyl-

f{lﬁa‘ ?R@nﬂioi]%l{@ I\(I-Q é}?&ﬁ%&&%?iﬂ@%}e@dlnﬁ 03510159{,] 7-m(¥e l]oxy -quinazoline, 4-[(3-
ghwfhpapwlﬁnyn@x@}u HmRephRIiRy -y arbomill-piperidin-d-yloxy) -T-methoxy-
1ha(z%ilﬁal4qr(31cﬂ}o% um&wﬁz&%ﬁm orel 165(61%2 6 dimethyl-morpholin-4-

(‘[ﬂ%lsongh]ppg]{)%q ﬁTAfyﬁé}Yg% ﬁ‘sﬂr{?tgﬂ}%%qh e 4 éochloro 4-flyoro-

$Henfy)@minel- Bo{xy[e:zmdﬂ)}ctampwin}wl)mbwlpp@euﬂmw}/}oiymtmethoxy-
L DO LR o ndf PR Bl i YO 20020197743 4

bicyade[d %@Hémi’rS)-ﬂMaanﬂYH l{lneritflmfimé@?m} X’&*Wﬁwv-%lmaﬂd)na; ar(3-
aﬁe[%(éld ﬂQd»rBf‘p’h'eerl Qx{xggﬁ éﬁﬁl bei}%% 1' ?T(Qc?{bonyl]

Cl'S
]@g@ﬂicbﬁ-érwpxy} -7~ methoxy qumazo ne 4. [(3 chlor ~fluoro-phenyl)amino]-6-(1-

liﬁ‘éﬂm@mwwﬂﬂﬁb%ﬁﬁﬁmhzdin@><4LI(3Ych[&bmauorawhe@gwmmo] 6-
th%ﬂ‘jtgéﬁ)’ﬁ@?’bgafﬁgﬁl)é Hl-p(aﬂé)‘&c“e}’lﬁcl’w RS- Gingrs)ingyAs| (3-chloro-4-

hexan- | -yl oxy] - 7- met hoxy 5 qui nazol i ne,

4-[ (3-chl oro-4-fl uoro-phenyl)am no]-6-(trans-4- nethyla
m no- cycl ohexan- 1- yl oxy) - 7- met hoxy- qui nazol i ne,

4-[ (3-chl oro-4-fl uoro-phenyl)am no]-6-[trans-4-(N

nmet hanesul phonyl - N- met hyl - am no) - cycl ohexan- 1-yl oxy] -7
- met hoxy- qui nazol i ne, 4-[(3-
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chl oro- 4- fluoro phenyl ) am no] - 6- (trans- 4-di et hyl am no

-yl oxy) - 7- met haxy- qui nazol i ne,
X&?/%g ng?<oro 4-f 1 uor o- phenyl )a?ns'xno] 6-(trans-4- {WT[/]%P%%OS”OMOB

rpholin-4 10

yl) carbonyl ] - N-net hyl - am no} - cycl ohexan- 1-yl oxy) - 7- et
hoxy- qui nazol i ne, 4-[(3-chloro-

4-fl uoro- phenyl )am no] - 6-[ 2- (2, 2-di net hyl - 6- oxo- nor pho
lin-4-yl)-ethoxy]-7-[(S)-

ﬂumtoﬂﬂi&;zylbajﬁlub]aﬁ-{z -3 )nfe&tdag:pmbquamm)zédrbmﬂ -piperidin-4-yloxy}-7-

Htto i BlRAit, P R R GMR S ammhER feieg- Gomshangruiphonyt-

Nﬂmethélbﬁl(lﬁlofb-h}’dobm-ﬂl-yloxyj 7-methoxy-quinazoline, 4-[(3-chloro-4-fluoro-

6
gﬁ?ﬁlg gsn% ¥ g‘&%ﬁt}?ﬁﬂ'r@&ﬁ%&ﬂin@ g%d(})t%%ik(ﬁ 1- y]ﬁgf] bioﬁﬁé!thoxy
awnﬁwémﬁ,a?cﬁﬁra%so 4eﬂm91pbwﬁﬂbnm0]eﬁ ﬁ@meﬁero%ﬁgmmo cyclohexan 1-
S/!&Q?}W-fmeﬂﬂﬁ:t)ﬂmzb}{né A-[(3-BRlofREefo d]Sﬁ'é% I)amlno -6- [trans -4-(N-

P BeBae o Srnlasha ey %ﬁéﬂgaafa@éﬁ#ﬁ&%&y quinazoline, 4-[(3-
Balbio-4-flard- mepquilﬁrnapﬁs(traﬁﬁ@dﬁﬁﬁﬁgsﬂmmobwcwhexa&m YERE)-7-
el b QR £ R ot Br Sy SRR bl B B ¥ ppghotin-4-

Ek)mlpqre/il]nl“g ethyizamino } -cyclohexan-1-yloxy)-7-methoxy-quinazoline, 4-[(3-chloro-

@?ygf@plge ?Qa&ag.ﬁ@ %qﬁﬁqzba:f[h@ﬁlyl B-duoBnbPRERNA 1 atftoh 17 [(S)-
rerlbstporyliqvanagelinge 4-[(3-chloro-4-fluoro-phenyl)amino]-6-(1-
ﬂmﬂl@lﬁésu(phoﬁil%{iéncﬁﬁﬂ)’)}léﬂﬁmﬁhﬂl@xﬁhﬂmﬁmfnﬁ haf i3 etdory |4} fluoro-

DRy e el g RO VigeylT pretheesasinaling, g getuximab,

pitemylly antho édmbef the racemates, enantiomers or diastereomers thereof, optionally in

h% f&&'ﬁlf fe ﬁﬁ&{]}/ loc}l%%-%xﬁy Q&eﬁtaglle adid adXhtPon sal t%ereop WeSivates

{ll(dﬁ)rl’(yﬂ@msath@réofaf ur an- 3-yl ) oxy] - qui nazol i ne,
4-[(3-chl oro-4-fluoro-phenyl)am no] - 6-[ 2-
(S)-.6-nethyl -2-oxo-nmor phaol i n-4-yl)-ethoxy]-7-nmet hoxy-

é‘l‘ﬁlﬁ‘aé%l’ pﬁ:gerabiy{ the E€HiRginbibitors 2a used within the scope of the medicament
édmtﬁhawﬁe Aydotrdifil; Bt Gnvtehfioh Are(sdrebRl MoxYthe tehdtip) cobkpRing-[(3-

g}}l?rgnef ﬂl}?rogﬁwpp@mog&'{ ﬁépwggaphalﬁ y]l&goq)gon?ebuten 1-ylJamino}-7-

dyc] dpR)pylrhethbeynygiinetdiink ) 4R 4] -pherfy]4tHyNamino]-6- {[4-(morpholin-4-y1)-
(L gama{ PR Af: w!égcng RSN G A0 R J 0K St DUl

nhepy ammlobﬁo{-[ﬂl(ﬁ‘ﬁ)tﬁjm Ayixpanombylitsd(yi)4l-pro-Lsbuten-1-yllamino}-7-
Hgf-h&l‘% boRfan- ‘3'-\571?63&2-)(1{11@&61{1119 ]3 @S0 2= M8 Bhda)andino]-6-[2-

|
&5 %@%@ﬂlz%%é%ﬁ@@hﬁﬁhﬂ?ﬁ%gﬁiﬁmeﬂmﬁwwIwe@l friEt-ehlpro-4-
Audrophendh airod-6- ({4 [N-(2-methoxy- ethﬁ) -N-methyl-amino]-1-oxo0-2-buten-1-

y[?ﬁ) lupl?erxlly e%ybamxno?éy({dk[l\l
{p¢tehydjoapian af-y1g-Nemsityl-a@inmd{1haxoy2-btitenxly )l sminoxZel i ne,

%ﬁ;icﬁ)@ ﬂeﬁgﬁﬁbﬁ%)@[@ &ﬂoo[r(g 4> éﬁ p;g/hen}[r?admno] -6-({4-[N-(2-

et 9&Yréoxk/f @nunw;l Q@d&teﬁelz )-7-cyclopentyloxy-
dzgﬁ’ﬁ@QE’[/ @-@ﬂl@?@4 ffotpheIRR%he] & dlmeth lammo) 1-0x0-2-
dox ll\léfﬁ-a tj(gt((]R%rHet o%yd%of?lran 2- yB:?:tg}Efﬂ; qulnazohne 4 [(3 ethynyl—

lﬂrehﬂ?amglﬂ-ﬁﬁ%y{}ﬁfmyéﬂwiﬂ ~gin§doAing (R RG-(1ph b -cBrydPimino]-6-
GRS fitstaas- @}1%%199 SR RRoRf 3. ch

| oro-4-fl uorophenyl ) am no] - 6-
[ 4- (nor pholin-4-yl)-1-o0xo0-2- buten 1-yl]Jam no}-7-[(tetr

-ahydr of uran- 2-yl ) met hoxy] 5 qui nazol i ne,

4-1 (3- et hynyl - phenyl ) am no] - 6-{[ 4- (5, 5- di net hyl - 2- oxo-
nor phol i n-4-yl)-1-
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l}]h‘[@ﬁ%& 0X0 yrr I|d| n]ni’lo\{‘l e7tm¥tlh

0X0- 2- but en-1 -yl ] am no} - qui nazol i ne,

%V(UO%S/EB% A1 0-4-fluoro-phenyl) L{yno] 6-{2- [ 4-

(
oxo- mor phol i n-4-yl)-piperidin-1"-yl]-ethoxy}-7-
qui nazol i ne, 4-[(3-chl oro-4-
fl uor o- phenyl ) am no] - 6- (trans- 4- am no-cycl ohexan- 1-yl o
Xy) - 7- met hoxy- qui nazol i ne, 4-

[ (3-chl oro-4-fl uoro-phenyl)am no]-6-(trans-4-net hanesu
| phonyl am no- cycl ohexan-1 10
ﬂhmphenﬁl)amiﬂm@%y{-[Q{N@@lﬁlheﬂhﬁlaﬁmﬁc()a -Gtd-bated-1EV1jemiite pliethoxy-

Hasde FHREI AR RES @ Srey-2rore mpehsliney)- -
() 0] )detmnol]-yﬁax{imoWnnctphw qm—n&zolme 4-[(3-chloro-4-fluorophenyl)amino]-6-
iﬂﬁ@g&gﬁfﬁﬂ yﬁ'lp?)[d Q'bﬂfeﬂ MR {7 TR A SR 2Z i Boxy)-
ﬁlﬁ@ﬁ@qlqn&rﬂ E{éjeﬂamwplpf@wl)ammﬁy{[éﬂ)ﬁ -dimabyhdeyo-gitrpalsr4-yl)-1-
bﬁﬁ?l b‘ﬂlte[n(}?l?f 1GithiRb Ptk 104 @hﬁﬂéfﬂo)@ﬂh&@]phgnjl)ammo} -6-{2-[4-(2-
ﬁ’f(hg’? (‘h b-4 aﬁB gg)eg&ﬂlyll )yl]pét}?o%(ryl}qfl Qlet?lo;c/y qumazohne 4| (3- c¥1loro 4-

R aSrogitcaylirndinb - WﬁISF’hﬁﬁiﬂo)@Mdhe}larﬁ} iRt -2yl xyyduaiazaline, 4-
(? 39%@@ Orfbueotﬁg ?) u' na ré/ ﬁ]-ﬁrm?th%nesulphonylammo cyclohexan-1-
Ybﬁah%wli((xmup‘[wbhm 4-[(3- y:ldarob@-ﬂ}abmnplrmjfl-)ammo] -6-(tetrahydropyran-3-
§1§saﬁ>uor ;i ﬁeqr\ghﬁ%ﬁne? 211B4. a%% - 814,027 eh PSarfAinb (8- G T:R6Pholin-4-

]onmer@w»&@mﬁo%me}hoewmnaa@lmmﬁ(mwmﬂ -Faen9o x
i{h I)Ehﬁﬁfé) J6 ipefdin( ByRRb T Sndhoxdyl {EkLoRRNE BY(3-8MbARS-fluoro-

ﬁﬁ‘ﬂ%ﬂo Ty (grapetylagringrethyRemingridin-4akexyd 7ymetbexy-quinazoline, 4-

9&htdﬁ@-)4dhloie phmﬂ))am?rtd]?e:i @étmhydtﬂppﬁﬁei -{loey)-7-ethoxy-quinazoline, 4-
Gretee g Al mpe BB 2 APt e sDorespypming:

eyedohex et yvhoxol f7ﬁmeth4xf-g31ngmlmeo4 [(3-chloro- 4—ﬂuor0-phenyl)am1no] -6-{1-

ki@ r-phsyol Bl %X@tﬁﬁﬁlﬁﬁgwﬁmllﬁ B8 (3-Hibro-4-
Gugrp abentisnoal o Hewyphoinr )csbqnst] N methyl-amino}-

2- (i:]f /EP2005/004073

lc(@‘re]ﬂﬁ{ W%&hbxf%ﬂﬁﬁiﬁh@ 44f(3 chioro 4-fluoro-phenyl)amino]-6-
oxY, e

ram-g eé]g nY-5¥4 {:%%xa%—lf ﬁoxyg '} met’hoxy quinazoline, 4-[(3-chloro-
4-‘11@01'@151!@5@%%]‘641 yhahatiesulphmiyhpitieridint Hgloal)-Me2-methoxy-ethoxy)-

%{z?)hﬁg £ (9 cﬁl’o&é Hq{ g}}? gﬁ%%ﬂ%-%@g(;gl-lﬁéth,lgréygéc}etyl)-piperidin—4-
yl@yr:]k ﬂwxy;eﬂmy) quinagedine,dyf(3-ethynyl-phenyl)amino]-6-
@e& H@p&ﬁﬁ 44y1l}>§§%r¢ RlefoRy 420t s, RIENYIRM-BRbrPrHeR Samino]-6-

Gyt Nbf&wwrééwﬂoqllcegb@maﬂ@%mmdmwycmw@wwlwaﬁargethoxy

@lihdRlind4-{(ScBlok Ghubrd-phiaryy mf-w @drpKolin-4-
Iql,rlll(relartzlo ine, 44[(¥|c%i((}% 4-fluoro-

lﬂie[ﬂé’ﬁalﬁhhi'-ﬁyﬂl [ﬁlf(éfwilowmlnhﬂl*l 6ylethydlepipytidipidpp ok ghi-rodethoxy-
@.ﬁ( ?m [E? )éﬁ'xgﬁgl%l"%?glﬁérhﬂ?] 8 ({ fc%lt ]i;]lwmdm -4- e¥10)éﬂr) -7- E‘netlfoxy

@Hyyzolin (1-methyl- p1per1d1n -4-yloxy)- 7-methoxy
Guihdz31i88 hﬂ[‘ﬁﬂeﬂﬂﬁﬂ%&lﬁox @ ({ IndiRinRanssodyRBRRYEPA-§Rxy)-7-

I
‘?‘(’éy 8H1¥18¥<§ n&ﬁ? 1@ %rgﬁe%ﬁé n Z%éa'agsnc(] 1-Hemsihyl-pinsggin-4-
jﬂbﬂy)‘ﬂ(tha}(W&h&y)ElhhﬁXMnﬁ W@éthﬁt#l@ﬁé@l)aﬁﬂno] 6-{1-[(morpholin-

) %E%ﬁﬂﬁ%%ﬁﬁ*%%‘é#@“’é A R R R R

(3-chloro-4-fluoro WO 2005/ 102349 47

PCT/EP2005/004073 phenyl ) am no] - 6-{

1-[ (N- et hyl - N- 2- met hoxyet hyl - am no) car bonyl ] - pi peri di
n- 4-yl oxy}-7- methoxy-qui nazoli ne,

4-[ (3-chl oro-4-fl uoro-phenyl)am no]-6-(1-ethyl-piperid
i n-4-yl oxy) -
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' am A no? 7[ ﬁttetergﬂyadh(yi%

7- nethoxy qui nazol i ne, 4-[ (3-chl or o- 4-fl uor o- phenyl ) am

%@5/[6&5 -4-(N PCT/EP209S/004073
anesul phonyl - N- et hyl - an1no) cycl ohexan- 1-yl ox ?
nethoxy qui nazoline, 4-[(3- 5

chl oro- 4-f 1 uoro- phenyl ) am no] - 6-[ ci s-4- (N-acetyl - N- net

hyl - am no) - cycl ohexan- 1-yl oxy] - 7-net hoxy- qui nazol i ne,

4-[ (3-chl oro-4-fl uoro-phenyl)am no]-6-(trans-4-nethyl a

m no- cycl ohexan- 1-yl oxy) - 7- net hoxy- qui nazol i ne,

phényBamimodroo{ UE(NFmethet-NRB-methoxgethellarbino)carbonyl ]-piperidin-4-yloxy}-7-

L&e?mg g‘%‘llr{ﬂ%)%t Eﬁ@e&%&@ ﬂ%ro'\ﬁﬂéﬁﬁ%ﬁmé‘f% PR HIpEEY-yloxy)-

ul nazolH

' 'I‘{I@EOW‘DHQZOKW,I4t[©3/-9hlpneﬁ‘;ﬂl903¢fph@]}’1)@n(mﬂ-éf[9184¢ et hy

ARCuEHOh PN ARG a]19n¥ aeﬁmggtﬁtgey{ g%&ﬁ@;ﬁmﬁ&ohne 4-[(3-

(3-chl oro-4-11 uoro-ph en rans
lelﬁm’ﬂaﬂ@r)wnph@nyh)are@phér[ws] 'ﬁ%ftthl J%ﬁﬂlﬂ@ﬂ}mo) cyclohexan-1-yloxy]-
7Qﬂéth@ﬂ}»eq&ﬂﬂazbhﬂé QX[B oY ReYo- phenyl)ammo} -6- (trans 4-methy1am1no

qgeﬁc llﬂ’E? yé 701;38&3:'&? A ﬁ;aﬁ;(‘;ﬁngf 4 f(3 ctﬁ?orx A filoro- p%lenyl)[amn(xo] 6~
W@ﬂseﬂt*@bmihaﬁeiuﬁﬁl))ﬂﬂmhnﬂhylmwl eyvicheyan- iy imeptioxy-
gﬁﬁﬁ({'@ £ Héfcﬁg)‘f‘(? 4%1%{% gﬁé@ﬁaﬁh or] q-(trans élrdlnaaethyli]mlpo cmlohexan 1-
y M)s?mlyﬂxqmuunghmmé [(%cl[ll()t;) 4—§lu0ro phenyl)ammo] -6~ (trans -4-{N-
F(M‘?m‘ﬁ 4. #1 Ebn?her@lfhétﬁﬁlmho? cﬁclolfexa.@@ -RbREI- S hody-Y

|
PSR AT ST RSP ERR ST el mspepholin-4-
byl elteak PONEH(tebiaRRTtb flirdir-A-yl)methoxy] qulnazohne 4- [(3 chloro-4-fluoro-

Bt IR e B SRS Y Bl 41

tilercedfinowmplicopiddrhinol-o-(1 fegadmpipeddinidhgoxy)-7-methoxy-quinazoline,

RALA-TRC il REBARAR o 60 BBt B B RU-piperidin-4-
Flary}-dunethoxy-printzeling @pHiernliyinr foso W heageprates, enantiomers or
anefAhRe: therebDEpaNiApth o fHORbAILE ﬁﬁma%@la@cmw h&eh@BR acid

g%&qogaitﬁ&ereo% t egolmlesc Qn (grehy%%ltf%ct ereotI romrthe group
4-[(3-chl oro-4-fluorophenyl)am no]-6-{[ 4-(nor pholin-4-

[ ).~ 1- -2-buten~|-v|l]- .. . . . . .
il Biefa it rmyingiemsaispidi fpihs inygnigssontin s
EG{F B&nhﬂrﬁtomtkcthdsle wompewidswhijlameselpetéd fipr th¢ Bjoup-coatphiping
oxor SRRt ety sl ramhelip g ioae Ay
xy] alamphﬂz@c qﬁ@m&neﬂloxy -quinazoline (2e.1),

4- [ £Be3cellsroar ﬂ*uérbij)%ﬁasl}b?aﬂﬁbd Mf R} 6%&3571(1 SXo- @ndTFﬁJlMM ~yl)-1-
22 %2(002 %Eteghl yl ammo [(S) Etetlga?lsng y?)o&y] (lilllnggzzo 1ne?L2)

4- [4<Ee3e¢1ilmei~ﬂudrb4phem}mnnb]}@[a (((S]pﬁﬁnéthﬁlé{ dk §-Zhorplidiimxdryl)-
OXOQ%L%HW&E{},B&?&%E&%D 2. él opr opyl met hoxy- qui nazol i

ne 4¢(34chloro-4-fluorophenyl)amino]-6-( {4-[N-(2-methoxy-ethyl)-N-methyl-amino]-1-
4- [ §xd5- %meﬁyﬂ 12511%{?% YageRplointedh & fdndBiiROeHt hoxy)

nq F%%&E%h%%phewmrwrﬁeﬁxplsy@rﬁiﬁb?xseet{lyw)(waﬁﬁbm 2ed),
yl )4-’[—530&1%1'3 AfH & Bp }i’enylg&mmo 1-6-{ [4 (morpholm -4-yl)-1-0x0-2-buten-1-y1]-

A B BB el nazol T ne
. [wm y1yy-phertydaslinod6- (i} (SG-dinbtHy52Eoaimetphylin-2-yi)-oxo-2-

gﬁ{@ﬁ% ﬁi},]]%nﬁfﬂc) ‘i“llg%?[ﬁéezgﬂi%’e 2e. 7,
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WO 2005/ 102349 48 PCT/ EP2005/ 004073 -
SCHO%S/?IE:A R 0-4- fl uoro-phenyl )a&‘g noj - 6- (trans- 4- %M@OS]OMOB

phonyl am no- cycl ohexan-
1-yl oxy) - 7- met hoxy- qui nazol i ne 2e.8 -
4-[(3-chl oro-4-fl uoro-phenyl)am no] - 6- (tetrahydropyran
- 3-yl oxy) - 7- met hoxy- quinazoline 2e.9 , 5
4-[ (3-chl oro-4-fl uoro-phenyl)am no]-6-{1- [(nDrpholln 4
-yl) carbonyl ] - pi peri di n-4-yl -
exy}@—[@-dﬂbﬂme%ﬁuqmpmnplbamﬁaoﬁe (fbhns-4-methanesulphonylamino-cyclohexan-

4- fluoro- am no] - 6-{1-[ 2- (2- oxopyrr
o 1 SRy foh R Rl o O L L (e ooy
yI oﬁ;[}:’u-Ghlomt4°rﬂuqroqlhenﬁzammn]}61@11ﬁhydr0pyran-3-onxy)-?-methoxy—

glgﬁ?g}m henyl ) am no] - 6- (1- acetyl - pi peri di n-4-yl

oxYy) S‘S(%gumazollne 10 2e. 12
4- 63‘(—%@1}49 prerhenaopl-6-{( a[(rnermhymn-ﬁwﬂu)@arbqnyﬂ-mpyndm 4-yl-
oxybx -t maaaﬁﬁé heq0),2e. 13 o | ohonyl -

e n net hanes - e ...
r| di 3(34 }W ‘Lf‘ %F%@%mnahgﬁﬁér@wé%@ L@?n-?yﬁ)eth%Pplpeﬂdm-‘*-
4 [(/I&xse} hywho)gh@ﬁyézbam@]g@ {% [ (nor pholin-4-yl)carb
tno az

(oo PR PR it P?eﬁﬁrpap%%gh%ﬁ%ﬁ Tfdgony quinazaline

1 [(Q_I@t hoxyet hyl ) car bonyl ] - pi peri di n-

il 04 %tlh}r/g?% Bgé?’;i f&g{r@ﬂﬁg 1‘15;?E mp#@jldlg ﬁt gloxy)—7 mthoxly qallnnazolme

esu yl - N-nmet hyl - 20

am pp)3-&bifd ypaXaMyadiYd 106y 1-métHaBENPRSn AL PFRh-40B0:88- Tlihiethoxy-
4- [ 40a0lige @&l yor o- phenyl ) ani no] - 6- [ ci s- 4- (N- acet yl

- N- #rpChsthyryrpheny myrdhal e X Bifiémorpholin-4-yl)carbonyl]-piperidin-4-yloxy}-7-

g%ﬁ%%ﬁ’é Wﬁé&%&g@ggu ;Zm2ﬁ0]186’ (i rans-4- net hyl a

{ Gydilermek Bvoro-phienxyaminio] - HMmethokyrilzd) dartwngl-piperidin-4-

19) log %7 methoxy— ulnazollnel'Ze [6:

chl oro-4 trans-4-(N-neth
aneiﬁ(?)p%wyf ﬂP‘?FBtHWPyl amino]- [01s —me anesulphonyl N—methyl-
am ffino¥-¥ gl ua - JlowH Oxbthbx PRaXme 2 Qppol | ne

2
Crrlhiygpd- guge UFBMRRGH di N-ttd NS gy clohe
I arri-rybxgymmdethooanqlﬂingdohnw I8)ret hoxy- qui nazol i ne
%(3 cm'loro dm t;{u(%rP &) %yl nol-6-(trans- mgth ammo-cxirlcl lf\?i er;.rloxy) -7-
rph@le thaxyr-qyinpecding M)E)N- %10§ e CPAS TR
rret szgs - GHIB B 116016 | pRBRY! iisho M6-Pirank 4L (NTR e Yo HOBIZ RLin Bihy -

2 [%@meh bysiehesenludewdiireshoraanizaralios (2229, 2- di net hyl
- 6- 9X0- mrpmﬂudtolbhyﬂ@l)ammo] 6-(trans-4-dimethylamino-cyclohexan-1-yloxy)-

et h?)é}e/ll [qglsgaz(gﬁl%t a% rof uran- 2-yl ) net hoxy] - qui nazol

i ne
- 4-[(3- chloro-4-fluoro- -phenyl)amino}-6-(trans-4- {N-[(morpholin-4-yl)carbonyl]-N-

methyl-amino}-cyclohexan-1-yloxy)-7-methoxy-quinazoline (2¢.22),

- 4-[(3-chloro-4-fluoro-phenylyamino]-6-[2-(2,2-dimethyl-6-0xo-morpholin-4-y1)-
ethoxy]-7-[(S)-(tetrahydrofuran-2-yl)methoxy]-quinazoline (2¢.23),

- 4-[(3-chloro-4-fluoro-phenyl)amino}-6-(1-methanesulphonyl-piperidin-4-yloxy)-7-
methoxy-quinazoline (2e.24) and
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4N({,§0%5,@@I3@r0 4-fl uor o- phenyl ) apd no] - 6- (1- net hane?@f/ﬁf%osmmon
nyl - pi peri di n-4-yl oxy)-7- met hoxy-qui nazol i ne 2e.

and WD 2005/ 102349 49 PCT/ EP2005/ 004073

4-[(3-chl oro-4-fluoro-phenyl)am no]-6-(1-cyano-piperid

i n-4-yl oxy)-7-met hoxy- quinazoline (2e.25), optionally

in the formof the racemates, enantioners or

di ast ereoners thereof, opti onaIIy in the formof the

phadribt-ehlotp-¢-dlupso- ﬁmybmabioa%s(d tayameplipeiidin-4s@bxg)-7-methoxy-

theﬁgglfazol;nlg 2598 vat es 5 and/or hydrates thereof. By

t he "aci d h salts with pharnmacol ogl cally

setlypn éleafem of {hsiragematss, evwniiouagor @étemyleﬁotbgreef pptionally in

kﬁ% foah %ﬂ"ﬂﬁ phfarrﬁﬂi)lﬂgﬁﬁtﬁ? RBcPRAIY adi @A TS t1RAJCE She solvates
JH )@&(g e group conprising the hydrochloride

ereﬁ droi odi de, hydrosul phate, 10
hydrophosphat e, hydronet hanesul phonate, hydronitrate,

%ﬁ}‘om Flifon ﬁ%ﬁ%r e fu‘éolog}g;g R 4¢cids which the compounds

By drayawadibly de chpablosifoohingtaes meamdmﬂxemphﬁtahs selebted from the group

B&ﬁﬂ?ﬁmﬂ %Hr%:l#ﬁfb%ﬁﬁ)hgg Q‘gﬁg(?nﬁr%lm ﬂgg lo}f dk r\'grdrosulphate
hyérpgm gp,,;hy ro lghqhqr@;teeh intrate ydromaleate hydroacetate,
hy&ibﬁgﬁgﬁtt@ﬂ%%dﬂ?gte q{)ﬁrofgl?aﬁl‘egf eJ;hr%ﬁaé@efte rlﬁfﬁﬁjoggfagef ﬁﬁdr@@hccmate
S
S T I G LR T L
hydrobmrhdaaé:tydmslphﬂn,ttmdmphgsﬁlh& hﬁbﬁﬁﬁ%ﬁégﬂdi ag d1
2; 1.1 2e.3; 1.1 . 4; .

ﬁﬁ%ﬁ)?e&'ga S%[b%()ﬁ& 2e. 6; ag [ an 2e. 7; ag. 1 an 2e. 8;

i and 2e.9; 1.1 and 2e i0; LI and 2e il1l; 11 and

%ﬁaﬂllﬁles 8@n&eipﬁ%&%@£¢mﬂm¥c@ﬂﬁn% %g gge{ééréﬂrk%n%%uﬁ% of formula

and 2e. 17,
é’“ﬁgﬂe gbavegpentinged BGFR-inhibifgrsyZe azq combinatigng contaigng the
dorhpands 26, 533;2ei1; 1.1a0d 22@: 24; andl!gl.?, 3N1hnd2eA51.1%nd 2215911 and

é%a]&ﬁg&aﬁ%ﬁaﬂé £1308328: 21 obr 5o 0Ll G ol At and 2012
1.12nd 26.13p1 §:and 2214101 36d 2815;11. PaZe. B 111lind2¢2 70 and 2e.18;

e N T e e e
Ad@nd@e.28; 1.2 and 3pd; D2 and2e.2; 2andi2e3; D2 and 28474 and 2e.5; 1.2 and

266223 add 2e.002 261 2338 111%11&@@92132 %@d 2¢10:4 z'ﬂé}&h _a;ﬂ?n%fii 22 and 2e.12;

122 th 1801 and 2840 Sedbanacs e 2t Laeviled T 2 and 2618
22.a8d 2¢1.8; BDEndQe. 90 12 énd@pel2Pa. 2 ihid Ze. B A0hndRebB; 112 ahd 2e.24;

B aféié_g_gﬁlag’ ;g_il,a_?qé g_gh%,_ﬁé‘gg’,_?_}g%%g_ﬁ_ b3 7d 26.5; 1.3 and

2e.6 Bddnde.791.3 anB2&Bidl.2 endBe.9;11. B amhe. Pl 123 1251and12e31 L’;rch and 2¢.12;

£8- fﬁé n_gi%il_%%ﬂ(i%@iz-sk 3 %nd?‘%_ﬂ{ ﬁmﬁiﬂ%ﬁ f’ﬁ? 4K ? 320 2e.18;
L3and 2e.1901.8 and 2¢.20ki3 amb26:21; 1. angide. 2% 18 angl MM_ 3 and 2e.24;

28 a8 245204 ar@201; L4 4n@D622841:0d 284, PIYn@8e.d1i.a1and 2e.5; 1.4 and
fleg lzgll}h’?’ 1.4 and 2e.8; 1.4 and 2¢.9; 1.4 and 2¢.10; 1.4 and 2e.11; 1.4 and 2e.12;
1.4 and 2e.13; 1.4 and 2e.14; 1.4 and 2e.15; 14 and 2e.16; 1.4 and 2e.17; 1.4 and 2e.18;
1.4 and 2¢.19; 1.4 and 2e.20; 1.4 and 2e.21; 1.4 and 2¢.22; 1.4 and 2¢.23; 1.4 and 2e.24;
1.4 and 2e.25; 1.5 and 2e.1; 1.5 and 2e.2; 1.5 and 2e.3; 1.5 and 2¢.4; 1.5 and 2e.5; 1.5 and
2¢.6; 1.5 and 2e.7; 1.5 and 2¢.8; 1.5 and 2e.9; 1.5 and 2e.10; 1.5 and 2e.11; 1.5 and 2¢.12;

— i



10

15

20

25

30

35

1.4 and 2e.13; 1 4 and 2e_14; L4 and 2e.15; 1.4 and

and 2e.17; 1 4 and 2e 18; 1.4 and 2e ;
%gog%o%feb 20: 1.4 and 2e 21, 1.4 and 2e. 22; 1_4P%12ch2°°5’°°4073
2e.23; 1 _4 and 2e.24; 1.4 and 2e. 25; 1 5 and 2e. 1;
15 and 2e.2; 1.5 and 2e.3; 1 5 and 2e.4; 1 5 and
2e.5; 1.5 and 35 2e.6; 1.5 and 2e.7; 1 5 and 2e.8; 1.5
and 2e.9; 1.5 and 2e_10; L5 and 2e_11; L5 and 2e_12;
WO 2005/ 102349 50 PCT/ EP2005/004073 1.5 and 2e_13;1 5
drhchndell3; 1.5.a0d 2ad42k5 hhd 24.15; B and2e.163;1.5larfd 22047 ; 1.5 and 2e.18;

Fblachg2u s 360005 by B B3 g S AN [ es

A8 and 2e.25; b6and 224, p§.and 262504 aBé 24.3; 1.6 6ndAc42b6 apd 2¢.8; 1.6 and

| é@d 1’-6 aﬁd&'?lﬁl aaﬂd 39841 6%%@%)_90'1 8%5&52 iuﬁl @m ﬁgi‘i 6 and 2¢.12;

.lﬁaanér%s_ée_ﬁfnd i!_é_abﬁ apg2e.35; k6 &nctszmuii .éeanﬂé_n.e 17; £5.4n4 2e.18;
2% ahd 2 1961.8064 26, 2@51 6 dnd2808 12@arkDle. B2 4.0 23116 and 2e.24;

iw%’i_aﬁﬁad 213: 3- aﬁg gr:ﬁr-f&‘? ée__d_g _‘iga:éﬁéag fe.5; 1.7 and

2¢.6; Biidn®@2e.251.7 ind 268yl 2and;_g 17 andi2880;2.7 dnd72eat1d 1.7 and 2e.12;

§9 g zkat 19051y 8015 D10 iy gl et

1.77nd 26.1901.7 2nd 2620407 amcb__qz L7 ol Zeatp; 18 @ 262371 Ariald 2e.24;
2@ aé!aﬂ 2e32571 @@Qm??e 194, 121a1§1 24 12 a}'ﬁ %Jaﬁ_g_%rh‘i’:gg_lf 12 and 2e.5;

;aa azé_g_i; _1_, ?n%a_,zbﬁzald w _a%ar@ésés,_ﬂamdé@.d_ 0; 112 and 2e.11;
24224d 2¢.12:71. 8D gh P, £5; 1 18 2hd 221d; 292 dnd 2e.18 BIWarde2e2s; 1.12 and

L2 £ s o BEghey oo P ot 143 M et 12

andiZe.2hd. 2endQe.2¥; 132 andi2£225;11.14 add 281ahd4 2ed 182; 1141@hd 2e.3;

%e—fég —%-1121;%1 i@e ﬁ_f}. f]lih €16:; 112146@‘3 _f%gz ﬁédgﬁ_gf"i‘% and 2e.9;

44 304 20,1871 bhendZe. o1 14 and 2643; péd and 2¢.13:A. bhehdde. 2 1.14 and

3e 12 114 a’:i{adzezﬁ,i% a}ld %:2 19ﬂﬂ1£§m¥ﬁe 18118 ﬁﬂ%@ﬁ% and 2¢20; 1.14

270 14 g 2e 22 b13 pnd 36,25 Boag Seads 114, pad 26.25; 115 and 2e.1
Llsﬂnamdz,zmﬁandlzé.a RISae2ed: 1.15 aha RE 1215;&6 2ekb; 145 and 2e.7;

298388200t it 200 265 2o T30 Bl Sadod Y s ana

22013 . 151antReddci 138 2b8 2e.15;1U1 haet] 21619, 151an314lealﬂdl.2& aBd2e.18; 1.15

bt Mo 6 8 bl Lotz s
225, g ek case qptlpgaléynm theform of ﬂlqsragpmatgs; egantiomers or

éiaétére@ﬁ@rs&ﬁer@@f :ihd tlaﬁ‘ﬂly%ﬁ tlgentgrr% éﬁi ﬁ‘fam‘%m%‘gc%,%&%%%%k acid

2 nd
‘Fditsona%s 39 a&egan 0‘1@’%?#&“@8@& 1.15 and 2e_15: 1.15
and 2e 16, 1.15 and 2e.17:1.15 and 2e 18; 1. 15 and

???%%g%%e-%lgn%%d%%yé%gﬁén% gFeg%gedzone% %(‘lqgr lin g t(gﬁ]lg étg/%h&gﬂ are those
which cenfein asppmnumd 9f fonnulhé ong ofithsfecottpoundschbpl.$ 4.6, or 1.12
\%ﬁa@fuown%%u& éfth{lg&rﬁgéwﬁm locf}tl' fmb &)xﬂlculaﬂy

In the formo arrraco gl ca cce
BRI roinEto Ty gHies. Qﬁawabomrmeav@se tqeabgapon@lso preferred

4caerdaforsehamR b tiede HREDWARICOMSIn AR E5theshndPR%ne of the

accord ?¥%£ nyenpt. i.ch.coni.ai.n_as
5] G SebnteR 90 By SIS M OB ) %2
ﬂ, @ J2e123, 2e.24 or 2e.25 | while those combinations which contaln one of the
compounds 2e.2, 2e.3 or 2e.4 are particularly important according to the invention.
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30 while those conbi nati ons whi ch contain one of the

GRR 1.1 or 1.12 are partjcularly inporta
acco%{bg%gto t he inventi on. O‘gthe above-nmenti onl;CngP2005/004073

conbi nations also preferred according to the

i nvention are those which contain as the conpound 2e
one of the conpounds 2e.1l, 2e.2, 2e.3, 2e.4, 2e_10,
2e. 11, 2e.14, 2e.16, 2e.17, 2e_18, 2e.19, Z2e. 20,
2e.21, 2e.22, 2e.23, 2e.24 or 2e.25, while those
conbi nati ons whi ch contain one of the 35 conpounds

iﬁ%%?vdaf gicgm{fﬁt F}P\?‘réaﬁl{)ﬁg{i]t | R(}\%l %ﬁé}ﬁ%@s&%ﬁggnula 1 with at least one

= @EQ@ OE/s0m¢O Bre 1ikh eestrinte] torbiutirg aombinat@rsivil netiveonbstances. The

ﬁ'ﬁm Al %e%ﬂg}?&gf‘i{h%% gafaJét lﬁ??ﬂ-r can pl?e %Jhx%le‘?)ﬂabxpfﬁeaddltlon to a

active su
eonisiund of drmuds 1 aue pther @uﬁg ﬁlﬁﬁtﬂége 2 m@y also epRtAkL S fbﬁé or fourth,

ﬂatr:!tlﬂ ﬁ:ﬁlﬁﬁg%&ﬁre sPYdrcY, vﬁﬁcﬂ‘@lﬁlé&&g%ﬁ%?mo% th%b@%-mentloned group
‘ﬁl@trier%s @abé’%i\z r%lblt 1 ssggoidly .63!31 I.T‘lﬁxaﬁﬁag%}ﬂ%ﬁ (2d) and

EQURtiRhibitpfsqRer.ably a third active substance, which is

al so selected fromthe above-nenti oned group of
anticholinergics (La), PDE-IV inhibitors (Lb),

Bartcwardip pief@ied doﬁibdnad’mnag’hmhwstaﬁdu@nﬂher active substances in addition

@Oq:ncglxﬂrﬁbﬁh@ bf B %h' are %?leﬁ@tﬁ Fo &t%e'%'h gtﬁ{cre%g bmatzonshsted

t1ons contal n er ac I ve substances
belowddheseqe mélcam@r@trﬁpmtms wbxchmaaf conigy fereqxampled

8 BbhPSurRICS i fyBmaH B S4ARfieh ARIERIO Bld) Oamsbsw athibiRe (WY
giese aredm%(%l carfent conbj nati on ch cont aln,

# Componndoot Toaguls 1, ag anticholingters 2ap sfergid
@ni b@hpéurﬂeffg“memﬂal, anaanBEIEilMetg‘i\dﬂ(___) femr L P4 anta@nia 2d);
BPEPaHASRLqr B EHAE. o el nHiebid fab o R inor e,
) o@nmundexfg?mmmu,)a PREIV ifbibiten(2honstetoid @) . D) a
PR of KR %2"" @?ﬁ%ﬁ%ﬂ”ﬂ@%ﬁ beEonj&20);
Gbﬁpmpwmdmftf@m(l%;a PRELY inhihiter (2l an EGFR le@hﬁ@u&s), of
FI9h Gt okl oF (ERELLY 1| pld @), 6h BITD Py B%t agoni st

é)ﬁ Jogwog%gzg{ ﬁ)ﬁgﬁlgi glstefq_é?_?‘u 5,233(&81{ m%}@é}d Iofbl tor Q

Hearomtipauid ofifesieladi, dn LTEW, antagohiFOR daruindeFR. dthitdtbr (2d))

a conpound of formila 11 a steroid (Lc), an EGFR
inhibitor (2e); J) a conpound of fornmula 1, an LTD4
Bartieuanty pe t(rr_edce)(amgh:s Ef;iﬁducmhg@cpmbn(a@gyls of the above-mentioned

b T R
Hld apd2adang d 2b 11; 1.1 and
mnbmmb 19E] a6@2%. mmla 2&21 1@1%@@5911 amlzm 12.1 ahd 2a.8/1Chnd

B A0 P 1 gy 203951 $ 3280 SR BT 1y AnDfe2 38 B 11 ana

269.2:and 2b.1an1.12ad 2a. 20and 2b219; 11, antl. 2h. BhablarikbR 1927 1. haad 2a.10.1 and

éﬁglf’l i“]fdf %nig_ é&g&_ﬁ f‘igngg_ig_]afﬁ% _g_aa%g% Qb and 2b.2; 1.1

aig 260102 and Hnd; hd a062a.103an¢bA1; 1.1 2nd3a.102 and 2b.1% 4.1 and
2a.11.1 and 2b.2; 1.1 and 2a.11.1 and 2b.4; 1.1 and 2a.11.1 and 2b.11; 1.1 and 2a.11.1 and

2b.19; 1.1 and 2a.11.6 and 2b.2; 1.1 and 2a.11.6 and 2b.4; 1.1 and 2a.11.6 and 2b.11; 1.1
and 2a.11.6 and 2b.19; 1.12 and 2a.1 and 2b.2; 1.12 and 2a.1 and 2b.4; 1.12 and 2a.1 and
2b.11: 1.12 and 2a.1 and 2b.19; 1.12 and 2a.9.1 and 2b.2; 1.12 and 2a.9.1 and 2b.4; 1.12
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30 2b.4; 1 i and 2a.10.1 and 26 11; 1.1 and 2a.10.1

gqg: 1.1 and 2a.10.2 and_2b. 2 1 and 2

an 0@%%0%?491 1 and 2a.10.2 and %b il: 1.1 and 2a. %9%%005/004073
and 2b_19; 1.1 and 2a.11.1 and 2b. 2 11 and 2a.11.1

and 2b.4; 1 i and 2a.il1l.1 and 2b_11; 1.1 and 2a.11.1

and 2b 19; 1.1 and 2a.11.6 and 2b.2; LI and 2a.11.6

and 2b.4; 1 i and 2a.11.6 and 2b_11; 1.1 and 2a.il.6
and 2b_19; 1.12 and 2a.1 and 26.2; 1.12 and 2a.1 and

a:m 24.9.1.2h3 2800 ; a2 hn@m§t9;15analzb1m 11123aad ang. 22331d12bamd 12 and 2a.9.2

5o ad iy B o 200 0 2ok 2ab 12 nf 0L

2b.291 12 andi2280.1%knd 2bU2 148c¢in22a 301 i @b2l ; 192 ahd 28.16u1chnd 2b.19;

aSnd a3 8 00 a0 g o1 L2

and 2910.2 andi2bAH; P12 andiZa. b2 2ed Mﬂ_&@@wa@EﬁMAaﬂd
231192 %n@@_g__l%b%ié and24-£1.89 gnd?_d_%a B ?%‘Qi Z?zpilllg and éb %‘21 12 and

Zxd1.6:and @bst; 4,43 apg Jimanﬂé_@_bmd 2a.13.6:47 _szl_a ot each case
&. tic;haﬂga ¢h 2@ fdrkn d2hangtericd; enhntlom@b Or ddstékorhdrsahéteof and

d.
aipraly e 1 of e p WC@ggﬁé?szﬁccspta'ile A5 Sis; Solvates
amflor2yddgtesithé@ofind 2a. 11. 6 and 2b_11; 1.12 and 2a.11.6

and 2b. 19, in each case optionally in the formof the
racenmat es, enantionmers or di astereoners thereof and

Bptirelady pyeferred sxamplss wf partichlerlp heaferersionedjpasednt yombinations of the

%@Qﬁ&ﬁioﬁe@@x‘oﬁy @ﬁ:‘c&x‘dﬁ{g t%%é SweitRin\4ad el %H/ﬂ%r group
hydr at es t hefeo Etlcu arly preferred exanpl es of

WP“%‘E&%‘PI ollgyyipg EPMBWARYN canent conbi nati ons of the
ady@mde nili mded. wz_s&mm@rﬁun@dtzz ;161 dndvR0l Al 2oat08 1.1 and

TEharhatals £ AB5 $e B s E PR R 2L L 40 0.1an0 20

aidn@2ad. bardl 2c1091.11and 281 2ad 2e.bhd PandiBu9.1 a6d 2ad7; 1.1 and

B0 03 11ty 1000 oot Lot ifadnd o

2e:11;3-1 andi2:9.3 apd 26.17; hhand2a.16.1 and 2c.8nk12ad 32.104p0d 2¢.9; 1.1
%fdiJlo 1add 8040 2Raft 2a. B0NH 28€ 2811, 1. L at'Bh, PRI %néﬂzamd 1.1 and

ét_‘ﬁ.ané .g_?azg_g_ﬁ_aﬁwééa @m@@@ﬁ d 22.10.2 and
26181 Laikd 20002 and 8. 17;400aRE2:01 1.1 add 2087100 2262401 a000c; L1

St edo S0y M J FLf Sl BRI adEadi1Eh an

25106 apd 2eSniti12ad 20.12.6znd 229; 10 and 23.14r6chr@dc2eflV; 2.1zmd 2a.11.6 and

%&}% _11211d1 aﬁi‘f‘g%ﬁﬁ_{j_ﬂ a#a‘ﬁi‘%_ria&d—ﬂc @%ﬁﬂld@a ﬂmﬁﬂ%_sv 1.12 and
21 90d 2¢.10; hEhamh2ah and 204l 4612 and 2. hangdrde. 15 1412 and 2a .1 and
2681712 dnd2:209 and2c.d11.82 an0229.18ind 2eX02092 37d 2499 APe.11; 1.12

z_fnd 3ed7 Magﬂ J&aﬁ%ﬁ 03, 119 gnd 229.2

2ol 210t 112 ad@ale? ﬂncElItdl]Ztl 12, anll 223 Bt 2Q87; 1. Brechd 2a.10.1 and

Ho2000 b [ S02do 08 i 1200 P 2

2dZend 2a.10.1zand 22479112 and2280.2@nd 2¢.321.42 dnd2a.80.2 andde.9; 1.12 and

- 2£16.3'and 2440; 1.12 and 2.10.2 and 2¢.11; 1.12 and 2a.10.2 and 2¢.17; 112 and

2a.11.12 and 2¢.8; 1.12 and 2a.11.12 and 2¢.9; 1.12 and 2a.11.12 and 2¢.10; 1.12 and
2a.11.12 and 2¢.11; 1.12 and 2a.11.12 and 2¢.17; 1.12 and 2a.11.6 and 2¢.8; 1.12 and
2a.11.6 and 2¢.9; 1.12 and 2a.11.6 and 2¢.10; 1.12 and 2a.11.6 and 2¢.11; 1.12 and
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and 2a.9.1 and 2c i7; 1.12 and 2a.9.2 and 2c.8; 1.12

@ng and 2c.9; 1.12 and 2a.9.2 and 2c_10;
an ‘é%“%?é and 2c_ii; 1.12 and2a.9.2 and 20.17-?%?%%mﬁKMMW3

and 2a.10.1 and 30 2c¢.8; 1.12 and 2a.10.1 and 2c. 9;
1.12 and 2a.10.1 and 2c_10; 1.12 and 2a.10.1 and
2c_il; 1.12 and 2a.10.1 and 2c_17; 1.12 and 2a.10.2
and 2c.8; 1.12 and 2a.10.2 and 2c.9; 1.12 and 2a.10.2
and 2c_10; 1.12 and 2a.10.2 and 2c_li; 1.12 and

2a.116.a7d a6d 72 éath cﬁsel:@)tlaﬂzdly 1i?1ahe1fbni;2)f ddragndfles, dnshfiomers or
2C ;10

Ot ot b p R B cmtte i

2dditiar salts, 1@ ates aﬂd/onhyc&aamdlemfs 1.12 and 35 2a.11.6
and 2c.9; 1.12 and 2a.11.6 and 2c_10; 1.12 and 2a.11.6
and 2c.11. 1.12 and WD 2005/ 102349 53 )
Paticepdp psigosiorampbe of medicamgntxreombimationsofthe Rbevgsaentioned

gﬁhp @ﬁl% kdtebttd Bf the &FpuplcolpBsing aRMBISFing %ﬁiﬁﬁa‘ﬁﬁﬁg S

S?mP(H’é‘ f)i-i‘\‘i‘a% gar_leof and o t| onal | ‘gbi&iaﬁ‘ﬁi‘% 11 and

2alltad 248t vAtaed 2a19d1/ aid Mrm exsd HJQ.II aad 24. 451 1 and 2a.9.1 and 2d.5;

i et AL L a0 DA B gt w20

sl 255:c41 hnd2a.f Bend 2d) 1domdrZasiOrigartdrsl. F:dl.1 and 2wg10.1 and 2d.4; 1.1

SRIALIRE b 805, £URE AP, 1 200! 1 4% AN 230t 141 and 20,102

gnd 2d.4.741 opd 2a.10.2 pnd 2d.50 3. 1ind 2a40.20nd 2d.8 141 apdRaptl.band 2d.1;
2NGndBad1.1land 206 128arR Za. ANHarkd2 PS5 1.1 add 24181.23n8 24.8210d and

o 41,1 ot a3 b e il B 200 L 2011600

1d.8; K2l adh24.0 aftd 2dd; P42 hnd 2a.1 anddd221.10 ahd and and 24;5; 1.12 and
baonfaiaftytlod g 0 L 0%, ST dans
3d.5; bi2anh24.9.12nd 3d.82d,12:and 23.95hah 24 1L 12 a2 8nd 2d.4; 1.12
énd12aa§‘§ aﬁéza’s i, 1%5(1 3691 an %%ﬂzﬁ %31011 agidz(?# 142 and 2a.10.1

@muaam a. H). bmd 2,511.12 and 210.% and 2d §; 243 apd 2a.10.2 and
4d.1; nmﬂa&mdm B aamddadd1a» aﬁd 32309 a%a 24k:; 6.12n8d 22.189 4hd 24.8;

Lid%i5 1%, o804 1 endaa 013957 38, £ o2 1T Fa 205, 112

2zl 2a. 1. Bhahd24.8; 1,12 drit Zenlil. Qanc92d_1ﬁh112 260 23.11.6 hdd 2dd; 1.12 and
%ﬂ@?lg_zé_i_%nq 4. i; 63338 %ai’gg&gagﬁgg?é%ﬂgﬂal%zlﬁ%heag)gm of the
Raernates, gnahtizendss orldidgereprders shedeaf and dptiehally il theform of the
%lgém% Qcoloﬁ@aquzag %Dtatﬁc 44d %&gtl&‘?saﬁg sbiv 2§%ﬁyd1%te]s%héi‘55f

10.1 "and 2a. 10’1 an 1.12 and
2a.10.2 and 20 2d. 1; 1 12 and 2a.10.2 and 2d.4; 1.12
Paitlcdarlyl Preferddtxdfip ﬁts ol mbdicamentZdmbthationd sl tRe a&ve—rﬁerﬂtﬁ)ned

8% s 347 @E%Ztgi ipyB g3 e oL s OB ighs: g
@anpkibngs hidnd@ad;ahd P2.2ahd an@@allan6 2er8c 1 Acknd;2all drdl 2e08 1.1 and
M Se. 7014 ?Q?dgza 4 aﬁ&‘t‘i_l_o f‘i%m? 3 ”zﬁltd'@éj H, 1‘5}1% 3 nd 2e.4;
1hend2a.9dranddeillohd ang 2093 4l Zeck: hloanck 3928 2e.3; 1.1 and 2a.9.2
Alaed R0l é‘iﬂil 23.184 Mnéﬁswtlaphﬁd 2161 860245011 $Ad £8.10.1 and 2e.3; 1.1
SO YAIRT 2T 91 AT 5T 5, Lhes 500, 1.1 and 22,102 and 2e.2; 1.1 and 22,102
and 2e.3; 1.1 and 2a.10.2 and 2e.4; 1.1 and 2a.10.2 and 2e.10; 1.1 and 2a.11.1 and 2e.2;
1.1 and 2a.11.1 and 2e.3; 1.1 and 2a.11.1 and 2e.4; 1.1 and 2a.11.1 and 2e.10; 1.1 and
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Particularly preferred exanples of nedi canent

%ﬂ?ﬂj Lpns of the above-nentioned group D are

se egggg romthe group conprlﬁ ng the foIIOMAngPCD@PﬂmﬂmMUB
conmbi nations: conmpounds 1.1 and 2a.1 and 2e.2; 1.1

and 2a.1 and 2e.3; 1.1 and 2a.1 and 2eA; 1.1 and 30

2a.1 and 2e_10; 1.1 and 2a.9.1 and 2e.2; 1.1 and

2a.9.1 and 2e.3; 1.1 and 2a.9.1 and 2e.4; 1.1 and

2a.9.1 and 2e_10; 1.1 and 2a.9.2 and 2e.2; 1.1 and
2a.19.62nd12d.228.1 I&ndna:lllamﬁhdZIb.ﬁ 124 anami 126 éﬂnd]-ZeM Adand 2a.11.6 and

Sl 217 280481 26000 PRI Qo100 iy v B, L2

2a.150d 2ed Al .22 add22.91 sand@e2a110 aRd Amél. 12md2e.3] 112and 2a.9.1 and

3841012 andBtlo 353 —-]ILl 1389083299 £4309; $325nd 305 203 1.1

andi228.2pnd 2e 4B 13 and 2a.9 angre. 195112 and 3ad0dcind 2e.2; 1.12 and
389033nd 2e 3. 219 28€2390.1%nd zféqdl\f@aﬁ@ﬁéfléq%ﬁﬁ%e%il 12 and 2a.10.2

=T, I and
e P oo 1D i 1o ok 02 and
aad0; RE2 afl 2al1 192 and2e2R. 111 P4 211212 dndbfe AU 2adRaand2 and 2e.4;

Sz 2000 b PR a1 don 200 a2 280 e 11

2ed 22.11,6 30d 2ed; D42 and 2ahil6 aAd 2410, if Badinchs@ aptmhllpirdthe form of the

iy by sy LBl oy
pharmgeolgiealyaargentableacid addition salsy, solvates anddor hydrate thereof.:

and 2e. 3; 1.12 and 2a. 10. 1 and 2e.4: 1.12 and 2a.10.1
and. 2a. 10. a 2;

10; 1. nd 2
Batisdiny Risdervl oyBmpIG 3 Ry camencrombiaiops ohthe has-mgpioned
2aoup @ e aglecte®frombhe grobp camrisiag ihk. folowing cdebaiatidnst 2

A6 2048 2 1 S G 0 A 1.

2¢8 and 3b.19; hhdn®2e.9 Bné 2hAd1 dend 2¢.9 and 2bak; Adchnd@cBland 2b.11; 1.1
%&P‘z@%fq 2&14%{_@‘5‘6’4 2@1&21}&2_[@%10'1 ?Sndli’c 10 &c?ﬁ‘}lﬂ . £7864 210 and

ST ) 2000 s 29 T i B STy 1 ) peatd it S L and
pae1 arlﬂi‘mf wqoi o gl xn@mwuabm RC1TardH 3 0D afPA L 67 and 2b.4;

o 2ELasad AL 5ph 52 B S0 Lt HhE! B2 gz nc 208

adioMed; el ariddd 4:6d 25010 . B afde2 esedr @R TD; i IParidi pe. 9oind\ 2h.2; 1.12

GATRCH S48 "6 Gl 204 B 20T 07 SERI Rt 2510 0

2; D2 and 2010 andzb.42h 1 Bad 2. Pharti@b. 11; 1. Kwhd2e, 19 nd @b.19; 1.12

&Qi&lﬂaaq%leﬁ&%%d%ﬂﬂ#%mé%%gﬂ%;% d2¢.11 and

20192120 d 2 el Tand 2b. 7, 131290 226l Tromd 2hoeth; 1042 and:2cal 7pang 2h.11; 1.12
ael 2|L0173d3ﬂ 221b1919n eaﬂohl:a@e’lﬁbtﬁ)ﬁalkﬂ-maﬂéifo%ﬁ cﬁ' thé-ralaetﬁﬁ‘t@s %ﬁari'tfbmers or

11 a
%ﬂ% effgmi@t efeafa ﬂgﬂﬁpg‘en ally i anf]hf pbaaﬂ%cogft@ﬁﬂ%mﬁaeptable acid
&llitdgn saltts, sobmtes 2nd/b7 hpdrate@thededf. 1.1 and 2c. 17 and
2b.19; 1.12 and 2c.8 and 2b.2; 1.12 and 2c.8 and
2b.4; 1.12 and 2c.8 and 2b.11; 1.12 and 2c.8 and
Pastiqgarly preferepd exaumpBs ahthedisament tombinaginus @ftthe abewg-mentioned

%@ F aile Qe?ec@éaﬁfé&fzi él?el %gg}n%ﬂmriglthg: 18R g%oﬁbﬁﬁﬂons 3

Stpmopuings i ap, dd deondtbed d-bagid it aichzb.dikil pad 28 Land 2b.11; 11 and
21 384 3b.19; uand2d4and2b2 1.1 and 2d.4 and 2b.4; 1.1 and 2d.4 and 2b.11; 1.1

and 2d.4 and 2b.19; 1.1 and 2d.5 and 2b.2; 1.1 and 2d.5 and 2b.4; 1.1 and 2d.5 and 2b.11;
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25 and 2c.11 and 2b.2; 1.12 and 2c.11 and 2b.4; 1.12

and 2b.11; 1.12 and 2c.11 and 2b. 19,
m@%%‘w 3 2b. 4: 1. 1%“%‘%3 005/004073

and 2b.2; 1.12 and 2¢. 17 and
2c. 17 and 2b.11; 1.12 and 2c.17 and 2b.19; in each
case optionally in the formof the racemates,
enantioners or diastereoners thereof and optionally
in the formof the pharmacol ogically acceptable acid
addition salts, solvates and/or hydrates thereof. 30

Pdrdnd Qdl Bard 21 Bilek sreil X andlies: Ri an®2d 8aneRb.4; 1.1 and 2d.8 and

38! L35he %ﬁﬁmmw%wp égﬁﬁe d 2b.4; 1.12 and

2dtsind 2bildn .12 cod@dulrad 2b119ahd 2 2dd 2d drehd 2.2 1. 12 ajldadd and 2b.4;

3‘12%%_@_9_9_2&8% 1]15-’1 ;@:@d@#&ﬂwiﬁn& ,.é_%lﬂ L%%?zg 1112 and 2.5

oyl &,_J.Lli_a%_ti‘é.and 3bd1ph12 and 3d.5 andBbARN1.$2 aud 268 and 2b.2; 1.12

Rlli)diﬂ@S gﬂ% 3b. anﬂﬁlg_@éé 2;?_‘_[&%3 szﬂf 113 aﬁ&‘%cglﬁganﬁ 2809 2eath case

PRYONEDY B @%?@ ¢ acpimgiey, gnisTREry opgiastereomers thergof and
Bptidhakpth ﬂhb f&l:m af the phatn2dolBgially 2eegablt adidaaditidd s&ts@l Bélvates
%B%@hid " g o} ﬁd 8 and 2b.19:1.12 and 2d.1 and 2b. 2

ame”iSaI T°8%hd 2b.4; 1.12 and 2d.1 and 2b.11: 1.12
and 2d.1 and 2b_19; 1. 12 and 2d.4 and 2b.2:;1.12 and

Peyag e ks 9 AR AR b 02 4B0E A bncd

groyp Gy selgeted ﬁfﬁﬂl thp gopp cemppisiag thefgllewinggoptbinegions . 12
adifipotadS1.an6d 28.22%ind 2bb2 1,100 220 £d¥4: A0 4id e dLdnd®Il11: 1.1 and

%ﬁﬁﬁﬁ%&aﬂ?&@m}im;@% 111

and 2H. Pavide2le Ve, B a2y, &Qﬁd 2ingl; 1 Daﬁd 2614hbhy 2bA; 1.hend é.dand 2b.11;

i)fl #Bﬁeﬂ%ﬁgﬁwl ?ql &? €; p]aa 8?28& %bf)léloTland 2e.10 and
M,@a@d Reilhomd Mu&mmgm@m 2b.4; 1.12 and

&g‘gﬁi%lg %%5%& 18 ahoye 1880 J 8{31@2% SULHPy; quﬂin&d 2e.3 and 2b.4;

B3 Sn bt LDt 2 At 19T e sk g B1S3: Lafand 2e.4
26 2o 811 Pind2e.darkd 2101261 20rdn . Ld bk, 194 111250 2¢29-33d 2b.2; 1.12

S 2t g 100 8020, T 2l 2B e cos

@fsiohslly ih the forch @Rthd raamal cBantidmeanor dastéroaners Zherdof and

%ptlg? glg,dlf%tﬁe f'(gﬁ'gtgf tﬁgp}iélr&aagoléggﬁﬂr %t%%n%%lﬁ‘i Bmﬁb 1%?11 §alés solvates
gg/oxdryerages thegeafl: 1.1 and 2e. 10 and 2b.19:1.12 and
2e 2 and 2b.2; 1.12 and 2e.2 and 2b.4; 1.12 and 2e 2
b,11; 1.12 and 2e.2 and 2b.19: 1.12 and 2e.3 and

1‘2“ arly Er?f exampleg ﬁgmfﬁlcﬁnentfoﬂlbl%ﬁﬁn?‘éf the abmfe-menhoned

g@bul K ard séllé’ct&hﬂoﬁl&hag@gﬁ céipafng ﬂlr}e]@ll@ﬂﬁgd?e@m‘ﬂnrﬁﬁGns
e n

Sfufpnds 1.3 58076850 20301308 is_ 0 286 AN S0 %8 o 15 1.1 an

248 @nd 2d.821.1 and 2¢.9 and 2d.1; 1.1 and 2¢.9 and 2d.4; 1.1 and 2¢.9 and 2d.5; 1.1 and
2¢.9 and 2d.8; 1.1 and 2¢.10 and 2d.1; 1.1 and 2¢.10 and 2d.4; 1.1 and 2¢.10 and 2d.5; 1.1
and 2¢.10 and 2d.8; 1.1 and 2¢.11 and 2d.1; 1.1 and 2¢.11 and 2d.4; 1.1 and 2¢.11 and
2d.5; 1.1 and 2¢.11 and 2d.8; 1.1 and 2¢.17 and 2d.1; 1.1 and 2¢.17 and 2d.4; 1.1 and

2¢.17 and 2d.5; 1.1 and 2¢.17 and 2d.8; 1.12 and 2¢.8 and 2d.1; 1.12 and 2¢.8 and 2d.4;

1.12 and 2¢.8 and 2d.5; 1.12 and 2c.8 and 2d.8; 1.12 and 2¢.9 and 2d.1; 1.12 and 2¢.9 and

2d.4; 1.12 and 2¢.9 and 2d.5; 1.12 and 2¢.9 and 2d.8; 1.12 and 2¢.10 and 2d.1; 1.12 and
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and 2e.10 and 2b.4; 1.12 and 2e.10 and 2b_11; 1. 12 and
%2'5@5,@5949% 19, in each case soptionally in th 05/004073
of the racemates, enantioners or di astereoners t ere

and optionally in the formof the pharnmacol ogically
acceptable acid addition salts, solvates and/or

hydrates thereof. 25 Particularly preferred exanpl es

of medi canent conbi nations of the above-nentioned

group H are selected fromthe group conprising the

2010 and 24 chbdambd. thand 2o tdiaek2 1l (anddl. £ d.12 ad@c.11 and

i i G e Lt L
2e.1Dandh20. 2l 12 and 2c. Khend2d. 4 hidlami2est? and 2dafd. 10and @ed 7 and
248 %a& cake SpBGAL cin @}Q: fﬁifi'ﬁi ogﬂre}aceﬁlaiesa&ﬁn?r&né@ o?ﬁﬁstereomers

d 2c. 1 )
Cﬁ_eogﬁl&d %10111 lpid ngql 0 1thq pmag@og_lgalgfﬂfcggaue aqd fddmon salts,
edidat@Cantilor dfdrateddhdrcofl. 1 and 2c. 11 and 2d. 8; 11 and
2c.17 and 2d.1; 1 1 and 2c.17 and 2d.4; 1.1 and 2c.17
and 2d.5; 1.1 and 2c.17 and 2d.8; 1.12 and 2c. 8 and
Paitigylady ﬂzﬁ:feamd «2empleapfini2dicdmenticofibirmndnPcf tBe absbeAdedioned

Sroh? 4Gk @Rl b e BB e iRy -

camnmpuade L and 2c.8 and 203013 end Gefred 2631 1.12nd 2e8rieid ded; 1.1 and
2@@%&@8%% bhhd%eld 5%2%/10%917& 9 #fd 23 qnﬁar?eﬁzé‘s» a&d ﬂe24 1.1 and

&_ %EE nd 2d; 5. 1.7 and 2¢. 10 and 20,8

o 0 el o 260 op 2,5 1.1 g g0 and 2e; 11
el Acl1teard 220051.1%nd2c40Gnd Qe 211.26d 26,1 8 and 24.23; ADdAnd 2¢.11 and

gt Eaels di 2ol o 0 Sy BB ey

2017 anbld 4 1i nartdrike. Foan 2ef10; hd 2rad @oBitaed 2e2nha? nodie.8 and 2¢.3;

U?_jg%@ip_ﬁaﬁﬁ@ﬁﬁsl ?2 Hlf#_(ggfm@@éj ¢ HthOeﬂlﬁl _higlg ferﬁe lfﬁraml 2¢.9 and

tb,liarglcﬂg&wls&eﬁ; Mei_é&fand Q&ﬂ_ﬂ_la@@: 2e2) 1,12 and
2E.£0 84 R @mideR. l@fanHQ@MG 1B Rhd 2070 WA® L. 2051 B arddRe.11 and

W@ﬁﬁ%%ﬂgre 1 5%%%;@&_19 1.12 and

dc.17 @’Iwea; 1812240d 226172ind De B; 2/1d aké 2&1aﬁdd 2&431 llaﬂd 2017 and

Za RO ogiod By g o, e A, by PR Bastercomers

@iereof arid dptimnally 2cahe® famdof2ke plitgrmacdogicadly2ecdatde deid ed@fion salts,
%qg, 3; 1.1 and 2c.10 and 2e.4; 1.1
\giat %/S;?h%%a egh é%fl 1 and 2c.11 and 2e.2; LI and
20 11 and 2e.3; 1 1 and 2c.11 and 2e.4; 1. 1 and 2c. 11
P‘iﬁﬂmﬁm efetred eﬁﬁﬂ %S ot theditn &8 cdmbinatiom 6k tRE alokedNéhtioned

17 and 2e.4 2c. 17 an
euaéme?ﬁteg ﬁle@f%wocozawngfha?ﬁgwgz@%blawnﬁe 3;

donfuadsll.2and2dindind e, 1.1.ahd 2dricandQed; dricarde2dlDandl2d L 1.1 and
A58, s S B a4 285, ) by 3.0 2 10
@ art 21101 1. loandl 2d2and2eadidl. Pend2diS and 26/3; i and2ddchnd 2e4;
2 aftd 245124209021 104 388 A8 219; 13218 288 %eLL 13hd 2d.8 and
2e.4; 1.1 and 2d.8 and 2e.10; 1,12 and 2d.1 and 2e.2; 1.12 and 2d.1 and 2e.3; 1.12 and
2d.1 and 2e.4; 1.12 and 2d.1 and 2¢.10; 1.12 and 2d.4 and 2¢.2; 1.12 and 2d.4 and 2e.3;
1.12 and 2d.4 and 2e4; 1.12 and 2d.4 and 2e.10; 1.12 and 2d.5 and 2e.2; 1.12 and 2d.5
and 2e.3; 1.12 and 2d.5 and 2e.4; 1.12 and 2d.5 and 2¢.10; 1.12 and 2d.8 and 2e.2; 1.12
and 2d.8 and 2e.3; 1.12 and 2d.8 and 2¢.4; 1.12 and 2d.8 and 2e.10, in each case optionally
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2e.2; 1.12 and 2c.11 and 2e.3; 1.12 and 2c.11 and

3 Hos/loaded and 2c. 11 and 2e_104;,1. 12 and 20 2c. 17%@7@2005/004073

2e.2; 1.12 and 2c. 17 and 2e.3; 1.12 and 2c.17 an

2e.4; 1.12 and 2c. 17 and 2e_10; in each case

optionally in the formof the racemates, enantioners

or diastereoners thereof and optionally in the form

of the pharmacol ogi cally acceptabl e acid addition

salts, solvates and/or hydrates thereof. 25

methe fom efithgragemftes ranantiomerp bediagtreomdis tlamrenftand optionally in the

. _ . r

e e Al TE L A0 on SR B or hydrates
HStnati ons: conpounds 1.1 and 2d.1 and 2e.2; 1.1 and

2d.1 and 2e.3; 1.1 and 2d.1 and 2e.4; 1.1 and 2d.1

d2e 10: .1.1 and 2d.4 and.2e.2; 1.1 a 2d. 4 and
08 9%‘:%%‘.}% LiRperspeq acording tothe inventionyary al 2h%%ﬁ dneglicagmgnt
doriibiamibn? diifclased vwAthi thekcdpeasfdhepreSenaiddemdtondihith doramid the

EotpyB0Sor frfulg Ty afior iR Allichen Bemit 5 Sng * 7

2e.4; 1.1 and 2d.8 and 2e_10; 1.12 and 2d.1 and 2e. 2;

Urit2s Attt BRI grbupkard ibieHt chdip@I G Brfinchisa BickPeroups
baying Lyt oasben atoms.) Tha felloydng argrpenpienest byl wap ofevangde: anethyl,
Etleisil, ﬁﬁ){ Osr blityl 2 Iifsine 6hses MedbBRvidiiors Meé, BNPropthr Bu A8fsed to

¥

.12 and . 2d. nd 2e.4; 1 nd 2d.5 and 2e 10;. ..
3607 oo el ST Proor by nlineey afivioesiied. o definiions
progy2ad®utyh thcheled]] the pdssibdelisdmeBc &onhs 2€thtQroups iR gadstion. Thus,

[ l 0 R R 004

R b O o 2 R 0 it T T B e BB secuuy
dgeriebeplreics t hereof and optionally in the form of
t he pharnmacol ogically acceptable acid addition salts,

o] vates and/or hydrates thereof. 5 O outstanding
Phisss ethereaseiateh dhengy clasliesh grouny axgalieyrligeaovps withhd keb carbon
arﬁﬂfs.ca@ratei the eyabjtsn;@pyp ‘grwﬁhlﬁﬁl, @mq)t : eﬂ«dty! &idbﬁcmeﬁﬁ??&q?f.

resent i.nvention ich.contain conpounds. O

cUTRPEATE bty BTy bRRR Fbe ReRe pbiheriSPRORUgRon

Unl ess ot herw se stated, the al kyl groups are

l?%fe%j gﬂéﬁ&mk@s@ﬁé&@@ﬁgﬁ @Aréxéana{e%%@ugﬂnfggagew Gbh-bonded

carbon ato ng are en ﬁ way
dkyldridept with de Awhrbonatamd . E linghwdety preghiylenenethplene, propylene
eddne abbreviations Me, Et, Prop or Bu are used to
denote the groups nethyl, ethyl, propyl or butyl.
Unl ess otherwi se stated, the definitions propyl and
Unieyd otherolisedenta, thet dl?}yl&%ﬁdl?éeﬁ g:@q;mlfd lﬁ‘raﬁ@feﬁ&uln@hnlbﬂaﬁched double-
r Syl esti.gn us or exanpl e ro : .
Findpe aoT hEes sy Loy FEBon By MR P i gdrisubstituted,
preferabliy gisybstibtedy by wlhalopsn aAdedrdingly; bnitssl gth@ivise statéd; skkylene-OH-
j t k WeWiel
%P. pés% ?\nleatnﬁﬁeg atﬁg %B%g?%égﬁdogg{e%q&#ﬁg@%ﬁg% ﬁ'thhCl t6'4' Sarbon atoms
whish arsraena-, dicoririsweatijyted, oyeltiopomagnosalsituied bytedwdroxy.
groups . Cyclopropyl is particularly inportant wthin
lIJll?leessSo%?gr%is%fstattefgft ertgrSIE Qltkyior)](\{r egp(}ulpg Iavianotf:s branched and unbranched alkyl

groups with 1 to 4 carbon atoms which are linked via an oxygen atom . Examples include:

methyloxy, ethyloxy, propyloxy or butyloxy. In some cases the abbreviations MeO, EtO,
PropO or BuQO may be used to denote the methyloxy, ethyloxy, propyloxy or butyloxy
groups. Unless otherwise stated, the definitions propyloxy and butyloxy include all the
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20 Unl ess otherw se stated, the al kyl ene groups are
nd unbranched doubl esponded al kyl bri

%@%5}%{%3@4 car bon at omns. Exarrpﬁbes i ncl ude: nethyle 2005/004073
et hyl ene, propylene or butylene. 25 Unless othermnse
stated, the al kyl ene-hal ogen groups are branched and
unbranched doubl e- bonded al kyl bridges with 1 to 4

carbon atonms which are nono-, di- or trisubstituted,
preferably disubstituted, by a hal ogen. Accordlngly,
on$séieisomiede firems of that gdupsah lquestion- Ohis, dorapsipky propyloxy includes

W}ﬁﬁ{'}ﬁ oﬁ'@qséj E‘E)g)ﬁfb‘ip %tﬁg&ﬁ H%H.Eigplq'g %uﬁ)lm d&r ﬁugqug?y and tert.-

bla'iyms%tp insere cpjestis tapn plkosyosibs ubedinsidad efalleyloxy within the
Béﬁik@fﬂle p@@semlne&ﬁioﬂt PRE Eﬂoﬁﬁs RE@RYRLy, étllf‘ﬁoiye P%ﬁlldﬁ()ﬁlcﬁ%ﬁtyloxy

enqQt es br.anche unbr anch
efe b Usqhg wdredita tmwsaaeéhq&yﬂﬁbaxw .paop&ﬁy of butoxy.
oxygen atom Exanples include: nethyl oxy, ethyloxy,

Y e e ol oA R 8% s tragnacey pd bBfinched
deutig-bonded aﬂtyﬂ]bhdg@s wihr bpy4 carhomatoims twhicixare 3ongs, diHas.

EIE;LLI %t)l(tgﬁ rb‘g%f;&aggr ﬁpﬁﬁsﬁﬁsn%&%@g@ %Q@ﬂg&ggﬁ opyl oxy and

PCT/ EP2005/ 004073 possible i somerl c forns of the

%wdpgthbmlma&a qne tetUD-CORAIKGI @I sGrefed famf&fwd and unbranched
and i so-pr | oxy, buty

o weiw%eom@ o 8roup. The alkyl groups

hrataythehed ,d1ref:tty tolthe 64168t @8d6n bhthe lester@ufs ORe oy be
LEO-bRSLBA G shdhikieQeidicoh 'aﬁalt)%tﬁlsl(f(gﬁpgrcﬁga -bP€0-CF3 denotes

pr esent |nvent|on The groups net | oxy,
piftwoydasstgteor butyl oxy 5 may therefore also be referred

to by the nanes net hoxy, ethoxy, propoxy or butoxy.

Un] ess otherwi se stated, the term al kyl ene-al kyl oxy

Haloger withinghe prape of Shepressni avertien derrsonflearingnederieg, kyamine or

fdirdg Qﬁﬂeyys blatell diRerviseaflisiheahnd BRorhE 6 thE ?re?&g&l'hgl&gens The
ute y an

t| t uted,, pref erabl y nonosubsti
%ﬁoﬂk}ﬁ&% e&i‘]&arbf@y PBRs otherwise stated, the term
-0-CO al kyl groups refers to branched and unbranched
Wlhﬁ'ﬂ thgr ?@%Sof%é eée:‘:%&v‘el on%}%it Rhce z(wéélggfng)@}e?glah gk godmponents

li iambé iy Iyeané ﬂteh eing adrbtmgtltatlga pf)bmh oftiversabsiances irga single preparation
Jr"i%nﬁ@lﬁﬁ%n opch%éﬁ}fhé’ Iadrﬂfi‘llls@@ﬁ&l §ﬂ9€‘ o Q&l%%ﬂﬁ&éﬁc@?ﬂn separate

al ogous roup -0- denot es
EB‘PSO ¢ agte SPB‘it'éﬂféﬁ 1 m E |aff: etdﬁ@n@tew@n@ﬁpqrﬁé formulations,

mmpmatel adMBibir&dbnd Aol edonke sttt Boust brodt idFesrert tRRbsEe.
or 1.0 |ne Unl ess stated otherw se, fluorine and

BIERFNEYare the preferred hal ogens. The group CO
denot es a car bonyl group.

In one aspect the present invention relates to the above-mentioned medicament
combinations which contain in addition to therapeutically effective amounts of 1 and 2 a
pharmaceutically acceptable carrier. In one aspect the present invention relates to the
above-mentioned pharmaceutical compositions which do not contain contain a
pharmaceutically acceptable carrier in addition to therapeutically effective amounts of 1
and 2 .

The present invention also relates to the use of therapeutically effective amounts of the
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20 Wthin the scope of the present invention by a
RRdoiBERLM cal combination of gpnmponents 1 and gZe-:82005/004073
meant the joint administration of both active

substances in a single preparation or formulation or

the separate administration of the two active

substances in separate fornmulations. If the active
substances 1 and 2 are adnministered in separate

formul ations, 25 this separate adm nistrati on maybe

d@h@ sgbstarices b éaystpariog aghadnddeetienh tornpeition dlscecontaining one or

r o ét ! Sfe¥ﬁJl¥ﬁné él;b% §ut?s§éﬁ?9 ) f&{}ﬁe B‘rgﬁﬁa%ﬂf of 1HH§HItr1'af?)py and obstructive

é‘“éﬁ’é@tﬁﬁ’t ¢onraainki ton iddhiting promaturd daboboin rnwdmfery (tocolysis), for
RIrRB S Huls Glﬁhhﬁ‘l if tfcafehit V€ a IR Rt Su1 2 bldcia Rt c%n%ctu%ooradycardtc

Ehar utJ cally acceptable carrier. In one_aspect fHe
Tscfﬁntlt%{ hmaic}, fori trrating 6\};@11%;& qhg%a/asodllatatlon and
hlvedasing ehy hsaﬁl vohan@es intdl 1R ot GBatdRnNG skEOiRti@tions and

cggt ai 33 a pharmaceutically acceptable carrier in
to therapeutically effective anobunts of 1

and 2. 35 The present invention also relates to the

A TeP R st Pehtipg Bt5s B SohpaPutBl ifecive

pypupp ehtheiapidvesubbtanseek o prepating  phugiacusigal-gosmposition also

66}{151?111@6111@ of Hﬁ)r@ ref@i‘ab BronR! £5i0E 3is¥anO e f@Ghé kf@atment of respiratory
sub t ance e treat ment . of .infla

plats qe\lﬁéted ﬁrgliqg,c ing qhsg'uctfv&rpuﬁrﬁwﬁ/qu E}Sﬁf&es of various
pnglm,tpmhﬁorhajb emphysenmdf \Nalﬁ@.fs)br{gﬁm ﬂelsbtﬁ:h&"é pulh@hary diseases,

1
LS R DT oA 1G5 bt of varigus rigins
hmr:lmeqathsys RIS éaﬂuiterﬁam(m diztredsysyhdronie) addall formaof p@monary
Eécfe?ﬂé' atory shock (vasodilatation and increasing the
eart volune) as well as for the treatment of skin
irritations and inflanmmation. In a preferred aspect

be@erﬁlﬁl?&l‘i‘é"ﬁledhﬁéiﬁéﬁt'c@ﬂlbhﬁhéﬁﬁﬁzcbﬁlﬂgt@ thSRvation are used as specified
t.her gpeuti cal effecti.v anou of the

S o P et PR o) cam BT e Estmen ppoR Rt ke
phlamnagcthsem selgcied drond ammgbroms}ﬁilefsa;hlay pasdéatriaadthiis, severe
g&%? ag X a%t a att:a&% %;hr%%ftc onch1 18 &BS mt&r nic obstructive

aln eec romthe gr IS '
pwgtqnam dl&@sqquhﬂmﬁ ng/pattigderheprefeiablaadcording t@rthg inysntion to use
Bith P Prepat iR YRR QiR S tredtRht dfHrb¥ial asthma and
ul rmngry diSeases, cailtlr(l:teroh@%t Flgflmjtﬁrrgﬁﬁgry d(? seaseic,a astima an
‘c fibrosis, bronchitls of various origins, 15
bronchi ect asi s, ARDS (adul t respiratory distress

PSR B 6 1 e bic B B o R o e S0 TE o, fnyention for

pngamng/mpharmacmleallmemoaﬂos ferahd ireimentad\palharary emphysema which

sggéﬁd' f(f&ﬂf) ?Bﬁ&ﬁ{é \bg%ﬁ%?ﬁﬁfohbryhége% gtop §i1-proteinase inhibitor

eficencyd from anong bronchial asthma, paediatric
asthrm severe

It is also preferable to use the medicament combinations according to the invention for
preparing a pharmaceutical composition for the treatment of restrictive pulmonary diseases
selected from among allergic alveolitis, restrictive pulmonary diseases triggered by work-
related noxious substances, such as asbestosis or silicosis, and restriction caused by lung
tumours, such as for example lymphangiosis carcinomatosa, bronchoalveolar carcinoma
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ast hma, acute ast hma attacks, chronic bronchitis and

%EBOQ %nl Cc oObstructive pul ppnary di sease), \/\4;1&11/&2005/004073
I's particularly preferable according to the

|nvent|on to use themfor preparing a pharnmaceutica

conposition for the treatnent of bronchial asthnma and

COPD. 25 It is also preferable to use the nedi canent

conbi nations according to the invention for preparing

a pharmaceutical conposition for the treatnment of

pod hyomphoynaenphysema which  has its origins in COPD

(chronic obstructive pul nonary di sease) or

al -protei nase inhibitor deficiency. 30 It is also

pirie ilsp ariferable tevss thieedisdincainembicaiobs acoidimesto the invention for

@Feg)r@ﬁng% g gltleltr@aat:&glglrlrlpr@ggﬁ{okfgiﬁn th% E‘éﬁﬂl@ﬁf (%}Qnt%rstxtl?l pulmonary discases

ﬁ@gq’f?d Fomamang| pRswEeRia @ﬂ@@éb@snfe@tmnémm a§ fop pxammplp gpfection by

air{l@rs,gjdéte@ﬂaVﬁﬁéﬂ Ffo‘@ozo’é dlinifhd Mt E@B?én}é ﬂie%ﬁq%ﬁﬁﬁ caused by

tr| - rel at ed .noxi ous, subs
@%ef%‘??@ Sehes qf€6%‘PE ¢ aawaatwawa 1<t hegrt leﬁ%@%yradlatwn-

Iinﬂuge(Bﬁletlmmurser ﬁbtﬁshs a:sllﬁgmoﬁaspamh as fcy rR&|IE IaRis erythematodes,

I ronch alveol " 1
S b D SRy B R8s E b Mo, A T iamplq Bogel's disease,
aﬁgwﬂpﬁéﬁem@@ﬂ@n@ommseothmnmﬁd¢pdnmnmydmﬂmMQWans
according to the invention for preparing a
Fharnaceutlcal HEOSItIOH for the treatnent of
tﬂf glse praferable frinsedhampdigpmenicombimtions acpwling toshs iverfipn for
A phamdsREichl)ohipbiGibh BiShe GeitMeSoffcQbticeioRs 6r

ectl n.by viruses, bacteria, fungi, protozoa,

WWNP%? %r other pathogens, pneunpnitis caused by
various factors, such as for exanple aspiration and

it% 5185] ﬁlae?éraﬁlg ?(H;lsfe tﬁé ﬁ%&%amgxﬁldéoﬁlbu% on:i Qc%glcdﬁrggato t]fle invention for

Els@am&a phmmgcwlyalwempwdes for tbcygc@ment of drencbitisy sughes for
é}?&hﬁﬂé dRBLBitis BAABYL P IRLASE O vizMGRfeBR0d, Alle dhitis and toxic
s disease, 10 idiopathic interstiti pneunoni a
EWOHF@P%pat hic pul monary fibrosis (IPF). It is also
preferable to use the nedi canent conbi nations
rdn ihvention for reparing . .
S a o s e SetieBRer Gomphe BB A tisihe toibeipupaton for
prichartsg splormacauticalicomipdsition forthe fréatinentalf beorghiet@siabl e
to use the nedicanent conbi nati ons according to the
i nvention for eparing a pharmaceutical conposition
R ay alpmpreferable tmuﬂet mpdigapeiticombinations apsording todlkaimybrsion for
Fﬂﬁ{ﬂ 4 piurmactnBeh] RYmpastish ﬁﬁlth@ﬁea‘ﬁhéﬂl of A8 AR respiratory

3 I C bronchltls and toxic bronchitis.
istress yndrome

It is also preferable to use the medicament combinations according to the invention for
preparing a pharmaceutical composition for the treatment of pulmonary oedema, for
example toxic pulmonary oedema afier aspiration or inhalation of toxic substances and
foreign substances.

It is particularly preferable to use the compounds detailed above for preparing a
pharmaceutical composition for the treatment of asthma or COPD. Also of particular

importance is the above-mentioned use of medicament combinations according to the
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20 It is also preferable to use the nedi carrent
9% ns according to the jnvention for
a gggﬁr%%:gutl cal conposition féc}r t he treatnment %ép@g)mmon
bronch| ectasis. It is also preferable to use the
medi canment conbi nati ons according to the invention for
25 preparing a pharnmaceutical conposition for the
treatment of ARDS (adult respiratory distress
syndrone). It is also preferable to use the nmedi canent
wehionafor m@aﬁigC@lecd\mdﬂwgnpﬂbiﬁﬂﬁ t® @né@ﬁ—da}aﬁe&ﬂfehnﬁ
rraceut, i osition for .the tre

BORAGIRRS S gt PRSPl & oma e cpar S rigr R pnee--day
tralmnntczﬁastbmaasmoml on or inhalation of toxic
substances and foreign substances. It is particularly
ﬁ)eferabl e to use the conpounds detail ed above for

PRk ipvantigihal svistadest tp dhe vse et pssenerivally gfteetiie amounts of an

idtﬁ'@tsﬂﬁh‘?dnc@f)f fopinlrEey ﬁrcoggﬁﬁtloﬁlvﬁﬁl tﬁéraﬁ’é%t’i:ﬁ:ﬁlﬁ%f?éctlvg’ amounts of
%‘g&grtance t he apove-nenti oned use

SbATgRS ARIBRANEG RIFTIRARSUEY Qws?smgrﬁgﬂﬂreatmmt of one of
PEEb&R206M ed dk3ases.nvent i on for preparing a
pharmaceutical conposition for once-a-day treatment of
i nfl ammat ory and obstructive respiratory conplaints,
Phe picsant svvientidnoalsa telatesrto @ preatay for treatitgrmmetof dfe ahsvermentioned

ﬁ'éeagg:)@' ich id BRarRt %‘?ﬁ%?ﬁn ﬂ'@/ a:pglﬁlrﬁngffE&ﬂv@%ﬁﬁuhﬁ o BGive

use of erapeut| ve a active
earidogpulp A,afﬁ_]qtdém]psﬁqﬁe(t@rp@mbmqtl@ﬁ wighttherapeutically effective

ﬁrﬁ@[@p@pﬁme@gﬁmtaﬁﬁégct ive anbunts of active substance
2 for preparing a pharmaceutical conposition for the

treatment of one of the above-nenti oned di seases. 10
Whthipthe semte df tivemedicamealt sombilatbissact@dmgps dedaserition, for example,

t})ggggb%&%re é’é’mg ofﬁo(f'%ﬁ% nFHltag ?I nir nlq tGES ?%Ssllﬁf@hggg Preferably,
hrbdhis. mﬁlcaléquy\mefembbs3 ahe@puppf fh@rcm]nlpaumi efffermula 1 are

é’dmﬁkéé@ﬁ&%ﬂgﬁ SRERIMAL | @sapd falflgé befraRSY t7'5ggvér}éferably from 7 -

fective anounts of active subStance 2.
ifhég sduplersd a@q%dln&w tha waviention Fartiealerlymectarablys thephapmpaceutical

(Edi'l‘i—‘pdsﬂbﬁ@ hd:déi’dlné ﬁf the kRt 6h are QdrhimistdQ8 @rgarpim@urﬁ QUELMALD - 40 ug,

of .f adnm ni st dose
@ggﬁpr)(;ferabq’ah 588;1% mcglgpfq %raglgqay 2§r F%}ngound of formula
ILQﬁe gimihistdred payspeilndbsef Fooexmtple, indiwethadn‘esnnaiﬁgthel present

iplgél}ﬁ%lHI}%+rgtOd9§§177§w L@u% 19%?%%?5&@??2&8 f2 ?%Q %pgg %Eg’Q’T spg,
f(hm Bh\‘iea,tam 3Poug, 40uEaA2. Jug Abharidfing, 5QH® 52.5pg, 55ug, 57.5ug,
ey mﬁgtaml 67. §,Qg e/@pgqsz 5;1g061375§§%%%ﬁ90ﬁ1{81 5fffsmula 1maybe

%gnentl ar e gr({n red I an anount such
igistened per S{RB4o§epref erabl y 11 - 30g, nore
preferably 12 - 25 gg of the corrpound of formula 1

mg%eﬂ%%%n n?elél (fosg%eslr%gteg? dofs‘n%oun S of 61 r)l(l?qull n thaer}(cj)rm of their

free bases. If the compounds of formula 1 are administered in the form of their

pharmaceutically acceptable acid addition salts, the skilled man can easily calculate the
corresponding dosage ranges for the acid addition salts from the dosage ranges specified
above, taking into account the molecular weight of the acids used. Particularly preferably,
the compounds of formula 1 are administered in the above-mentioned dosage ranges in the
form of the enantiomerically pure compounds, particularly preferably in the form of the R-

enantiomers thereof.
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i nvention thereto, 5g, 7.5g, 1Qg, 12.5g, 15g, 17.5¢,

ﬁg?g%&g‘g’ 25g9, 27.5g, 30g, (:‘%'559' 359, 37. 59, 5 40%bn00s/004073

47.5g, 50g, 52.5q, g, 57.5g, 25 60q,
62. 59, 65g, 67.5g, 70g, 72.5g or 75g of a compound of
formula 1 may be adm nistered per single dose. The
above- nenti oned dosages relate to the conpounds of
formula 1 in the formof their free bases. If the
conmpounds of fornula 1 are adm nistered in the form of
their 30 pharmaceutically acceptable acid addition

caf .easi | y. ] e

0L oo B e e Ry S R el pichotinergie 2a
&l ameouni efanticholinergigaisedwile Suepae icpisaterabdp dependinglon e choice of
LR aegaat the nol ecul ar wei ght of the acids used.
Particularly preferably, the conpounds of fornmula 1
are adm nistered in the above-nenti oned dosage ranges

WitHduerestrRtiig e ihPitioR A &tONRthEst ¥f PUFRDIER TRIUAESunts of

B fibireie el sg oAt ititered Gadbeispch Single José contains 0.1 - 0pg,
pfeTériin2 O0%/ 804E particufartylgefeaibpoabods] of0foeiBd. B . Foaextample and

SR RSOERE o SOOI 2L ShbS Il TR g o

40w 2aidi mby Yo atbpioistiratpaningedashol Teeconfespandingwenount of salt 2a.1 or
. r . .

SRR, RRERe orsol¥a BN if Bachldalid Ealbalilod QNAREE the skilled man,
derendmgion s ehoecey apion. Hdgr eramplmiieiropiun bepraide is ussdas the
g@@areﬁi tfwﬂopiuﬂlpm &Dﬁéﬁfoftﬁn%to]the g&@tﬁuoln, ﬂ{eeefnafso u%fﬂs' dzftﬂelziﬁzt'rve

, [ cul.ar rerer apout. - a. ..
sihsthng DR S Blelediee b Rtole ROMerGed s W o8 SiimpIe hereinbefore
Eorvespondio théddolidvwing 2mbgnts 56, 2al0gimiAREred iy singfgiose: 31E, 6pg,

£30, 28 b 0 DS TS5 o oSy S e

- gprecifnd\ehoee ars prefemblyadministsredane entwiitea day, vahile almingiration once

Qﬁa# R$artduldrEDriRied adBRERL e gneh@&l choice of anion.
I f e

or exanple tiotropi umbrom I's used as the
preferred tiotropiumsalt 2a.1 according to the

Wikt fedffictih @ theaRRBARLS (Hetetd 1B tiRCdakd 6f ths URKINANMCE adfouhts of
Se.as .S

adm nj.st er r singl,e.do eci fied wa f.
Sl g a2 el pe YaBin S SR Rraah RReR o grfeins 1 - S00ue,
pietaratily 56300 a.glpatonlaily pefasblpé6-200 ngl2a.2 oFer exdgplGand without

Y 4 VA . . n .
et %h@%%@é%t@ BB 08 208 Bk a0k, 86 SRE 45ue, SOug
pries, PaBIOpLadThing £91es, 8ArarfdegoPOnand ks, d 00ug:, | Oanel ©0ng, 115pg,
mngphgiagqh%qasﬁg 130881 458 pl@'()h%‘ﬁ%?@' vadwrgei@ﬂge@mug,

or to t Tventien TS0 W thout or est i cti ng )
& ﬂ%@g}& L BHS ﬁgﬁ)lé%sd?gﬁ*& OF Hneces @ad) men e admimsicrsa per single
Mm;mlgicc?fespcaﬂiﬂgm lﬂnﬂ ef @1@_&1_2151;15%(1 in H?:Yl ob%aoéidiﬁ afly S @fatcbr solvate
su at, each, s e dose,.contains 1.- e )
Bita BBy 58 ehedishen BRGNS Pharine o shqie sbgnign. In the
eme 2f oxitibpinme3eathe desagessipetifiod above are preferably administered one to
four times a day, while administration two to three times a day is particularly preferred

according to the invention.

Without restricting the invention thereto, in the case of the cation 2a.3' amounts of

anticholinergic (2a.3") may be administered such that each single dose contains 1 - 500pg,
preferably 5 - 300 pg, particularly preferably 15-200 pug 2a.3' . For example and without




10

15

20

25

30

35

restricting the present invention thereto, 15g, 20g,

359, 40g, 45g, 50g, 559 60g, 65g, 70
%@82,0038‘8?49859, 90g. 95g. 100g, ®105g, 11 Ogg, 115‘90“‘:21’%005"004073
120g, 125g, 130g, 135¢g, 1409, 1459, 1509, 155g¢, 160g,

1659, 170g, 175g, 180g, 185g, 190g, 195g or 200g of

2a.2' may be adm ni stered per single dose. The
correspondi ng anmount of salt 2a.2 used in each case or

of any hydrate or solvate wused can easily be

eatrinting tlecbrbyent figrestidnl tha@tdm&pg, RepgIhiugo3 @i, 8hes, abeb.cB g, S0pg,

gé'é%%lp hﬁgé'@o Q”%Fé é’f*&r g%}%/b@ﬂﬁnléﬁhgfléﬁga @ﬁggf 08g. 115me;

g, t 2 Hpess 1301&1&)/135M@,I "49ug,dm5ugslifhlgl bﬁfmg\/\m{lug, 16fee 170ug,

g zg?%s %\%%;%?13% ﬁg,{}?b&% Cl@S?g %’2@(5&@0? g_?_hma?&g Qi uﬁkger&f)per single
ﬂﬁ%"r Ehecorraspening aeuns of sHe2m3 thegnn zaclecasgqumms hgdrate or solvate
afdd @h @héll}q{e%a&u?@e@o)) thEBYi1168 m%g ”&éf)'eﬁdﬁé 64 t}%%BICE B?Emon In the

each §$e dose contains 1 - gaf era
§6 o uB lpm¢?dw§¢5épaoaﬁ9d &@vz@ae jye m@iered one to
éommin{ee adiad, whild@lhtindPaZ80R/olid 2649 tifhds a day is partlcularly preferred

b (g 28”%/004073 restricting the present invention
‘"hé’FP BB 259, 309, 359, 40g, 451tg, 50g,

559, 60g, 65g, 70g, 7511g, 80g, 85g, 90g, 95g, 100g,

iggg:t %@@tm%ggw% Wi ol Ui i o

er&lg stmimisigred ﬁ'ﬁﬂﬂb ateheh mngteéioe@cqyéamsi 500pg,

=

ﬁie'l’fﬁhllﬂﬁgegﬁ@ﬁ%g, Eﬁﬁc@l@ﬂtﬁﬁa@&&qy QG-Wa P, Fgﬁéﬂan‘%ﬂ’e #hd without
S icHaB e reRen i el oa BTy 20 20k 068 ke, X daBerigHe SSue,

00y, 6611510607515, 0GB 17O pe95 59 000, 105 J, FIOPL& Spig, 120y,
a1 TSRO RS RN L BOUEI L o, o

h¥hign il 83zl Powe, thROLE or iﬁﬂuge)fmglaa bda;lmlimstered per single dose . The
9@}{‘&%] g&ﬁﬂlﬁééﬁioﬁ{t%ff%lf ﬁ_eu?&ﬁﬁ A Gst Br ﬁ Mlﬁlg h[} ({g}l%%lvageqlsed can

strictin I nventi on

grsily he celgelpted bzéhqs lﬂmm,siemndlmn tbﬁ@h@lﬁ@pﬁmom dn thecase of
dPRurd 2Hi4N th%tc%‘s@gés fﬁetd%bv@% Ifor&hﬁgiyeadﬂﬁﬁﬁtered one to four

g%%%alns % EF m#lc g

P 6035 il Qw%staa*%a 115 15 Tl Gms it TioRBPU R red tmes o
destis paticulgrly. bﬁefmasmbrdirrgwe lié imeritivat et o, 20g, 25g,

30g, 359, 40g, 45g, 50g, 55g, 15 60g, 6511g, 70gq,

751t g, 80g, 85g, 90g, 95g, 100g, 1051tg, |10g, 115q,

Withgut restzisting 8@gnvedtign theezjo,in Hict @sd 60 ¢ catbiudag’ areoygts of
Qiﬁﬁ}ﬁohﬂe?%g (%%?ﬁ)a% Ib@%@ﬂu &&&%&E&h tﬁ?to&ah !1%@& G%Ee AT - 500 ng,

stere er sin

- psteddpSndOR ¢t capdstirilatdy p@aqr@ Iyads ﬂ%de EOﬁ e e apbwithput

@E;trﬁﬁug rédefit mxrelﬁfa;h\méretous% oayig, mggl 30{1gb§5p,g, 40pg, 45pg, S0ug,
AL T o Ao Moty chHLE

.bllﬁ;@ &25155 @304, ddSahdveparidspg,aisepgbl 55 padiopics t &ped 1 70ug,
PRt P30, U 85pg, 190pg, 195pg or 200pg of 2a.5' may be administered per single

dose . The corresponding amount of salt 2a.5 used in each case or of any hydrate or solvate
used can easily be calculated by the skilled man, depending on the choice of anion. In the
case of glycopyrronium 2a.5' the dosages specified above are preferably administered one
to four times a day, while administration two to three times a day is particularly preferred

according to the invention.
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tlrres a day, while admnistration two to three tines a

referably three ti a day, is
par qog@f arsf)y preferred accordi 43 to the inventi ohCT/EP2005/004073

Wthout restricting the invention thereto, in the case
of the cation 2a.5" anmobunts of 25 anticholinergic
2a.5') may be administered such that each single dose
contains 1 - 500g, preferably 5 - 300 g, particularly
preferably 15-200 g. For exanple and w thout
restricting the present I nvention thereto 151tg, 20g,

5t i 450 e 0250 S5 o

mm@lohm@gg: (_a&()gna)dhkﬁaymlméﬁmd sdip ghat d@ﬁgmg]ﬁﬁgge cdfigs 1000 -

%?&glag é?é?aab@%é 8@0@@? améé ¥pﬂe?é%91?1¥%8§&t 95%@93990111&1@
@E?rf@ré‘élﬁcﬂ@@ﬂ n QOMGE o5 @wnmam@d wgg@xt iresteiinly tepresant invention

ﬂfer&@}@ﬂ@ﬁgé aj?@Oﬁé @)@bﬂ?t@ﬂ)ﬂt@ e800R% 49§®ié Y)r bﬁ)OéLg of %3_7% may be

Iculat 3 S |E man, _depéndi n
6 mamt%fﬁ ansy 1pglg dogea The erresponcing Aot @ 32%25_ uﬁeﬁén each case or
dﬁsr@glegﬁirae et B({lmﬂé uddQde eanily Wcﬁfo@éa@é& By t?g Blttlllb@iin@ﬁ Sdépending on
our | stratl o
Rcelcd o Btion 1adhe pe pRprmiting daft B dhrdipeciist tovetar

avdonblyrdministered onpwefiur tmes a day,. while. administration. two to three times a

4O ROANAA2RARRAPELERRO0N0GARIA,YY t hout

Icting the 1nventio M the case of the _
cation 2a.6' anounts of anticholinergic 2a.6') may be

FeitHont pdseictitlg ﬂié?g\gfdﬁah 61%8&5 lﬁgg%ba%e Gpﬁﬁlcgﬁéﬂ 2. PSmiRRE of
ﬁ?@@ﬂ%ﬁgﬁp@a@’é ey g H"S sgelf e 5ok Swel@r@smrvams >0-

1000 g, phB@aigy2806 800p§@hrtleuhﬁp|p@efaﬂaﬁly\lﬂ(l)h@l00ug, partlcularly

é%g%ﬁﬁl%&ggg 656113%2%_918 q:nfé | nv nt | gglthtg‘;terégaat&ngot? E]%’seélt invention
Hmdﬁ@, 30808 ﬁ%ﬁe‘i%gpﬂ'ﬁﬂm 5@;@, A5z, o B0 euft 2 Panali Iy

ﬁ‘dYHhﬁ'iktter@(fl , I?%géos@ PREC il (2?21% tgf fal%?ﬂ%d in each case or

h drate o solvate used can
oot or ivete sdenapaedy o calnltadhivi Be sklcdmarepping on
ﬂi&%h@ﬁ% of Qlfnoh rlﬁﬁﬁé éh@% oPfhe %n&@%@%%éf@%ﬁb@ Qttmve are
a adm T 8.t0 four tines
geagbly\ﬁﬁinﬁfgmgﬁﬁloﬁf’ & t:hg‘“fe 2\/6195"3@ Uﬁﬂﬁ ii%%mﬁ“ﬁﬂ%n gneeprwice a day,

mreppmfelraiﬂy andeya feyefiepardcul sty prefirred dctortifing tb thednténdion.
Wthout restricting the invention thereto, in the case
of the cation 2a.7'" anounts of anticholinergic 2a.7')
Wathopereaiieting ﬁteenmtlgm teratpdn theacaise of thglcaticho 28.9' and 2a.10' ,

£888:@s B?arﬁf?ﬁhohr]e? 'Or 'hqf(l9 ye A8nist Qfﬁm‘u that cach single
articularly particu }0\1 '
dosreeniaisy Sgbne, m@ga $7900 pgcparisba Eretereblid §-A8% pe 22 or
2830 ik lef@nlzlb an@ms&ttresmaﬁrgtth@ ﬁ%eséﬂi ehvhfon 8RR%, 15ng, 20ug,
228208 Bug TR 4500 30088, B D7 ot Tl RS, S0m,
Bipgs aDOn@d 03pgsidOpg, m 16pghl 20pgel 20ug, D30L@NY3 Sl 4@ ez, AdSpg, 150ug,
fﬂ#\éaggod,%gg%ﬁgf‘q 78&5 1L7¥u£’ qS@ﬁE CllQSp%ebet&% Jﬁlgsopzbb&gof 2a.9' or
22a.10" may be administered per single dose. The corresponding amount of salt 2a.9' or
2a.10' or of any hydrate or solvate used in each case can easily be calculated by the skilled
man, depending on the choice of anion. In the case of the cations 2a.9' or 2a.10' the
dosages specified above are preferably administered one to three times a day, while
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20 the choice of anion. In the case of the cation

JoosAdy 49dosages specified abgve are preferabl]yc_D,EPmOS’,004073
adam ni stered one to three tinmes a day, while

adm ni stration once or twce a day, nore preferably

once a day, is particularly preferred according to the
invention. Wthout restricting the invention thereto,

in the case of the cations 2a.9" and 2a.10" , 25

anmounts of anticholinergic 2a.9" or 2a.10" mybe
administsition efceserdtvidehiadayemote pefegldy otteselag o int mirtichldklypreferred

4 300 g, particularly preferably
%%%%BQEO%Q %Rhgm? 2a. 10" . For exanple and wi t hout

restricting the present invention thereto, 15g, 20g,

%ﬂmu@%mcﬁﬁ the‘mgenu%gf %beéég 918 éﬁes&f% ?li g% §ZQ%’ D3
Q@g@nts Qggntg:hoflnm (jgglgl ,gng;gg a pggfdae aﬂg@@ste@é%ch that each
4A91. dodd Bhtain$ Py 50@;%5 refér%)lg' 5 iﬁﬁ)%%o par&@fiarlp re?@iratﬂy 101200 pg
N T TN S, :
tCXgRp aa[ vgglogt cstrictipgt @)resspt igyention thereto,
éﬁyg,hﬁﬂgﬁﬁ@gomﬁg; Bopg, S 5ugetDligh48ag B0paSS e 6012065 by TORE, 75pg,

i Labrotutl S 1 i 183 J 10, TiaRE 0 el kg 30 1350

24010 145#@ 150ee dg6sg.900p2 itedgalibype, BiSpept iiey tfing, 190ug, 19518
{ i :

SRR AL R e e e

eerrespprding amaynt ofsale2al b2adimry2ambier of agsiydiate or solvate used in

Bavhidagdlcad Easilpbetatile@d bg@ﬁ@sl&ﬁuéagna@ dbfsvéﬁdh{gy&nhe @ﬁblce of anion.

P e e 000l PSR G 0 U S5y

adrhiniterbd oy i thre2 sinded 'a da?,awﬂxﬁe admiini2graticd) orra yr tveice a day, more

BAALNS LRLEAARS LR8P Rl ALNAL G 0SS ORI ElS, 1

era cul'a
10-200 g 2a.11', 2a.12' or 2a.13" . For exanple and

Wtﬁ@%%pdtﬁ% bf fb‘h‘nﬁﬁ 1t at?@ a@xﬁﬁﬁﬁ&red hrpé’cﬁﬁglhafbnt\ﬁﬁ{ § tF‘?)E IV inhibitor
ébg?ﬂ%%ﬂy ?B@Jt 1 8'%’800 gggb %@m@%redlwgmggwe gPH@ga%‘ly,
édl&@hts &Qmarehaﬁﬁnstéﬁaguclﬂﬁﬁgeacﬁ QingftUbse déthsins 1(509000

ﬁ%’fhﬁggf QEQ& ’ig pa}tfélgd{ 1p7rg faé)iygg(g] I&Cm%tjﬁgo.gfror exalgple and

wdhoWrsitnctmg thepresént givzendm;témrefd; el 00pgy t Egpeotizlhieg 125ng, 130pg,
y
or b 4@{%91%51}6%%%'1;}31(313% éﬁg can éasn F’% {)Sﬁ% %:%%g?éé &
b30ugh 893, ROQue, 2APwg, ddprsdil Ane.a0npac225hei B¥uef 2 migord0ug,
2w ihes@mas 259 g, bheuE 26508978 of A5H 95 1g,
g@qﬂghsé(ﬁ%s 531 3 @u% Sﬁ%rsﬁ gg,g?gy BebgTsshd; Wel'995pg
3 1B ORPeS EPHSS3 Quaaaﬂ%nwﬁ‘ioeg, 345pg, 350pg,
38BHgNBEIRBEN, omo@gﬁmg}q%eug 383)ig, THO0E, 39@3@ £003g] ¥05pg,
ar rreg -.acc
G SR bt RESAE 300k #55Bk bk e okl B3k, 46,
%ﬁngnﬂ%{i@, 4@51ig) 480wy 4R SR £, 00 t4955g,FﬂDBug\/505mgz Pilpgy 515pg,
n
g)elﬂgél gggg(gls%5§%9%;546u%l51¥9;9g%5@u§t55%ﬁ§ %Wg 5f§§u%r §%ug,
Sug, 580ug, 585ug, 590ug, 595ug, 600ug, 605pg, 610ug, 615ug, 620pg, 625ug,
630ug, 635ug, 640ug, 645ug, 650ng, 655ng, 660pg, 66518, 670ug, 675ug, 680ug,
685ng, 690ug, 695ug, 700ug, 705ng, 710pg, 715ng, 720ug, 725ug, 730ug, 735ug,
740pg, 745ng, 750pg, 755pg, 760ug, 765pg, 770ug, 775ug, 780ug, 785ng, 790ug,
795pg, 800ug, 805pg, 810pg, 815ng, 820pg, 825ug, 830pg, 835pg, 840pg, 845g,
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20 anpunts of 2b are adni ni stered such that each

S | e contains 10 - 500 preferably 50 p-1459%9s5/0040
d}ggsﬁ?t(’?%?h arly preferably 108&1000 g of 2b . FOI;C 7

exanple and wthout restricting the present invention
thereto, 100g, 115g, 120g, 125g, 130g,

135q, 140g, 1459, 1509, 155¢g, 160g, 165g, 170g, 175g, 180g,
185g, 190g, 195¢g, 200g, 2059, 210qg, 215g, 220g, 225 g,
230g, 235g, 240g, 25 245¢g, 250gq, 2559, 260g, 265g, 2704,

&Xhigg85380860,28 86 T2, 3900, 8296g, 830RGRBS 18 BGue 30y e, 900ug,

9548 357005, 84000030995, 3381 Y0 4670,95 08000 955
28, 9G0®, §701% 90 f@@ug@@éuaw@umpggs @oom@j 2bAuzy be

Q;:lmlﬂﬁ%ed Oéééﬂygledfcﬁﬂe Yn thé'@o%ﬂt ﬂmZP&n&lZcﬁﬂm&%as 3828 490Qd, the

WG‘@P% %@%ﬁ 985 t BS%gcasgsf‘gfy bemlgulataddy the ghiljed mgs fom the

el 06 given Hrgeinthtie, d%@ﬁ@in%5ﬁ% chofte®f 2809, 605g, 610g,
6159, 620g, 625¢, 309, 6359, 6409, 6459, 6509, 6559,

660g, 665 g, 670g, 6759, 680g, 685g, 690g, 6959,
IFokgomidmgds oflfognuld 15ge adiRibdpterd® bocomtdigion #3388y steroid 2c¢ ,

G408 90l 12900850, 1PR0 LR 00, ngg e ggg@rabzy, amouts

re @@g@xst@g@;gmhg gaclgsng@le dv@ @@t}msﬂ}z uggpre erably 5-2500
Sgg/aﬁP Wp%)fé%ﬁr 103136113!) " é@ﬂo 186 Qam 516 284 w%ﬁ@& reﬁﬁ@cﬁlg the

8850 tg 905% 10g, 915
@2%‘{ mgs%(m §> @%3 Sngatlis. 3 Opgsiynse: %@945%§§ug, S5pg,
Wp@%?&!@gpgm@ 8 gSpQ%@ IOngl@@ﬂ.% QEO,ZQ 125pg, 130ug,
o0 adiier) B T 0 55 lﬁﬁ 365 hiec SuE e, [,
E¥ge 5y 20%n s 205, 200u5s dllﬁugtﬁéﬂug,&ﬁ‘iSﬂsﬂ?ﬂngESHg, 240pg,
R e AL T Ty St e

W msod e, 6%0@& &32 , 82818 3308 .38 18i IH0peniASnat 3 ¥e,

390ug, 30584, %B@Eﬁﬁs@ﬁg%o&g, 39‘59%1041)(% M5pg,

%@?5 i 390us
‘ﬁ%@t A géu@éﬁwepgw gwéﬂgﬁuwéﬁua ngatirre, 460ug,
%Sﬂlt@il wozisag?wsa,cg:u&u);g% 4|55 pgl, agog% 498nefsm0ap) 305hg; SRRO5S Bug,
e B0 YO 55 S0 Bt grasny SsBe s oo s Bidhe,
§Heuged&01g] 08712l 590108512 B0 SEH5 18 Fd Ond 0H, S ngSe0uB00E S 1g,
oiﬁ)glg 6@3%96%619% 489% 899, 6808, 688Hg, fole, 420Y; 680,
@3§5'¢§; @%@; QQI%@ @Q}@ ﬂgé@ Vé0wue, 71688, 720897251865 0nERBIP 1L,
;7415% 255 78@;9@ 76302 F 708400518 R0ug 2%, 790pe,
905e, 3300, 5350 30885 5pBEHHOMEOBATHE,
2%@ 8553@”5%3654@@7%@7312@683%,93853@,@0“@3@5%, 900ug,
NG 0290130092008, 92508, 930pg, 935ug, 940ug, 945ug, 950ug, 955,

960ug, 965ug, 970ug, 975ug, 980ng, 985ng, 990ug, 9951g or 1000ug of 2¢ may be
administered per single dose. In the event that salts or derivatives of 2¢ are used, the

corresponding amount of salt/derivative used can easily be calculated by the skilled man
from the values given hereinbefore, depending on the choice of salt/derivative.

If the compounds of formula 1 are administered in combination with an LTD4-antagonist

2d, preferably about 0,01 - 500 mg 2d are administered per single dose . Preferably,
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355¢, 360g, 3659, 3709, 3759, 380g, 385g, 390g, 395g, 400g,
WPshos/1 A9, 4159, 4209, 4259, 44309, 4359, 4409, phhR8005/004073
450g, 4559, 460g, 20 465g, 4709, 4759, 4809, 4859, 490q,

495¢g, 500g, 505g, 510g, 515¢,

520g, 525¢q, 5309, 535¢g, 5409, 5459, 550g, 555 g, 560g, 565

g, 570g, 575g, 580g, 585 g, 590g, 595g, 600g, 605 g,

610g, 615g, 620g, 625g,

630g, 635¢g, 6409, 645¢g, 6509, 6559, 660g, 6659, 6709, 675

gmoags gf 2d 685960i6yr@aBgh Ha0each 8BglcAlsg comaiy .1 7206mg, preferably
9358-91 00?1?7% gyart?éggl'y p%%fg?aﬁggg étgﬁ% o209 For eBindA08nd @RHout restricting
ﬁmembgvg@@gt o, Bmgg2 @zggsmsésigng,gaug, 7, éE!EglOlB&aobz Smg,

394, 17. ﬁﬁggo 29, 38% @()mg,

88 ggwoﬁ 58 g{{ r@g 09;,%5\ ng %ggy Qgigsct)ggg’%g' Ogoz%éﬁhe event

a80acid 9&5@0% 830salt9 95@@@&1&&1&”&@&&: ﬁ@d;lﬂb&@rﬁ@pondmg amount of
i.st.ered.per ent .t

SRR P25 pR s 2afRE R oy ie MEuGI B SR §RubTaiven

hersinbefood, dspdnidimgeon thatheiec ofselt/dedvataesi | y be

calculated by the skilled man fromthe val ues given

her ei nbef ore, dependi ng on the choi ce of

KAhe rorapqupds p{formpia & a76 adwinigersd i embripatian with aEEFR-inhibitor

adrprabﬁbg»ra%ut TOCOrIR00 @tglomewetdanaﬁistle éafzbeae;hgm%s@@referably

ref erabl. are
%Pﬂ’r“F? uidean as@eméma RucGetench ﬁ’P%lﬁé’ggeo?‘iFtal\ﬁfoo 10000ng,
PRETAHO 7369 8600 FF; TaERALEE/ HORAFE 1000010003205 22d Far example and

gvgrgbﬁ‘c' B ﬁ%{tﬁg ﬁ&s&ﬂ%&ve%ﬁ%gl%}e@g | zgg@*@g“" d4 ﬁg}ié 3h06ug) 1350ug,

M@‘M@r Owgllwmglrbiﬂuzdlsopgg, B5anp) 1608ng, I\ﬁSBhg;dﬂOOug 1750pg,

ﬁ@(‘fdug fgsrggg md@%pimﬁgt 2o7owgr*zdsepg %bﬁ%%s%@ 2200ug, 2250pg,
%370%'@2359@@24%,%52@50%5%@%27 Rue 200Rys 2§§05&;g2700ug, 2750ug,
2800g, %5@@290@%929@ ng230008 g, 3300 34605@@31@0;@@190,@@ 3250pg,

?ﬂ%ﬂ[ﬁa%%ﬁ’u%ﬂﬁ%@ﬂ%ﬁ%iﬁﬂﬁﬁ’f@as{gﬁPgsgféﬁpuaﬁ@?Egg o Ole, 3750ug

| &8(19p1g$33&50prgh3390ﬂ¢ng[ 3950040098/ 40501 2,0f1 008g) 4150gg,i4200 8,250,

GSPORSIN SO P Saf BT b0 s
&$Qﬂutge4$ﬁ0#§aﬁ00@€r #9501y 200000, F0B0pRE l@ang,oilﬁasg,oﬁfZOOug, 5250ug,

émggl §35by @{ 5&4@@? mﬁhg; 5% ogg ﬁ@gg%t 10gg swsbn%aﬁoopg, 5750ug,

nhi bit or a
SD0uee>Eaiens Wuecsd Dee S1RYESB08S,51PDBESTADHS, 52008 6250mg,
ﬁmfgl&ﬁugmw I@ioe g,obssuag ddoep mbpglmgbﬁg, 6750pg,

g%c%?‘:g; %0% ?9;3? , %(9801%)3 %e Q@mnlﬁiﬂ?g per¥hgle dose.

bthgplent dratl acidiatificion salmif 2ie atd upgd,t the cprregmntlinigravennt @ithe salt

é%@&gf e R L

depsoding on glaoeh O’t}fl 19009 19509 20009 20509
210Qg, 2150g, 22009 2250q,
The two active substance components 1 and 2 may be administered - together or separately
- in each case by inhalation or by oral, parenteral or some other route, in known manner, in
substantially conventional formulations such as for example plain or coated tablets, pills,
granules, aerosols, syrups, emulsions, suspensions, powders and solutions, using tnert,
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2300gg, 23509, 2400g, 2450g, 2500g, 2550g, 2600g,
$RPR8s/1037409, 27509, PCT/EP2005/004073
3800py. 38509, 29009, 2950g, 3000930509, 3 100pg, 3150py,
3200pg, 3250pg, 3300g, 33509, 3400g, 3450g, 3500g,

3550g, 3600g, 3650g, 3700g, 3750g, 20 3800g, 38504,

39009, 3950g, 4000g, 4050g, 41 OOy, 4150g, 4200g,

4250g, 43009, 4350g, 44009, 4450g, 450099, 4550g,

46009, 4650g, 4700g, 4750g, 4800gg, 4850g, 4900g,

1950yic, phadgceBsly suibbBOgmisd 60glvea®00g, 52504,

53009, 5350g, 54009, 5450g, 5500g, 5550g, 56009

2650 5700g, 5750 5800 5850g, .5900g,
91'@@86 p@g@@@onsg@g@;gmnglq;@@ g@mga%n dogbly o _@ggégnclude tablets,

@a?;'@@l@s s ﬁon@ﬁ@&ﬁhorﬁﬁ er@%é%ﬁ”he ﬁ%@ﬂg}n@ﬁ%ﬁﬂmaceutwally active
SBnga Bdoauiear i bea B S0 o4 hy Rght preferably

exaatovhay watihd oﬂﬂréltcbtabct’bngﬂsitﬁ)noSuﬁﬁalﬁf@ldﬂiﬁlﬁdy bé blstained, for

di h d | .
S Do abiitk R Rhatriiah MhdnPi e RaEIRY ifle iner
Aduasisvueh o$ eglciutieqeruiptegcaeiumphospintcoe lafiosscdidintegeantywch as
E%n sgal?ct,ﬁ ol %Hf?ﬁatcﬁﬁ Bﬁﬁ‘él@ A o Pg@atﬁxe%n%t such as magnesium

ster er or separa In eac case

Bgarpietoatale ﬁ@ﬁwf%&geesﬁ for Galaying fersa¢h Y rcehopmetbpbseilulose,

ES e abdtate PAMALAER BRBELyvIn] acetins tTAB Attt ¥ha§ QIRY RBInbASSdeveral
ormul ati ons such as for exanple plain or coated

®BPets, pills, granules, aerosols, syrups,

enuIS|ons suspensi ons, pomders and sol utions, using

/ /
CRER bl RS Pr O ap s a TR A ety gy pad e bbbty to the
Bbldaawite sgrstapacsatdroaly fised fadtablet etatings dort mnm&mumm or shellac,
mfaf‘e[bgﬁu hac, ]tltﬁﬁgm%ﬁﬁ&é &ds%gﬁlav\g[) Qtfieve &e@ﬂ%ﬁ L 8Sase or prevent

upposi t orles sol utions

tion
- BropRatihiiienihe seremey-Ato epasisp @dmﬁwﬁ af by oﬁﬁbﬁﬂu dhe tablet

shHoinb thReoh fist dTa ﬂmeof Fa?é'fb & hidve dBfaydd Fb‘i’ea‘é@';ﬂbsﬁbly using the
pref.erably Oélﬂtbp %} % wei ght of thetotal
BEARIERS pregHon Yt ea" s may be obt ai ned, for

exanpl e by m xi ng the active substance(s) W|th known

SXCI $ ﬁ'ﬁggﬁ{&% a@i‘g P%w&a%é%%%csﬁ 8% gombcin?ﬁjo o?ﬁctive substances
dicordingtyrthainyestiohmay addmmallytcanf@hl a)s’wwlteglﬁm@hae safcharine,

I, I
LIS, R0 R0 i AR RIS, 0 BTRGAT 3 U6 Ailine o
eBRgs Pxitnct dihex gwy aleanigin war%s@yraémws eethi¢kepes such as sodium
68bo eyl %@H&l@&eﬁ mﬁtﬂg&dgaﬁtg sudhrasr%lr YAk, RaémhiEon goducts of

bg Do theb e @%%Eeﬁegffvraei%ﬁ@wu@{a%%ﬂ? enzaates.

produced anal ogousl y to the 15 tablets with

SRS BRI b 13AY 408 o' A Ble SORIISeqi R agents,

or s
pleswatmes du@»@sdehxdrowbgmoatwmratﬂbﬂ@w stieh agalliali metshgalts of

ShylRh&M&Mine tetraacetic acid, optionally using emulsifiers and/or dispersants, whilst if
water is used as the diluent, for example, organic solvents may optionally be used as
solvating agents or dissolving aids, and transferred into injection vials or ampoules or

infusion bottles.
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inconpatibilities the core may al so consist of a
RAIRRE 1@k ayers. Simlarly thﬁgtablet coati ng PEYEP2005/004073
consi st of a nunber or |ayers to achieve del ayed
rel ease, possibly using the excipients nentioned
above for the tablets. 20 Syrups or elixirs containing
the active substances or conbi nati ons of active
substances according to the invention my
additionally contain a sweetener such as sacchari ne,
Eapbdesatoatainghy ose ol more sstigasubandcea of kavbinati@nhdactere substances
I .

e aPta IS bQhrB B il B Al StRlana X P o spiery such
emt@rz en @crrblt@lm@ﬂ pagkig theominbgalatingsaysbashy | ¢ eI | ul ose,
‘Qﬁftﬁﬂl@ %@gﬁmrﬁas %&h%/tbe%adeffef emfptfﬁl )ﬁﬂ%@ﬂﬂ%ﬁﬂie@browded for this

pro uct s ééy al cohol e oxid
BP@Qéf‘ra%ﬁh 6\%@“@ Ats 2§ Pp Yﬁ%kaﬁglwﬂ 25 rivatygs thereniis

@xelpwh@pﬁmew miak} be Rigedinbialle Vf@is’exaﬁl;ﬂle, w»méﬁ- hpHaR@acetidllyQRceptable
ves. SUuc as

I sotpni Cc ents, serv
Sl RS iRt B b lobmaaatior egphig ofls (e groundnut
oeteahms aﬁl, snawh- 8ﬂpcﬂWbtnmmﬁalaﬂh01@(et§bﬂﬁﬂ@l&irlg@cﬂﬂl}j garriers such as

\M%t 1129[?1% #{Xneyéiitp'agrdlggf% o%nitc%[ég 2 U(g}] ?1(%1? ‘mm?ral powders
br-gdnghly dispersed gliviaycid p\nd sitightes), B@atﬁf(e@ aesle ssgﬂryfactpﬁgand
3aRHd e%ulﬁﬁéx%% gl 1'?@111‘?'59§m sﬁ{)j&‘fht@ [1@1?1:% Ghd célﬁltlc%e stav%h and

I'nj ect]on or ampoul es sion
p ﬂ%@é ) prekJubRoesS fool Jungacsien slearats t&% rtffearlﬁ plg and
ssdulauipl ®iphatd)ve substances or conbinations of

active substances may for exanple be prepared by

m xi ng the active substances with inert carriers such

Her othbainuisstratiorsibe itla$ mapdofrantsi nepntalivg apan fromght abévementioned
cARsy ?cﬁlbtn%lé 'sﬁﬁpésesoaf&ﬁpaﬁb&oédlaﬁm%ogﬁg %&i ﬁlc%ﬁfum phosphate

exanp carriers provi

Eﬁgﬁﬁl@%t‘-ﬁﬂth éf@léWSaﬂéi%ﬁéfm push ap staschy preﬁmlalwhsarceﬁ@gh yastatingjand the
like Misrebvar! muﬁ@antsfs%ﬁ af maaé%i&h StehrateV it dhbin Wyll&amﬁﬁﬁdmd talc

i ncl ude, for exanp ar maceut i cal

nR¥ dp s & theofraamlee Eﬁwﬁ%ﬁ{@tt%ﬁow Fhé’fGF‘Ff‘n%f agBeqys suspensions

fretactiesishnes i te) combigelt with eartjuk ﬁaﬁ@xr@nhﬂfc@ﬂsl’tﬂ Rulourings in
nono functional al cohols (e.qg.

r, pol
gé%a%noo Qx 1%)813@ 8165“10%51&%0%%‘(5 such as e.g. natural
m ner al povvders (e.g. kaolins, clays, talc, chalk),
synthetic mineral powders 10 (e g. highly dispersed
silicic acid and silicates), sugars (e.g. cane sugar,
Prcdarally. eyise when thsos®)commenprss diaad 2 apeadgninistened separgisbniat least
whﬁﬁﬂehﬁl sl aﬂﬁﬁﬁl%}bereﬂ%tyl'lﬂlélﬁlidrﬂ kf%@n oﬁélﬁ rqu a@ffhistered by inhalation,

g}ggﬁ%ﬁ%prrol done | ubric {1 . mane? qu

(RO %@%@3? AEe Bk soRHates sem?ﬁqné fAYy also

sdthinkstdrer) for tharfrple bytopdl oaqinfemesdl r@ite ufgng Reniubdtioas Sommlonal in the
. romt he abovenent

%fé §1?c?lelﬁ;si)’?a1% §§9qa%d§gb1§§ 1115, Sgrara;&qs RErosals, Sy1gps, gg}uiﬁlwﬁ suspensions,

pewdrsn ané selntiond, vsihg ingrh photpirapharmpogsichidy swiable carriers or

YAbdpus additives such as starch, preferably potato

starch, gelatine and the

~ Preferably, however, the medicament combinations according to the invention are

administered by inhalation by means of a single preparation containing both active

" substances 1 and 2 or by means of separate preparations each containing only one of the

active substances 1 and 2, suitable for administration by inhalation.
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i ke. Moreover, lubricants such as nmagnesi um stearate,

[ ryl sul phate and tal y be used at
g@%\g&ﬂoﬁgfor the tabletting ﬂ(léocess In the c:aspté:t}%fpz005"004073
aqueous suspensions 20 the active substances may be

conbi ned with various flavour enhancers or col ourings
in addition to the excipients nentioned above.

Preferably, even when the two conponents 1 and 2 are

adm ni stered separately, at |least 25 conponent | is
adm ni st er ed by i nhal ation. If conmponent 1 is

{ t he,.t ct
GliPls eertion? inslicR Bl act P alabSiintp A g mejereg dose
dezosobschripno sl lentefiied inhalebdasplutolsy Iohadblopovpdareatoerdihg to the
{ng%tﬁ)n%ﬁh%gmﬁc%ﬂl%éﬁltﬁ)h%ﬂ8? 8951:\{1%? gﬁ@s%'ces' f?ﬁﬁmaz chns?# %P the active
sgbst@p@es o theiswmer ofampdnsicd rﬁlse actlp@ﬂ@@iagmn’dth physiologically
%&E}B{E\EIQ RcipidiisNGVitine &ﬁe Sceﬁ@oit & gfésenq lﬁﬁfeﬁﬁ&? Wd ©ah pYopellant-free

suitable carriers or, 30 sol vent

infialable gpletpRsalsCpRIRREaNE FRYTaLRE B ﬁ@n}?qnh%a‘?tlﬁ éOIPHQF@rTF"FC{i’rfOT use,

'ah@pregamdﬁs %t:&:fr@ﬁhg oy therihaélﬁbh ehyRyniABARS cohbidasdmgl Rtive
active substances

G5B land 27 hee pAP AT SE ST ERST Buts Saals T Rgatons

Dindsy fammlaions bvhldhﬁnagche weed swithsi the cespe bf drecpresens nivertidnare

R BlT Bt TR ek R B Pl e

i nhal abl e powders, propellant-containing netered dose

?hﬁﬁ@ilﬂe BowREPEGRIthilg fifeRBnibIRIcAR lof a& eiulbSdhices according to
I nhal ab] e powders accordlng to the invention

ABR¥ERHoRG t he conbination of active substances 1 and
‘Pherinfialeble pbwtic@factdr@ingad theem'ienauh) glagR6Rtain0Nard® eithepvn their own

f
%ﬁ?% 9@?’8@6&#{} Vltaglfgglgflg% %?uclgﬁttél %%§CWPL If 1th|§]3 active

sbsfascesil anti@ qoe pesertt in admixtire withtphysivlegreally acceptable excipients, the

'f?)'ilg %;ﬁ{j&loic{gg(%llgtag lta%lpé S}]Eﬁ&g{ fngg Be BLeddol P{;Jai‘g’tﬁése inhalable

ut | on
n@@ders qqﬁerdmgetpéh%\mvsnﬁsoramp%ﬁcd@md@ g quruaé Iﬂ%ﬁ?
&@{Hﬁﬁérﬂlteﬁ the %’éﬂ%eﬂ Qdcbﬁ’d}]g&f n@%é{evﬁeha%é@P §emdlpoditdcoharides (e.g.
i t her n one, formul ation
fextrtn) cﬁ%ﬂﬁgo OM% sarbitplo PR B R ersaﬁmﬁ@m&?@a*de
M&hmn:aﬂkbﬁatﬁ):@ml)@\ﬁreﬁ bEthpdeaseipients wigihbneoahoshice, Preferably, mono- or

X
SRt ER i Th i d e AR losRBE By i referred
patitilardy, iboheot ekclasively cindhb rand dlseihycdoatei. ng to  t he
i nvention: The inhal abl e povvders according to the
invention may contain 1 and 2 either on _ their qwn

15
Whthiths apaperal e PAIRDIS GPYEeS 8CGoRging b Bgimuentign the excipients have a
ﬁﬁﬁ1ﬂﬁﬁ@9¢&ag@)ﬁéﬁﬂil@ﬁh§ of uff totﬁﬁtlﬁac bic¥&abl uaeme@ﬁ q6%ind 1866, most

et BhFRe L) pER Mo S At AP OR e Gper

amdmattﬂmlcﬁommﬂpamm@asag@arthﬁe sizeof I m Q]umettaﬂle ektip®ats mentioned
éb% @l %Réﬁ% ﬁn@f‘) &ic?}?lgntg% :{1&)‘ é%gac{eﬁ f}ol?r?t e'%&.gat c;»togﬂ)ssﬂale excipients listed

or ara
herembefore Fmally, in order to prepare the inhalable powders according to the invention,

micronised active substance 1 and 2, preferably with an average particle size of 0.5 to

“10um, more preferably from 1 to 6pum, is added to the excipient mixture. Processes for

producing the inhalable powders according to the invention by grinding and micronising
and finally mixing the ingredients together are known from the prior art. The inhalable
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di saccharides (e.g. |actose, saccharose, naltose,

trehal ose), oligo- and pol ysaccharides (e.g. 20

Hexeawsdns¥y pol yal cohol s (e. g. 76orbitol, manni t oPCT/EP2005/004073
xylitol), salts (e.g. sodiumchloride, calcium

carbonate) or m xtures of these excipients with one

anot her. Preferably, nono- or disaccharides are used,

while the use of |actose, trehal ose or glucose is

preferred particularly, but not exclusively, in the
ﬂog{gl'gi‘s F&B vv(r)j gyre:gng%nglép anva\{}(tbhe' preéaﬁed an;&\?a@%trl%]cste}elaeelther in the form of
asinglppewdes nhatuee whichzontais r’mth howt hgeinghe farwl of sepazae grthalable

REiELeAPLY2 het ween 10 and 150m nost
pre%epgaggb efmeeﬁgpgaand 80m It may sonetines seem
appropriate to add finer excipient fractions with an

PRSI PG d s Qcc%f(ﬁﬁg eftha 1rfv@nt9c5ﬁ 8y bOSdBstRbEMifg inhalers
excr lents are als

ap
OB PR e e Ifgrﬂﬁﬁfrﬁe APBER R PEFRHOD T highypntain o
Iﬂn@ﬁleldgbﬁﬂp aceplabRadxbipient i Miditéon tod apd gpﬂa[}ebd dtkninistered, for
1@%’%&8 Vﬁﬁl’?&le%g %rc(ilrl cﬂ‘%\f%o & h idgsg AL gggﬁ)p:i)q USI{lﬁ a

ive su {ance
nmsm cgmbpnas deetlebedrm & So457@650A,o)r by@ther mans as described in

D % 953RE W Th mh%labﬁ: onersszg:e ﬁ% th Phd B@ﬁlﬁf&ﬁ"f{h&%ontam 1and 2

m xture. Processes t he

%’BMB@H sespdiongvifloa pmelcr ﬁgleﬁbr asReIIbleg pYGiRiPRfgnaynke administered,
281l nkidlg (idhdlbralon 1551 thé Aginé frarbuﬁ%édbﬁrsrﬁg inhalers as

f@%@ﬁ%@iﬁ%&%ﬂ%@%&?@p&oﬁ@? ol /B¢ aile oVt A ipe o the

itreentibe wihivhehtatmpliyaioldgicilyepesptablaeadipeitiin bddigoreth 1 and 2 are

(NSl dip L (PR, soafbl 1RSIk LU Yaflhs as

contain separa
derﬂrré)leé,kfpeexapmlrmnéﬂ/@m&l&9é%nt ainonly 1 or 2. The

i nhal abl e powders according to the invention may be

adm ni stered using inhalers 5 known fromthe prio

Ayparticyl ﬂ%hprﬁérr@dge’r?@er fer weing theinharmaseytical rqwfaﬁ%trwcwrdmg to the
iden€ibn GoiMhakiiesds shidwisingliggeaal | y accept abl e exci pi ent

in addition to 1 and 2 may be admi nistered, for

exanpl e, by neans of inhal ers which delrver a single
'lessmh{tlm(rﬁaadﬁlabp foumhaiga@owrbmﬂphangaoehameompesmons from

szlgé;sl gagiréc@enggd ég?@gé@@ %Bnt%%x r%ttn g aW 4 pgagm%eck 3 in which there

agcaibindgt pgrts and whichnyprovided Wit acterasn iftsgeured by agerzen hopsing 4, an

iRRldRAZhhMbéE &REUEEL tﬁé‘ d&ékt jﬂo@wﬁﬁ}r%&é R lfﬁﬁh Ib¥itton 9 provided
véceptsglee cipLen admnlstere

SrpGas Y hand FRAMEF SO0 B PRHES e mouthpiece 12 which
il ttrriiwdftak &S the howding b, the)d édkiBadr@irsscoatr 11dvia alspidit f0to enable it to be

(e g g ot OfEn Tt i o e e

physi ol ogi cal |l y acceptable excipient in addition to 1

I?ﬂ% Iﬁaa?z{b?e &&#@ﬁc o e gé Hllvgﬁ‘tl ta? el l?eg]gh%ﬁ%gcéﬁ “ift ‘?:liésﬁfés in

agensdarico adth thepre&rmdpn@hoci pif artmlgmrmmmquaibwe hegapyules
SH(‘SIQH %ferf&gblly%eﬁﬂaﬁf frbRN tH%’Orﬂﬂg LRE. RERLIRE %thbciﬁ’slrentlon they contain

nmbi nati on accordrn the inventionh |n l e
e;tgerstﬂgﬁmerpﬁ srma@qj? ¥ tliegdosages per single dose specified for 1 and 2 ﬁerembefore

B) Propellant gas-driven inhalation aeresols containing the combinations of active

substances according to the invention:
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Thi s inhaler (Handi haler(r)) for inhaling powdered

phar maceuti cal conpositions from capsules is
MRLOB¥08IPsed by a housing | d8ntaining two w nd&R&EP2005/004073
a deck 3 in which there 20 are air inlet ports and

which is provided with a screen 5 secured by a screen
housi ng 4, an inhalation chanber 6 connected to the

deck 3 on which there is a push button 9 provided

with two sharpened pins 7 and novabl e counter to a

spring 8, and a nout hpiece 12 which is connected to

the housing 1, the deck 3 and a cover 11 via a spindle,
Inhalationarepyods ¢antaiping gropellan gagacspatingio theventiggmay gontain
§uUbsRHER 1hAH 2dids31ve@lin ﬁfélﬁ#éﬁe‘ll dgab 8r frl ayﬁe&@alfm NGAd 23Bay be

If the inha ers acco

tot
Bresent i f5@ay @ﬁ%@aﬂw & ¥pa sing prﬁfmratlgzac@f\@éﬂl&i Qwﬁ 2 e either both
dikwlvedebsth l‘dfs@eﬁéd toshl P bn@iebﬁprn&?ﬁ 1§Hig;|@61v€&=§r{3 thé G?iler is dispersed.
ou ref erabl.y, contai n m 1..
P BosiCaBRr R Spa i e e B S ARt i o the
averten atr@bmmefromrthespnm‘rm dujtablegroped antepssqare slevgdddrom among
%Qig&‘;ce E'sﬁdheeg. o délroeéne?ﬂ %u%lng SF RbBREE L4 %]haﬁrﬁl @%ocarbons such as

nhal at1 on aer oso
i ffﬁ’éfrﬁh ﬁrarﬂat@d@doﬁu%:med@enwwgs afmethang @6»6@¢,rpgonaae butane,

&RPprePaRe bi %Fblob\ﬁ@ngoqlﬁé E%@ﬂﬂ'ﬁ égseg%nEBMoQQﬂfa?%e used on their

I'nhal ati on ae osoi_ ni n&r@é%fozehg\&gag%taémggeﬂmed alkane
@dirdraﬁve:il sslecled @dnm TGl h,er@rz; mﬂlBam(l gasz-tefraﬂtmrﬁhtlsmj,MW

@ frb 3 3 # Hf,:%tfxﬂuor%(% Bg@ayl i r%rl])%tﬂree\}he %?rtﬁéﬁla)fpgﬁegﬁ gases L 1344,
2ﬁkmwbumhnﬁsﬂws&ﬁbueﬂpﬁﬁﬂﬁﬂ di spersed or only one

conmponent is dissolved and the other is dispersed.
The pro el | ant gases which nmay he used to prepare_the

* Therapeg! thdla‘é"r“dﬁlbfl‘ gtignasssglsrgeerdingtie the inyeation srpyzals contain other

hpRMEnfs'sQth A \&-§lvdits, Qtrab111s§§| duptabtentd) DBekidamt, I9RSRSts and pH
$He seI%@t d fro%# W% dro&@rbons such as
TUSES gty k§‘8 HHHY %nd hal ohydr ocar bons

such as pr efer ably chlorinated and fluori nated

AR RAALANE R o TBEOMGS RIS £aPLORAIS: 0 A0EichGnay contain

opr opane or gases .
upetmﬁ whrded obiydive s elaséder @n Atem@p}s acmndmgrto the invention contain,

13} XL, d(ﬁ@rtsgfwt B@rotm%'sam ¥, 1. Gifsah agh of QPFH zﬂm %, 0.5 to

fases are gnate al kane ‘derivatives sel ected
WBW@?G@5ﬂ01?@1/@quéwgﬁﬁmFchlfn@bflﬂrafluoroethane)
T&27 (1,1,1, 2, 3,3, 3-hept af | uor opr opane) and m xt ures

]ﬁh&r ngsﬁgpgﬁ?l peld ag Bﬁgglfseg?sl]l-r gg%éeﬁ.fg%,z tﬁe %Qgicles of active

subsipsedel preferabily heve ahabahgd paticlasize s6us ta bk pmdpreerstdy tiven 0.1 to 6
VD! in other ingredients such as

l!cl:rg Iggﬁt \Pgﬁfte@l@s?b%ﬂl tl‘c‘s(sﬁgiﬁ surfactants, antioxidants,

| ubricants and pH adjusters. All these i ngredi ents

"PeSprb Mt Jiﬁ'vénrlﬁhﬁﬁﬁon atbsdi@ctiRbab HnR8hHdA Yhchtioned above may
cont ai ni ng, ptrope gas.according to the | veg_ﬁ_llon

migisteradpisingd faere wo ég e agfdMIYs =spplered alers).
Andtdingl?, inAa6heohspeacho hebdstlt ihventibe rdl el pharme@aticdl n,

~ compositions in the form of propellant-driven aerosols as hereinbefore described combined

with one or more inhalers suitable for administering these aerosols. In addition, the present
invention relates to inhalers which are characterised in that they contain the propellant gas-

containing aerosols described above according to the invention.
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for exanple, 0.002 to 5 wt.% 0.01 to 3 w.-% 0.015

to 2 w.-% 0.1to2w.-% 0.5to0 2 wm.%or 0.5to0 1

WO 2006/BE348ct i ve substance 1 arid/ or 2. 25 |f the FAJtEPY&S/004073
substances 1 and/or 2 are present in dispersed form

the particles of active substance preferably have an
average particle size of up to 10 m preferably from

0.1 to6 m nore preferably froml to 5 m The

propel l ant-driven inhal ation aerosols according to the

i nvention nmentioned above may 30 be adrri ni stered

using inhalers known in the art (MDs = netered dose
The presgng }nvenm@p(@jrqlfgq:%,to capridges tihagh areg @ggd withgeuitable valve and

Qﬁlﬂ}QeerEd kY ﬁﬁiablérinﬁﬁélaéﬁi@%vﬁ&l &Jﬁ?&ﬁﬁ'@ﬁ@bﬂt th€ @bove-mentioned propellant
form of propellant- drlven aer os

S|t|on n
%Faémﬁa iaéloa é@reﬁqlﬁwoga%tw%a INVENER. oratable cagty ¢s and

hﬁﬂﬁﬂ@bﬁﬁlﬂmg tiadet earfrﬁfgeﬁdiﬁfh heSinBAlRIbEg a&ﬂ@@&@ c@ﬁﬁlﬁﬁ'@p‘mpeﬂﬁnt gas
add t he gr esen ent hon .relates to inhalers

B Puthe AP RUSTEATF KRQP'T HOHAE PHAGA cont ain ¢ ho

propellant gas 35 contai ning aerosols descri bed above
CLE BRGNS Bl ob Qs p AU onfilniby the porpbinations of
%tw@aiubmug@iwﬂ&hccarémgut@tmnwpmmu sui tabl e val ve

eliaﬁﬁ-’i’re@ @nﬂéﬁa%ga édl\.ltﬁ)n§ wédorBihetd t'ﬁ@ ﬁ{v%ﬁtlémgon‘f\ﬁh &} example aqueous
Ove nentlone prope

%ﬁ ‘@’SHF’%Q%"O 151’ ﬂ a0 .Salﬂe%mablg cﬁ@ashaﬁ%enﬁ%ntaﬁamm with

?qvleenﬁﬁ SOWBntSSth tiadase Gf&[cfiléd)@%‘iatnﬁﬁd scﬁvéﬁihﬂﬁﬁhﬁesQﬁe relative proportion
| se ¢ a e

o Ao R s 3Rl oSl e b R POy T R LR Dy votume,

more pantgwbariyr yntotifepeprentby eoltme ©f etiange Mhamemdindse of the volume is

?Ell nglt \?atélo | 'Hié s%ﬂﬁloﬂg 01S gst anggént?[ﬂm% @d@ S%Jﬂ%atel or together,
@ra adjysteq e/ pH B 3; to foprrefe@s@}éy R &¢ 6 ysingesuitablglagigh.e The pH may be

éﬂ&:} WS REGXefticRE o hﬁ?%ahfbvcﬁr&' e £QIN %Mp%s of partlcularly
e aqgueou

referably. et hanol
ebleinere sgaﬁmryf@? h&%&f:hlen% Bt HOBoRrPigri G i acid, sulphuric
amlld iind/@qﬂmhlﬁ)r&mlcide rBxamples of perticaladly efiitable organic acids include

/ I | i h el i. ) ] .
B R oA Rl e i
adebic aeid clacid andicg pogpierac 7@d pete.cRmeferted inarganmre acidharee
@aiédh@dﬂcaar J}’aﬂt‘ﬁuh?wﬁg aeﬁar @ﬁ%lsmiegys%w f@ué%ﬁh?éd?@sr\%lch have

he remain

affrady frmed g dcidradditiop spls Withone Qﬁthﬁlaﬁ'ﬁlYFgS‘-‘%StaﬁQPS 2Of the organic
SERAARLAY 2@, {1REAE BEA and ditfe /G Mi%tReketred. aIfRIEkiRid, Aiktlres of the

P hea ot e e bR By Bk Bt e S BB roperis
iaragdition t@tiettsicididyanguakitief e gaast flavolidngsy antiutidaatsl @ complexing
440800010 G BREC Tk BFAOBITNA, IS e, AR Lraify (U @B E R flon, i

Imﬂil@llarmnfﬂwd t@ﬁsqdmdtQCblﬂrl@ralcgd tewidjuabthe pbk gani ¢ aci ds
i ncl ude 20 ascorblc acid, citric acid, nmalic aC|d
tartaric acid, nalejc aC|d succi ni ¢ aC|d fumar |

Aggopding fo-heiinveatipny thq wldaon of cdeticarid GFDBAbPY G qf ﬂaF‘chfH)Wfl salts
tBteof, BodihRr ddefitd, BOStRNE oR CorHlSleRNE aght 4§ Gelet@%arg iR iethresent
@nd Bt %ﬁ h@h gocﬂments masir c%lntsam Osscsoln%o%ngl or these cohmpounds Ina
preferred embodiment the content based on sodium edetate is less than 100mg/100ml,

preferably less than 50mg/100 ml, more preferably less than 20mg/ 100 ml. Generally,
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already forned an acid addition salt with one of the
active substances. O the organic acids, ascorbic

A1 Q05/¥08¥ri ¢ acid and citric cid are preferredCIEP2005/004073
desired, m xtures of the 25 above acids nmay al so be

used, particularly in the case of acids which have

ot her properties in addition to their acidifying
qualities, e.g. as flavourings, antioxidants or

conpl exi ng agents, such as citric acid or ascorbic
fhhble' sﬁfuﬂ%ﬁm ch t‘h‘ég;gpghﬂgf sb 1u gdeHEé’ ﬁ'Ho'n? 010 ﬁ(%mé/%()ml are
particularly preferre 0 use oric acid

Bgfaed. t he pH. According to the i nvention, the

addi tion of edetic acid (EDTA) or one of the known

alt , SQdi um edet as stabjli
é \SVSWF ﬁﬁé/g tﬁtﬁ PSR EHAY b p qdﬁo fh?eprﬁli“’é@@'héee mhalable solutions
ﬁ@bfmhhgﬂﬁol theinvehtiel, ReRadl tBBsSeitBireGRMeavHicH &insain hydroxyl groups

th
B R v S 6 T ap o5 deairo iy S s, dvpals rreoutarly
pﬂwawenesgmﬂ | Dlyethylereebybes pilyyrobelsscfia, HYUGANEOglybcrol,

BB RS W hele SRR TR 4l G T08) b gfEbicnts and

addlitires éththiheontexh denvite oy phatheselegied lytagcdpsable @ﬂpﬁt@mtedwhlch 1s not
D& QB an@E But WHieh 84 l?éjfonﬁﬁl'a&ﬁlxﬁﬁ{‘ﬁlé a@t‘i\?y RbstAMdAF substances in

X ie to the propellant-free
e 53&0%1%% ¥ ﬁlah”@fj SQ@"&BF hoRgerite pROvE Hpavelgfive properties of the
Rrtiet eubisethce Gorinlationt Freferablyhes: sibitafices atendpavdicidical effect

| ..0., al hol - .
8L e dioR L B8 o Hiortloin P SoryBiie S 51354 Fo wpasinaye
propyictegicd] ptfett, Theleydpientsend gliiditivés, include, for example, surfactants
Ql% UPERRY 8%21%?!’&?501 %Mﬁﬁhggtgﬁr sucﬁla}f?ﬁ{y?&bate

yoxyet %d oI s an ene
E&Y‘Gn}élﬁiﬁ‘é? owwh@r@wl%wepw@nxlgg agents, aa@@?tldmandfpr

ﬁ@&i)&v&ﬁeg ﬁ/\lzihch aﬁh@e@nysr@&@rtﬁamlﬂ%%@memrﬁg%a@h@%&a@eutlcal
RHRTH B0 dhtioc e e ke AROQUBRE Ggnghe . e additves

alstomtinde pRarimacdlogichily mivaptable ehlesucihhs sodiuth ichldkide as isotonic agents.

solvent in order to inprove the qualitative properties

of the active substance fornul ation. Preferably,

Thegwelesne) sxeipicats incdwds momdamtﬂamdll asgtswblcaﬁlfdeﬁir example, provided

thik IPRIRE blrold me&hugeh% g@agt&ﬁﬁ HA, WA ARPESS %&@%ﬁm and
By mac

or _at | east n undesira I'ca
SFH@%‘S&@F‘H%?HC%PYQW&F‘%%J pequiEERg mﬁbfP higraan quy exanpl e,
surfactants such as soya lecithin, oleic acid,

rbitan est 0 hat
AR 550 Bh oo R Bk SRS SBinPumpion vih pthosens

Ryeblepresentatives atetcse ahibhaire kiprvasier thie bt vyesticddrbheetyl pyridinium
d’%nﬂ&%? nﬁ{no{;h(f&gd t(l}%eﬁﬂ)% % ih IOF gen% attepgucillag g{ﬂ&lﬂ benzoate in
arnmaceuti ca Tavour ngs,

or mul at1on,

pegnsentsatinarknguia frany & nrivoan. The ptﬁ@elwtwesmtlad@d ahove gre

LR bl YR P ORI ERERILRILEH Y50 ﬁ}%ﬁ%ﬁ lefe?abﬁ“ﬁéi 5 and
Igs sodi ur?] chllorl ge as | sof@nl C g‘%ﬁm S. riﬁ’pr ef erreWeerl an

ts include anti oxi dants such as ascorbic acid,

for exanple, provided 20 that it has not already been

sed adj,ust t H, wvi,tam itam.n E .
U3l S Bftttng cOfp in el R mesoltiehf By fidhe fambination of
atewsubstageesrl 4k, lonlyebenbadkiynium chloride and sodium edetate. In another
preferred embodiment, no sodium edetate is present.
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Preservatives may be used to protect the fornul ation
fromcontam nation with pathogens. Suitable

proenes/watdoves are those which @re known in the aRGT/EP2005/004073
particularly cetyl pyridinium chloride, benzal koni um
chloride or benzoic acid or benzoates such as sodium
benzoate in 25 the concentrati on known fromthe prior

art. The preservatives nentioned above are preferably
present in concentrations of up to 50ng/100m , nore

f
P PG 08 RE o oos BT 18R 3 e ERETLG] EApmipigiged in
patictlensingnihalessicdthedfind sbtanace capobleai oelsilikingracn@d] amount of a

ﬁ M f&%ﬂﬂ%@ﬁq E 10% d@@ﬂh@c’adfe%@e&gﬁg?n& Ergdﬁ& an aerosol

t her no So
Q#l@bla@rfpr thmpe@uanh@m Wghmhv: KPP 05 hopacF T mvrw@on preferred

HARA! raBiosé fiPRhicRARhARN: of Rh4inhR 60,2 GRErEHE 15& th{#ES0LL, more

Inyention are_admnistered in_particular usi
protearly beigreen AR apd ARulnAT %%Wﬁﬁ@b%aalﬁwletl% cqﬁlév&mebglﬂ%ffa iy
pﬂ%rhblﬁﬁﬁélélirajﬂﬁctﬁm th if6HH £h dc@sssuivathiagAvéragd ﬂi@”ncle size of less than

era hi n afewsec 0
0 Ftameteefy (55Ras b i S URTERTAHG pS PEAS SePofiRgmesponds to
ﬂieehaapmacdfy dffeetipe @eamtity. i nventi on, preferred 5
i nhal ers are those in which a quantity of less than
100L, preferably |less than 50L, nore preferably
Aateppasatus of tivkiad forgropeliantviseadibiyermnia mepied |quwt6& af pHquid

Pelihat&fidall BmpBSiabe FFhNaIARA i§ Qés%i:ib&i:fo'r eXarhfle {iPmferAdtional Patent

%%?fa%'f»e%%?lﬁ?%%f B Bai R parfie g feand 60).

 Phe¢ hebalisdrh elesikes)sdekerited tasgandskiomn bihte name Respimat®.

therapeutically effective quantity. 10 An apparatus of
this kind for propellant-free delivery of a netered
Gheaatiaveymettioaed expuipdes qitir antive sthstakeschapdeown anthieart. The

' ' ' ' f ternati onal
(AL e BB iy R 00 Rt O

97/ 12687 (cf. in particular Figures 6a and 6b). The
mﬁ@e& és%ﬂs?ﬁﬂibﬁ@&éscﬂ?&ﬂ[dr&ﬁ@ﬁdr k&6 kil RERatk [ﬂ@é@ﬁbl@ﬁhethods of

nane ntioned e a

ea@twg b Sl 5 TrBg OV v 5% e TTRGE oy as
evmﬁ’qﬂemfspr@dedﬁm Hyhralllizsibanomajfthieamtrergfoﬁ mdtgutérwmtmg the invention
escCri pe
%r}ﬁfésubé?(‘ttgla%tgrer ngJP dsll’)fo{vﬁ@; ’%%S;Bcsis& bl e met hods of

synt hesi si ng the new conpounds of fornula 1. However,
they are intended only as exanples of procedures as

an illustration of the invention w thout restricting
Example b bt 6-hydrony-8of 1t erexyn?-E-{4-methoxy-pheryl k-1 4 edimethyl-

¥ Ylaffing AR -aH.- 5erabR | Aoxdezin-3-8ndvdr oxv- 8- {
I-hvdroxv-2-12- (4- met hoxy_phenyl) -1, 1-di net hyl -
et hyl am nol - et hylé -4H benzo[ 1, 4loxazin-3-one 25 O-O

oH Y\o OH

HN N
OMe

OH
a) 8-{2-[1,1-dimethyl-2-(4-methoxy-phenyl)-ethylamino]-1-hydroxy-ethvl}-6-benzyloxy-
4H-benzo[1.4]oxazin-3-one
7.5 g (6-benzyloxy-4H-benzo{1,4Joxazin-3-one)-glyoxalhydrate are added at 70°C to a
solution of 3.6 g 1,1-dimethyl-2-(4-methoxyphenyl)-ethylamine in 100 mL ethanol and the
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H HNN Me M OV OH a)
8-{2-[1,1-di nethyl -2-(4-nmet hoxy_phenyl

wetdoysapdapol - 1- h dr oxy- et hyl } -76- benzyl oxy- 4H beaZa#P2005/004073
1,41 oxazin-3 -one 7.5 g

(6- benzyl oxy-4H benzo[ 1, 4] oxazi n- 3- one) - gl yoxal hydrat e

are added at 70C to a 30 solution of 3.6 g

1, 1-di et hyl - 2- (4- nmet hoxyphenyl )-ethylam ne in 100 nL

et hanol and the WD 2005/ 102349 76 PCT/ EP2005/ 004073

g&;%‘}%gﬂi%‘és E'g{égugg{ggs&p‘ﬁm ﬂ"g (ggy né@ qgla?(i)w%l@l 30 minutes
4it10it6 26tC.ITf BAtifred f@vAe hov corﬁ’mﬁbdl wittl 10int1h addforreland stirred for a
REGm e Thelerdichs ELegPAR BVl st win

wateh eldedintith sodiatresulploitd s ampdra&d dbwm B psidueisalisgolved in 50 mL

&‘é@ﬁ}?&%ﬁ& ‘fo&ﬁ%«ifhﬂh%e{aﬁesdrnﬁggg ) angdn;ég?ydi B %%uﬁ After the

adshitéon ofylgp el isthyt cthet 8¢ procet crysiallisesct (Thsrerisfala o Hhigred off,
Ghalhvhd RIRRIITRE ARLPSVEIL Ghyt.al | i ses out. The

taI fllter off and recrystallised
%F ?ﬁ&%gtyﬁrgﬁ@m 273\1535{1‘6%% hydrochl ori de);
m p. :232 234C. 10 b) 8{2[1

me £ sl Lylarl .
' 4m€[+bbanﬁb.ﬂqu4t1maamm 3-one 6 8 g of t he benzyl conpound

V.
£RY lgﬁdéf Wé&v\ﬂ oPrtb% dt?ltlaté% ﬂf&gﬁ?@ta? *cf}a%%%}%ﬁg% 125 mL methanol
with thesulditiopf lapaélﬁéwemn ehagnal %3r apbienh ismpgrature and normal

e%%?é" Itrrﬁe F:ﬁﬁﬁrsﬁ?ﬁﬁbﬁé&blff zﬁad{thé Eg{awﬁﬁéﬁﬁ@ﬁ dolvb@. After

trate.fre ro ol v ) er . .

W@{:Y.S isdion SLihe B OB ) L 4RlonF AEhasee Wetena aqlihs obtained
aﬂﬁhﬁyﬁﬁau@bﬁmnau&@kﬂd IS obtained which is filtered

ff. ed. Yi a 4( be hydr ochl ori de);
%%Q'wﬁé@?%ﬁ@m %nczeﬁ&)m panow?gmdenant i omers of

Exarrple 1.1 may be obtained fromthe racemate, for 20

L -eﬁg}itfoﬁjler;ﬁ-%?plgl l(i‘HinthHi:g F}Qﬂn%é Pacgmate for

nmad Srs hanol
%WIQ%GGh%ItHHe@ K ol yan: Ghirobiosisoh mads IPB(:NféﬁraAﬁ% Pox22.1
. Mi#handPRith ®. M&ﬁethﬂaﬁlﬂeeénam 03% a&étiﬁf&féldlﬁa}t Beused as the

nt
B@m 6 "B oo G G B Pr S epdlivai A pep 35 and 65 min
&éplehdidg ‘bn tisdt flovfwidid the Rreliantiomenis elussdciirst. @foatstindpgtimportance

1d28: n?gvt%%é ehifort RERRREDAN QIR Ffarml 'Ei‘eaﬁPl e 1.1. 25

Example 1.2: 6-hydroxy-8-{1-hydroxy-2-[2-(4-phenoxyethyl-acetate)-1.1-dimethyl-
ethvlamino]-ethyl}-4H-benzof 1 .4]oxazin-3-one

OY\O H 9y
HN N%
Me Me OEthvi
oY
OH O

benzyloxy-4H-benzo[ 1.4]oxazin-3-one
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Exanpl e 1. 2:

6- hvdr oxv- 8- { 1- hvdr oxv- 2-f 2- (4- nhenoxyet hyl -acetate)-1
WOdioneoR3sb - et hyl am nol - et hyl }774H benzo] PCT/EP2005/004073
1, 41oxazin-3-one O-OHH HN/ N M Me O, -~yCEthyl

OHO 30 a) 8-{2-]1

1-di net hyl - 2- (4Thenoxyet hyl - acet at e) - et hyl am nol -1-h

dy roxy-ethyl}-6- benzyl oxy-4H benzo[ 1, 4] oxazi n-3-o0ne

V\D 2005/ 102349 77 PCT/ EP2005/ 004073 Anal ogously to

ﬁlﬂ E’ %%1% IOH Zlgsc}iﬁsﬁna]?galngﬂé 1 .J[a)atlle Itiﬁg carin}acl)u%d is obtained from

( 5 g lie-beydytocy-2Hbbeng bl oxddinSamicheBondkydrateyind 41 Byedr, bidimethyl-2-

ghe#sx ; lldﬁét?tgg%&ﬁ%ﬂ gfé’fdﬁ'ocfhlon m e hydr ochl ori de.

e d651$6§‘yghofémlonﬂd)r m:hﬁﬂﬂd%M"Cm p. = 212-214C.
5 b) 8-{2-[1, 1-dinethyl -2-(4-phenoxyet hyl -acet at e
-ehlarlnnol-l-h droxy ethyl} 6 .

D) 34 2 ‘ 3 5

L ated-ep hvdroxy-ethyl }-6~
hedray)- mmh@j[lquazﬁeﬂom evi ousl y are d| ssolved in 100

e mogaq S fan 100

mietiacad ahd 1@ 3er akd hadrogdnated lrs the présemceadf 1t ghpaltadium on charcoal

| @5'3 fﬁ% fﬁ@ laia °‘f‘?‘le Jﬁé ﬁago aﬁgﬁ[ﬁ}h apcﬁ.llallﬁ%/dda[n?(gﬁm@ of Hfdrogen the catalyst

@\tﬂi@mdaﬁf%@ddbwﬁltrarh@ eyppteted dovint Therpyedust fHag erysigliisesopt on

Slis8ldtioh JF tHeoRlent 1§§u§t@n\fﬁfé‘i‘eda§l sHghdéPn filtered and
drochl oride); mnp.

| %Pi‘g 5254@@1@31}"@% kcp)de) é?hB 7153/ T-H56ti omers of this

enbodi mrent may be obtai ned by separation of the

iﬁ%@%@ﬁ aI lflrﬁ“,!rél oft HRis DI ndF %@?f%e olépaum b'ynselt)alt}gnon of the

Getmpae auqle@u@l;y thycdnmwl-lﬁetbeds(lmoprhem thearacet i c
aci d)-l 1 -dinmethyl - ethly

am nol - et hyl }-4H benzo[ 1, 4] oxazin-3-one 20 O H "~ H
Emamplm:l “hydroxy-8-{1-hydroxy-2-[2-(4-phenoxy-acetic acid)-1,1 dlmethvl-

ethylamino]-ethvl}-4H-benzo[1.4]oxazin-3-one

Me Me
~0” >CooH

11 g of 8-{2-[1,1-dimethyl-2-(4-phenoxyethyl-acetate)-ethylamino}-1-hydroxy-ethyl} -6-
benzyloxy-4H-benzo| 1,4]oxazin-3-one hydrochloride (Example 4a) are dissolved in 125
mL methanol and hydrogenated in the presence of 1 g palladium on charcoal (5%). After
the absorption of the theoretically calculated amount of hydrogen the catalyst is filtered
off. 2.6 g sodium hydroxide dissolved in 20 mL water are added to the filtrate. The mixture
is refluxed for 30 minutes, the methanol is distilled off and 10 mL water, 20 mL n-butanol
and 3.9 mL acetic acid. The solid precipitated is suction filtered and washed with diethyl
ether.

Yield: 7 g (87%). The hydrochloride is obtained by recrystallisation from 0.5 molar
hydrochloric acid. M.p. = 152°C.
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O COOH OH 11 g of

8-{2-[1, 1-di net hyl - 2- (4- phenoxyet hyl - acet at e) - et hyl am

M8] 2005/ H23K%0xX Yy - et hyl } - 6- 78 PCT/EP2005/004073
benzyl oxy- 4H benzo[ 1, 4] oxazi n- 3- one hydrochl ori de

(Exanmpl e 4a) are dissolved in 125 25 nL net hanol and

hydr ogenated in the presence of 1 g pall adium on

charcoal (5% . After the absorption of the

theoretically cal cul ated anbunt of hydrogen the

catalyst is filtered off. 2.6 g sodi um hydroxi de

di ssolved in 20 nL water are added to the filtrate.

The (Rij- xhdi {B-cniastionedrs ok thik droboddRentinayt lesobtdihe] yetebamatibn of the

gl Bt fo ik o0k o S < “Sct i an-

filtered and washed with diethyl 30 ether. Yield: 7 ¢

£34ble 119258 1y 4{ @Qﬂ'n%‘vﬂ?-( b 8 PnNGShRY])-ethylamino]- l-hvdroxv-

recrystalllsa on fromu.5 nDIar hydrochlrori c acl
higl}-6-hydyoxy-4{iehepgold, W"n -p8e PCT/ EP2005/ 004073 The

(R - and (S)-enantionmers of this enbodi nent maybe

obt ai ned by separ@® of the racemate anal ogously to

conmon net hods kno%}h thedfdrt, 5 Exalfple 1.4

8-{2-[1, 1-di met hvl HR<(

ol -1 -hydroxy- ethyl}-{

roxy-4H benzo[ 1, 4] oxa

Me M OH 10 a)

AL B2V nyl ) -ethyl am n

-oneMez I\WN Me Me

1- (6- benzyl oxy- 4H benzof', 41 oxazi n- 3- one) - 2- [ 1, 1- di et
hvl -2-(2, 4, 6-trinethyl phenyl)- eth Iliy m nol - et hanone

&ﬂﬁlnﬁzr@]-@thhndndjl met hyl

?érg ng%e%g{%t"gﬁl I_Pﬁ%%“)] E%%%I%)ném)@ﬁlygygt ed ! glgglc,)fzdimethyl-}

(2,4 6itpinetiyipdienyly-sthylaming srethiedtee teetD°Gf for anrmhmms;h £0D ol tethanol.

?—\%f%}%hfgg% }gﬁ @bﬂéﬂad cr%*?taﬁtaﬂ?filtergﬁ Shdcmd SraSn V(' %e/f)nanol and diethyl

ghGIZY[IQIdlS@lgr@‘i%ylmP t27% G-t ri met hyl phenyl ) - et hyl ami n
-1-h} droxy-et hyI} 6-
: b

Hﬁizhbdvhfﬂ-ﬁénzal’l%wk&s@t%mé in 20 100 rrL et hanol and

th 0.7 odi um b d . .
& e Senifi FISE sl ot 8 R Pk 0%%3“6 dissolved in
160 i atiremohaidi 20 mb THF, toOmibrined odthoh @ gtshéium bmuhydrids within 30 min
at 10-20°C and stirred for one hour. After the addition of 10 mL acetone the mixture is

stirred for 30 minutes and then diluted with ethyl acetate and water. The product that

crystallises out during acidification with conc. hydrochloric acid is filtered off and washed.
Yield: 7.4 g (80%, hydrochloride); m.p. = 235°C (decomposition).

4H-benzo[1.4]oxazin-3-one
7.4 g of the benzyl compound obtained in Step b) are hydrogenated in 125 mL methanol

with the addition of 1 g palladium on charcoal (5%) at ambient temperature and normal
pressure. Then the catalyst is filtered off and the filtrate evaporated down. The product that
crystallises out on the addition of acetone is suction filtered and washed with acetone and
diethyl ether. Yield: 5 g (78%, hydrochloride); m.p. 160°C {(decomposition).
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stirred for 30 mnutes and then diluted wth ethyl

acetate and water. The product that «crystallises out

waraoegioazedi fi cation with conc’9 hydrochl ori ¢ aciRCTIER2005/004073

filtered off and washed. Yield: 7.4 g (80%

hydrochl oride); mp. = 235C (deconposition). 25 c)

8-{2-[1,1-dinethvl-2-(2,4,6-trinethyl phenyl

- et hyl am no] - 1- hydr oxy- et hyl } - 6- hydr oxy-

4H benzo[ 1, 4l oxazin-3-one 7.4 g of the benzyl conpound

obtained in Step b) are hydrogenated in 125 nL

met hanol wth the addition of 1 g palladium on

ThafR)eand (Si%lalatonmﬁbbfﬂhts dntbadénatt wiay berdiaicedrinl seBfration of the
r r T of f and the

REFRRY ool A58, b St B b e o

crystallises out on the addi tion of acetone is suction

Ekinnhﬁfeeﬁs fwﬂw 18 —%‘Mvﬁfb:@%@ﬁﬁhﬂﬂgxy g_lgéf&hyﬂ 1 8lh&hvl-

Yi era; (1 9% nydr OCHI O

Al-bopge(} w PCT/ EP2005/ 004073
The (R - and (S)- enantl oners of this enbodi nent nay be
obt ai ned by separ@li of the racemate anal ogously to
common net hods knowhn i Mt hé 5 Exanpl e 1.5:

6- hvdr oxv-8-{ 1- hvdﬂ Q 2< ( 4ANQvd phenyl )-1, 1-di m
- 4H benzo| | @» azi n- 3-one

et hyl - ethyl am nol -

a)8-{2-[1,!-dinethyl- 2 4- hvdr oxv- phenyl ) - e't hyl am nol -
1- hydr oxy- et hyl } - 6- benZ&H oxy-

4H benzo[ | , 4] oxazi n- 3-one The title conpound is

pr epar ed f rom 10 0
¢th; 5 ¢thv13mjnoé»)1 -hydroxy-ethyl}-6-benzyloxy-

m{%ﬁﬁifhx‘i’dﬁhﬁ-ﬁm& 46

Tt Sarind 5 b il B VetalSud i P St i 3-ono-

ydxtﬂl)ydrétE aid éloc 1,9-.dinethyB2Y4-hhgrdr pehem - ethylaminemnalogously to

%@?ﬁgoggﬁfeégddewnlfgrzlix(aﬁn% dr o&yphenyl) et hyl am no] - 1- h
WreddeyP- @ g K8A%: }demhmlﬂ?) HAH—%%&&%@@@I oxazi n-3-one 5.7
g of the coupling product obtained previously are

hydroenat ed |n the resence of 016 g 120 pal | ad|

ﬂﬁlﬁehﬁ)nlqwagﬁltg:&hely cal cuI at ed aunt of hydrogen

#.P&Rﬁg cl:o‘\{.t%hné product O%Ea%ge ﬂr‘éw%ﬁs y %r%%ydrogcnaﬁef 1nft[1e presence of 0.6 g
palladium on charcoal (5%) in 100 mL methanol. After the absorption of the theoretically
calculated amount of hydrogen the catalyst is filtered off and the filtrate freed from
solvent. The residue is dissolved in ethanol with heating and then combined with diethyl

- ether. The product precipitated is suction filtered and recrystallised once from water.

Yield: 3.6 g (72%, hydrochloride); m.p. = 159-162°C.

The (R)- and (S)-enantiomers of this embodiment may be obtained by separation of the

racemate analogously to common methods known in the art.

Example 1.6: 6-hydroxv-8-{1-hydroxy-2-[2-(4-isopropyl-phenyl-1.1dimethyl-

ethylamino]-ethyl }-4H-benzo[1.4]oxazin-3-one
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solvent. The residue is dissolved in ethanol with

heating and then conbined with diethyl ether. The
proomosto2preci pitated is suctiog filtered and PCT/EP2005/004073
recrystallised once fromwater. Yield: 3.6 g (72%

hydrochl oride); mp. =159-162C. 25 The (R)- and
(S)-enantionmers of this enbodi nent may be obtai ned by
separation of the racenate anal ogously to conmon

nmet hods known in the art. Exanple 1.6:

6- hvdr oxv- 8- { 1- hydr gxv- 2- [2 (4-isopropyl - phenyl)-1,1di

nmet hyl - 30 0

et hyl am nol - et hyl 4
2005/ 102349 80 PCT/ Ef
aL4-i sopropyl - phenyl

(119 mmol ) 5 4-isopropyhbenzyl chl or | de, th 11.4 n
(155 mmol ) acetone yields the target conmpound as a
colourless oil. Yield: 13.0 g (57%; nass

§p19-g4 [sgﬁiféﬁsaﬁfﬂnh%w}ﬂ-xﬁgﬁvﬂ-%ﬂa&)z -0l |- acet ami d
Db iaruat 1 aaBird ROmBo s piegop fomd 28 mmgh £5

ﬂﬁﬁip)op%dt(eﬁzylsﬁmrﬂﬁydvﬁp heAyh) [ 85 mi'lﬁdl)/altcetohe yirldyrhe ta2gedlcompound

0 kG TRIBE VPR qé'oﬁpé@?%ﬁrmsﬁse R L

aI kaline with sodium hydrOX| de soI ution, during which

é\p%lét@? r@ﬁ%ttqnys CEFMFQLP‘JI xinﬂz 30,2 g (i% nm}ol (4-isopropyl-phenyl)-2-methyl-
groﬁ)énJZ&ﬁﬁH PR YhanBBedeétoibel, fﬂ)r Ekzﬁﬁ;&lb\l | 7oR tTh¢lrédetiBe mixture is poured

R 564 Site St eiGR P plipmyyorige sy furing phishgime a

mhchn@i'mgma&ﬂymmstdmeUM Hteddard didagd d_ovvn for Exampl e
%6%8)290%@ %)d%lagé)S&c&grﬁet% [R/Y-]-q_hec__@:;gr ide); mp.

6- benzvlox}8 {1- hydroxy 2-[2-(4-isopropyl -phenyl)-1, 1-
ddlethdiiipgenzol 1, 41 oxazi n- 3- one

| BE@FWP 55892 @t%wl - yigorsgpylheny)- Ladimstiyl-sthyllgcgtemide

gdusty@8 he ed]uré-lagd 45w faBXanple 1.7¢).

A PO B i b g REy oty e are

After cooling to ambient tenperature 0.24 g (6.3 mml)

3[?6 ﬁgﬁy;ﬁ -~ )ft(ﬁ'ﬁl@th Rethylaminol-ethyl}-

4H-benzo[1.4]oxazin-3-one
2.18 g (6.1 mmol) benzyloxy-8-(2-ethoxy-2-hydroxy-acetyl)-4H-benzo[1,4]oxazin-3-one
and 1.1 g (5.8 mmol) 2-(4-isopropyl-phenyl)-1,1-dimethyl-ethylamine are stirred for one
hour at 50-80°C in 40 mL ethanol. After cooling to ambient temperature 0.24 g (6.3 mmol) -
sodium borohydride are added. The mixture is stirred for one hour, diluted with 5 mL
acetone and stirred for a further 30 minutes. The reaction mixture is acidified with
hydrochloric acid, combined with 100 mL water and 80 mL ethyl acetate and made
alkaline with ammonia. The organic phase is separated off, dried with sodium sulphate and
freed from solvent. The residue is dissolved in 20 mL ethyl acetate and 10 mL water,
acidified with conc. hydrochloric acid and diluted with diethyl ether. After the addition of a
crystallisation aid the precipitated solid is suction filtered and washed. White solid.
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acetone and stirred for a further 30 m nutes. The

reaction mxture is acidified wwth hydrochloric acid,
worrbtyieeB4ni t h 100 L wat er and180 nlL et hyl acet SRCa/ERRAH5/004073
made al kaline with anmoni a. The organi c phase is

separated off, dried with sodi um sul phate and freed
fromsolvent. The residue is dissolved in 20 nL ethyl
acetate and 10 nL water, 30 acidified with conc.
hydrochloric acid and diluted wi th diethyl ether.

Gt el wpthidasdmi 80415 0 ana washed.

Wiite solid. WO 2005/ 102349 81 PCT/ EP2005/ 004073

| - phenyl)-1. 1di net hyl _et hyl am nol -

#dybepzd[ P Ajokarineiroupy

gt') %e 3K Tﬁ@g%&l%xﬁkoﬁ%tﬂofy 908 (RishpRpJ1- ﬁl?bngl)nlu N@lnkethyi-
qhﬂy@ﬂr&lgﬁﬂwl?{ SHbpnzeld geiagin-heengicyissolyedinspethynal and
?dﬁb’é@meﬂ Hithefamudibnddir ARRBal ds Al adysasd r[bn%a ss@fefand ambient

hl%g%gf\ég e cg Xt{sg?sgq%ls}gqn g][terﬁ%%leago? %3 ygfeaﬁgta@ﬁgﬁeewldue is

teerypeatlstd frem iSbropaiod| White sddidsuction filtered, the

f t [ —
RNt o Sl oy B (b Bl opegp e =39
Yield: 1.1 g (85% hydrochloride); mp. 248-250C;, nmass

fl@l}e g lénal{tMTrﬁgrs oﬁh%%%bod-m&t Gr%e%gamed by separation of the
na nt

ners of this enbo |nen be obt ai ned by

@é?i‘ﬂi‘tﬁﬁpféﬂg%\“ WH@OWéH%Fb 3t o0 comon
nethods known in the art. 15 Exanple 1.7:

nino]- 1-hydroxy-ethyl }-6-

M@W#Hzﬁdnhﬂmehzm}be| n-3-one O~-OOHH HNN O
20 a) 1-(4-ethyl-phenyl -2-neth}l-propan-2-ol 14.8 g
(90 mmol) 1-(4-¢4hyl ;phenyl)-propan-2-one, dissolved
in diethyl ether,~dre @ddeoH dropvvlseto 39 nL of a 3
mol ar sol ution of t hyl manesNum bronmi de in diethyl

ether, while being~gooked khe bat h, such
t hat the tenperature d/g. not e ceed ﬁ¢ter t he
addi ti on has ended t heFfeacti on m Xt ure i eft to

reflux for 1.5 hours g4yd then 25 hydrolysed with 10%
amoni um chl ori de solution. After separation of the
organi c phase the aqueous phase is extracted wth

: ned. Oeft her phases are washed
ul phate and evapor at ed

lj%&,g (90’ﬁ@nq}) i (4ﬁﬁgfl—pbqrg’ﬂ)nggparg2 one, dissolved in diethyl ether, are added
dropwise to 39 mL of a 3 molar solution of methylmagnesium bromide in diethyl ether,

while being cooled with the ice bath, such that the temperature does not exceed 30°C.
After the addition has ended the reaction mixture is left to reflux for 1.5 hours and then
hydrolysed with 10% ammonium chloride solution. After separation of the organic phase
the aqueous phase is extracted with diethyl ether. The combined ether phases are washed
with water, dried with sodium sulphate and evaporated down. The oil thus obtained is
further reacted directly. Yield: 15.5 g (90%).

b} N-[2-(4-ethvl-phenvl)-1,1-dimethyl-ethyl]-acetamide
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further reacted directly. Yield: 15.5 g (90% . 30 b)
N-[ 2- (4-et hyl -phenyl ) -1, 1-di net hyl - et hyl ] - acet am de WD
2005051102849 82 PCT/ EP2005/ 004GZ3 6.2 nlL conc. PCI/EP2005/004073
sul phuric acid are added dropwi se within 15 mnutes to
15.5 g (87 mol) 1-
(4-ethyl -phenyl)-2-nethyl -propan-2-ol in 4.8 nL (91
nmol ) acetonitrile and 15 nL glacial acetic acid,
while the tenperature rises to 65C. Then the m xture
r. one, hour

d f | ut ed
bRt spieaPyIRBiie R 8 adea it Mo 3 BTG £ 187 mmoD) 1-
@-tthyl-gthehyl) Lhaethgl-propamg-ol ar4. S(ﬂnlrr(muhﬁml)tahetomtnle and 15 mL glacial

chefg adt ﬁfl*féjth%gém]g tﬁresr#%%g Looéc;slc’ . g‘?l nﬁgg{%@%{}ﬁgd MBHG hour,

e Cr
dibwechwish ichrwatdr andithadsadiialine suthysieat. e;oaml h)éiv@pdﬁ soflgipn. After

ﬁ.ﬁ"}lﬁ‘/@r st&ﬁﬁg |30 \ﬁ‘%ﬁg Eﬂéﬁgéﬁlg&?&f’éc)gﬁ% éﬁﬂc?@lé :ﬁﬁfefeﬁ |aﬁ% Washed with
iR T hesydelreduishishssokyd iniethcaceteicafitied msﬁ sodjunghiphate and

&a@ora%@l a, Thd Bil ‘Eéma’mﬁlé“@&ﬁnblned w1t}£§etroleum ether, durmg which time

ke BE Bttt b Hhersd e e ek o L s b s0-52°C

and 8.0 g potassiumhydroxid are through 15 hours in
60 nL ethyl eneglycol at reflux tenperature heated.
The reactlon n1xture |s conblned with ice water and
¢ ¢thi : g iethylagingi et hyl ether. The

P@!T%(‘?‘@ﬁ]n%l?ﬁrfz‘i@ exgﬂfl W@ﬁﬁ%ﬁl Y‘thj}l %Etﬁhdede[nﬂ%cb g

reed f.romsolyent

sodi um. _ sul
PrBiERdRRKih gy tﬁ@ﬁ%ﬂ? Beys it oy qidensebigbt rPfiux temperature
Héawowueﬁbabmmmt@ﬁn; édrhigineddith ieCRged andl eyttrs@ednhmchmes with

hl d t
SO Shes TF eoptipedbRaSt shafS pleofRPes Pl afbler Frgfyitysodivn
Milphatk antilfr&ddrand S6kyent ol prodhteothe Hpdrocltopdes] 8%-chBiz@rodiot is

@s%olved ip acetgm%rble ['nid iuzf_cesswe y 00ﬁ1e 1neid)W1_j[h ithgreal l}ydr(fchlorlﬁ a]md and
dinthwbiher. Rpeisaidprecinionsd muctanibpl wiokieg Widlord a16e%

) Sﬁﬁxﬁﬁﬂpﬁ d54-$6Prepar ed analogously to the
pﬁgced%re al%n down for Exanple 1.6d) from2.14 ¢

(6.0 nmol)
& @B@)ﬂd&%— & (2 (Ltiokyhedyhyldr-Oiyetidd i dmihbl]-2 Shydroxy-ethyl } -4H-

enzg[ 0xgzin-3-one and 1.0 g (5.6 mmol)
2 1)-1, 1-di met hyl -ethyl am ne. Wite
fhrb facket Yorapaoindis Bregared 484logopdlydo lthe pravedyre taig down for Example

12%{}))21%%@% 145 Gh? mgh -t Cbg(?lyiox]\_( (2.6 et%‘lﬁ}?(-Z-hl)fﬁrqxg aoeb4ft
S osin-cnis ang G100545-SapemoBhZopibyLphsRub: Inl-Gesiey  Hihylamine.

e

di nmet hyl - et hyl am no] - 1- hydr oxy- et hyl } - 4H benzo[ 1, 4] oxa
& R {B{ BB ethgbplidtiylel , 1-dirhdiley]-aoiidaainope chvaeiyesth floi6-hydroxy-4H-

!E§%§5Iﬁo%.%§§q%kelds the target conpound in the form

The hydrogenolysis of 1.45 g (2.75 mmol) 6-benzyloxy-8- {2-[2-(4-ethyl-phenyl)-1,1-
dimethyl-ethylamino]-1-hydroxy-ethyl}-4H-benzo[1,4]oxazin-3-one according to the
prescribed method for Example 1.6¢) yields the target compound in the form of a white
solid. Yield: 1.07 g (92%; hydrochloride); m.p. 266-269°C; mass spectrometry: [M+H]" =

385.
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solid. Yield: 1.07 g (92% hydrochloride); mp.

266- 269C;, nass spectromstry [ MtH] ' 385. 35 WO
FOOBHIO23¥9 83 PCT/ EP2005/ 0040833 The (R)- and PCT/EP2005/004073
(S)-enantioners of this enbodi nent nmay be obtai ned by
separation of the racenmate anal ogously to conmon

nmet hods known in the art. Exanple 1.8:
8-{2-[2-(4-fluoro-3-nethyl-phenyl)-1,1-di methyl -eth

| anj - 1- hydroxy- 5 ethyl } 6-h

%ﬁg (}é:l' b(? fg)oc[nahh n%(rg%f Eus emoboechmerlt may%e obtamed_{)y separaglon of the

flacéheterapaldgoms] hipl comnidh methhygd kyprwroiaripe dt.benzene 10 100
mL of a 0.5 nolar sol ution of

4-f| uor o- 3- net hyl - pheq.gll magnesi um brom de in THE are
Eanmpleti8u3-{ il 2r(4dlugiondrmeth whiphenwl)- .1 rdimetiyl-pjslamino | -1-hydroxy-

btﬁ?]ﬂ tpRydrak dahyslgopibes e ont enperature rises to
The mxture 1s stirred for 30 m nutes, refluxed

for 1 hour and then hydrolysed with 10% anmmoni um
chl ori de squtionQQf#?aé sepgration of the organic
phase the m xture ji$ extracted MAth dlethyl et her. The
or gani ¢ phases ar eMsp drivegd g eVapor at ed
down. The al cohol thu§ ai ned i/ di § ed in 100 nL
tol uene, conbined w t¥ g p-toluene piepi ¢ aci d
nonohydrate and refl uxed for three hours using the
wat er separator. The r@dction mixture is poured onto
wat er and nade alkallne with conc. sodium hydroxide

. the organic phase the
LY with sodium
1;(110 mina;tfa 0351 dmoﬂarreehhubn cfm Shbic(fe}l-tmeﬂlﬁflthm}dmgnesmm bromide in THF

PO phi P a0t SRR 1760 Bt RSgBRigg, Pyile the
tingletiturg rljse@to(ﬁﬁ% 'I'hdgl)nxture is stirred for 30 minutes, refluxed for 1 hour and
M'e{l ﬁy&%ljrslﬂg’ QA 1%"/5%%1111.\9‘[:%31]136 s%il.gslog' Kﬁk%aﬁh&i/ bt thg Qrgamc

conc url c acl ar e dropw se
ahasst@er@xme 18 @tr@a@é Yithraethylsdarubherseniaphases 11 csmhﬁle
§ﬁdawa raf@elonG. TR Hlcolld) Siustdbeimddit disolv&d BOATOInTE ebluunbhcombmed

th dgg)é %ﬁﬁg}eﬁ@}%h%n? g:lﬁg}(ﬁ%lydﬁ?ts ngll WfSuxB% iffgé;]llfge hours using the water

skipamadry Ehe reactidh mixtgk dcpairedomnd i@t andimadaaiitaliid witledonc. sodivm

%\*Qc{r%)gldg O, Atk @(%)%rat;gﬁ%f 'Ehe%%&én‘i? Hﬁgsé ttl!fglgcaitté:rjs waéﬁétd &th water,

rce wat er, Kal
tyedt with dedisol sulphete aad dreek fromoobentviPractiond hdle’rnliamméﬂ@ residue

d
B s I A LA A O

b) N-[2-(4-fluoro-3-methyl-phenyl)-1.1-dimethvyl-ethyl]-formamide
4.9 mL conc. sulphuric acid are added dropwise at 5-15°C to 1.5 g (31 mmol) sodium
cyanide in 5 mL glacial acetic acid. Then the mixture is combined with 3.9 g (24 mmol) 1-

fluoro-2-methyl-4-(2-methyl-propenyl)-benzene, dissolved in 10 mL glacial acetic acid,
and stirred for 1 hour at 50-60°C. The reaction mixfure is diluted with ice water, made
alkaline with conc. sodium hydroxide solution and extracted with dichloromethane, The
organic phase is dried with sodium sulphate and freed from the solvent in vacuo. The light
yellow oil thus obtained is further reacted directly. Yield: 4.3 g (87%).
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30 yellow oil thus obtained is further reacted

directly. Yield: 4.3 g (87%. WD 2005/102349 84

ROTZ067202845/ 004073 C) 84 PCT/EP2005/004073
2-(4-fluoro-3-nethyl-phenyl)-1, 1-di et hyl - et hyl am ne

4.3 g (20.6 mmol)

N-[2-(4-fl uoro-3-nethyl-phenyl)-1,1-dinethyl-ethyl]-fo

rmam de, 20 nL cone. hydrochloric acid and 20 niL

water are refluxed for 2 hours. The reaction mxture

aline . with conc. sodium

ngéttmmﬂﬂtona?ftz (Jiﬂ&owﬂﬁfw@tmg )ilarcﬁmdﬁhyl%éthtétl]-tfdjnnamide, 20
Lum e a rate e ,lLesi
Aits e Rt T AR ot el 2Bt L fletion

mjixturecih ididnted veithi waten thade elkeline Wik canoy sédibis hydroxide solution and

g{tﬁfchéal v(r"ﬁﬁ ﬁgpl%gﬁg&gzrﬁteggﬂe @{Jﬁ]a{ti% 'i)ﬁgﬁegg:% d@@ﬁ f\]&gﬁl sg\lig.ttnh sulphate and
@matep@,@vat Hihgresidie:is disgplverdg-ellngd @:ctatg_,(;:ogybmed with etherea]
aﬂt{ﬁ@wd 8nd ésdle. (rhe Eb%&t@pr%cxﬂﬁétéw&% RBE&MY fltetedlardi vshed

T L I

yesayd. 0x Y8 B%( Rydebdhboride-hypdl axyogecet vl ) - 4H-benzo[ 1, 4] o

xazin-3-one and 0.50 g (2.8 mmol)

2 (4- quoro 3- nethyl phenyl) 1, 1- di et hyl - et hyl am ne
3 252§ ot herslls hd tdginyg Memino]-1-hydroxy-

; (_a_ g id 0 L Exanpl e 1. 6d) | te SO|I d
. 0. ochloride); mp. 228-230C. _e
8102 (BA-myo})| Eﬁﬂom-Mﬁﬁoxwﬂehwkow@mlhéHWM%tﬁ}ﬂxaﬁfl 3-one

hiRtPo). Ségf(%grg%ﬁl')qt yﬂéllﬁoré-‘.’:—meth 1- henyl I ,1- d1meﬁhyé -ethylamine are reacted
gﬁj {yg% @ha gé . t)o]t é( gr%)lcgdure P Et)r %xa%p{e lg&BaWhlte solid.

Fididrxy3 9%4’/198 Hydrdchidridie]; Inuprms’é*zaﬂechyl phenyl ) -

1, 1-di met hyl - et hyl am no] - 1- hydr oxy- et hyl } - 44 benzo[ 1, 4
] oxazi n- 3- one yi el ds the target conpound as a white
€08-i{ 2+ 2-é-dludro-§r-ntethvi-phand othiy jmiinoph-hydroxy-ethyl}-6-

ll&ogﬁﬁﬁ»béﬁﬁéﬁzﬁ» @%ﬁ@py [MFHJ+: 389. 25 The

hi s enbodi ment may

ahe bYdTéﬂeI@?C’% eﬁ%ﬂ AEilb m_mot) eberzlant - Chid- ﬂg%resﬁ -tpefyl-phenyl)-
¢ QLR thTE ih??hﬁuﬁﬂo]/\lﬁydrﬁxf -BfyBLAH- b@ﬁﬁﬂp UPoxhzifl-3-one yields the target

ﬁ?‘ﬁ%?‘-{"%q(i)?d’yfguor?d met hyl - phenyl -di net hyl - et hyl a

¥idig 0. S(ng&mmgyifdtﬂﬂdnﬂa)m{u’i 2B CprmBssapectBOor: Ou+H]" = 389.
HN N/ F

Q=

The (R)- and (S)-enantiomers of this embodiment may be obtained by separation of the
racemate analogously to common methods known in the art.

Example 1.9: 8- {2-[2-(4-fluoro-2-methyvl-phenyl)-1.1-dimethyl-ethyvlamino]-1-hydroxy-
ethyl}-6-hydroxy-4H-benzo[1.4]oxazin-3-one

OH
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WD 2005/ 102349 85 PCT/ EP2005/ 004073 a)

1- (4-fluoro-2-nethyl-phenyl)-2-nethyl-propel acetate
50D2068/10884%9a 0.5 nol ar sol uti onsdsof PCT/EP2005/004073
4-f | uor o- 6- et hyl phenyl nagnesi um brom de and 23.2 nL

(260 mol ) isopropyl al dehyde are reacted anal ogously

to Exanple 1.8a). After 5 hydrolysis with 10% amoni um

chl oride solution the aqueous phase is separated off

and extracted with diethyl ether. The conbi ned

organi c phases are dried with sodiumsul phate and
evapor at ed down. The al cohol thus obtained is then

d] b$blflved-2-mefiylphe m)gimthﬁmm acheate conbi ned with 1
Sho fid St ato%J h{%'l‘é%rsbﬁm%ﬁ' e&@{fﬁ&%ﬁ%@@&uﬁ%%&d%nd 232

eratu e re
pdui2éa numlb lmoewlaldehyder agd r¢a@tedamalugmusbr toHixampbnti8a)0After

Iylskati nes, arnﬁndnﬁuﬁégrpﬁe& %ﬂ\@rﬂ %&éah%rqr@rsf@gamed off and

or anl c P ases are ried I Uum
Fﬁéﬁ%@ér Wikhhdigthy} ether. dhe porabingd proamic phases arg dried yith sodsum sulphate

dmcﬁévabbﬁtdd%v@f Thbglchias ithiktbtalh@ id ﬁleh Rigsselved HPSO i, dcbec
%{?fg@&ig ur | e%;s " UI) s(rjﬂ}ghkl)mg ac1g:1 and sf’L rrt% ?ort ee %ours at reflux
ténilﬁ_rf(teﬂref Thamrthe %anmmyﬁxtmhemydn)redloﬂte ahianae] stivted dbihey furtheohour and
&'J_Z?ghlgﬁlbrge? %tq% gxt{rat]cﬁe% xﬁﬂﬂh)ch os'oniethaj}e thle oEﬁamc y;fhases Jre, %lrled with
s salohetd aohtheisobeat acg sl FSAcions) ellpon obtharesidue
VRid tﬁ’@ﬁiﬂdﬁ& i BR300 6f 4 c8Bdrless Kghia@Wpoi ds-110°€ydmbsd. O

9
%%‘i zfﬁ(b%%sc? Z:met hyl - phenyl) - 1, 1- di net hvl - et hyl am ne
In order to prepare the amine 27.0 g (130 nmol)

919 gr(li Bﬂ:mnuﬂ)el {%ﬂdowwndlqd-ph&gémnmﬂiylﬁm)pyl Wﬁtate
fé%éeéiéinﬁ i%r%%cﬁu&ar&lég%ﬁs‘ﬁ/ il ?&Q:ldl?{e 188)dowh B Example 1.8b).

Bebew pill Biejd:&7{08 (99°4)4- f | uor o- 2- net hyl - phenyl ) -1, 1-di m
et hvl - et hyl am nol -1 - hydr oxy-
1

one Prepared anal ogously
el eABEE 1.6d) from0.95

c(raelﬁﬁ pr the amine 27 0 g (130 mmol) N-[2-(4-fluoro-2-methyl-phenyl)-1,1-
e% lgf%l fo%‘ﬂ 'Bi?eoxé/ %ct éa@& %ﬂ@efm}fﬁg procerPurelZ c{&oﬁl for

Ex:(mplfellLS@) dUﬁltwmlidyh’rqulhelrﬁyS F (A, Iddrmhlmyﬂde)ehhyl 22897 C.
30 Yield: 0.75 g (55% hydrochl ori de) m p. 233-236C.

e812 2- 4f|uor02rrethl-henl 1-di net hyl - et hyl
- [QX( 2- 2. y ? yl)- 1-dimeth l-ethylammo Y -

& aveal #aa’ s hyd
g 4‘1—1‘&;&% 10@ xéilﬁ).ga(;gien 3 one WD 2005/ 102349 86
EP20Q5/ 00407 b | at f 1.3
PSRURY aBBentz) oie Beadiis g Uprn Scamals ArEda 095 ¢ 266
mheiybenzioty-8HEetlipy-Bhirtbeyraceotl)-AH e yH etdait-3-odbleind 043 g
e o 2P E o B0 bELOD- 1 P Rimd R Athy BRI 1

Yield: 0.75 g (55%, hydrochloride); m.p. 233-236°C.

4Ixa|n3

hydroxy-4H-benzo[ 1.4]oxazin-3-one
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Yield: 0.50 g (87% hydrochloride); mp. 278-280C,

mass spectroscopy: [MrH + = 389. 5 The (R)- and

%9 z0enmnisooners of this enbodiggent nmay be obt ai nextargoos004073
separation of the racenate anal ogously to conmon

met hods known in the art. Exanple 1.10:
8-{2-[2-(2,4-difluoro-phenyl)-I,1-dinmethvl-eth

| an] - 1- hydr oxy-et hyl }- 10

6- hydroxy 4H benzo[ 1, 4] oxazi n-3-one O O OHF HNN

2.4-dj fl h 2- et hyl - 2-0l 1
The Bhetosigtianart 0. e (1 o brosei i G P Budrart-mahal
B ). U GHeth Lol noRd- Hydmﬁyeéihylf»ﬂﬂabéiﬁb[lltéi]@xm@f 3500 vields the

25 nol ar 4-di f.l.uorobenzyl magnesi um broni de
Pgﬁgegc‘é‘i"ﬂ‘g}fndl@lt}}?eﬁom?ﬁ@ﬁvmt?é xture is stirred for 1.5
Yaald:0.50 g (804, hydtcehioeida); ur.p. 282 80RE mbssapedtysenpy: PitH]" = 389,
10% amoni um chl ori de solution. The ether phase is

separated off, washed with water, dried with sodi um
$he¢ Fhaned é&)@nelwtapmracfeﬂmmmdlmm miayzwstabgavegd by separation of the
I t t he al cohol as
gbég gﬁgﬁbgalﬁﬂgdﬁ p&%é% 73 lg%#%%gr) Yi el d:
20.0 g (86% . b)
Bxhwplet. 10:@- {1- 10704 AiTRBYS-phRentd )i 1@lihdth yledthid binirfod] R eky-ethyl } -
thter action wth, 20 K (110 nmol)
®net hyl - propan- 2-ol 25
accordlng to the process descri bed for Exanple 1.8b).
Yellow oil. Yield (9496 C)
2-(2,4-difl uoro-phe yI) 1 1 Hlnﬁthyl ethyl am ne
Reaction of 22.0 ¢gHN.10
N—[2-(2,4-dif|uoro-phi | hyl ] - f or mam
de anal ogously to the pgocedure’l ai di\dows. for Exanple
1.8c). 30 Yield: 16.0 g|(72% hydrochloride); mp.
201- 203C. WD 2005/ 102340H87 PCT/ EP2005/ 004073 d)
6- benzyl oxy-8-{2-[2-(2 4-difluoro-phenyl)-1
1-di net hyl - et hyl am nol - | - hydr oxv- et hyl } -
é}kﬁbﬁﬂdhmnﬁbbwaﬂﬁhn&ﬂum@anaébMon of 0.89 g (2.49

lnl 9 l éﬁm{e(igwgﬁ 565’11?19(1 él%% Q%g{ Waﬁﬂ%&%&% i:"v!mhm 20 minutes

one an
mq splutl 1508 md- @AY melar 214- dnﬂv@tqbynzyhsameﬁm opad¢ in diethyl

tet!ﬁer Imaml@ ﬂﬁﬁl‘é&? ilstéﬁﬁ'e& ®r 1EXROMY 6t A64 iemp%ke@a;@ an@ 189 Wdrolysed

i A bpotmmonio shleAcso i, FiE athar Ripseak soperatedgfiatestet it

whteh, diied mathysodiviy bdlpl&t@aldﬁé@pwratcd down. The fractional distillation of the
residues vields the alcohol as a colourless liquid (b.p. 70-73°C/ 2 mmbar).
Yield: 20.0 g (86%).

- b) N-[2-(2.4-difluoro-phenyl]-1.1-dimethyl-ethyl}-formamide

Ritter reaction with 20 g {110 mmol) 1-(2,4-difluoro-phenyl)-2-methyl-propan-2-ol
according to the process described for Example 1.8b). Yellow oil. Yield: 22.0 g (94%).

c) 2-(2.4-difluoro-phenyl)-1.1-dimethyl-ethylamine

Reaction of 22.0 g {100 mmol) N-[2-(2,4-difluoro-pheny!]-1,1-dimethyl-ethyl}-formamide
analogously to the procedure laid down for Example 1.8c).

Yield: 16.0 g (72%, hydrochloride}, m.p. 201-203°C.
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4H benzo[ 1, 4loxazin-3-one 10 The hydrogenol ysis of
0.70 g (1.35 mol)
S-dmozybory- 8- {2-[ 2- (2, 4-di f | uar o- phenyl ) -1, 1-  PCT/EP2005/004073
di met hyl - et hyl am no] - 1- hydr oxy- et hyl } - 4H benzo[ 1, 4] oxa
zin-3-one yields the target conpound as a white
solid. Yield: 0.48 g (83% hydrochloride); mp.
279-280C;, mass spectroscopy: [MtH ' = 393. 15 The
(R) ~and (S)-enantioners of this enbodinent may be
b [

d L abenzyloxyyR. s v1) dymet : al ognoLilsi ﬁ/vdroxv-ethvl}-
8H{@t@ ,@@x&zﬂm‘-bw)ro phenyl) 1 1- d| met hyI et hyl ami nol
ng%cg% ?Qé% (%5"9 Pl) 'n_z &-é—HZ_ gt?xgy%)(f)- h%/df‘f)%cypa)éez )Diﬁg—
ber(2©{154]dxaf2hw6me phé Ay0)e (2- ibeting])-2H@2 dipdifiudrogthempl-1,1-dimethyl-
Gi d
Bl At AR Jepbel S@*d%?‘ SESDL5T o) O
§163dd1$0g| Q&bérydsﬂcmomﬁh@pv% RAC6 nL (171 mol )
acetone. Yellowoil. Yield: 13.5 g (60%. b)
1,

&) thyip motIH—hv%rgg)xv-eth{;ﬁ 6-hydroxy-
4H( n@lﬂimdxla@m@-@_&_enyl) 2- et hyI propan 2-ol 30 and

EpntupliebRRIE %ﬁe%:?prsde ERVEEP o il 1.1
fiwetiyyil-egrybamino]-1-gidroxgtettod} -6 Hrbenxo[@4doxading3-gng Fishds therect
é&ﬁé{ 8%%%/}12@ / EP2005/ 004073 «¢)

0X '2-(3,5-difluoro- 8heny| 1-di net hi-/I*
Y&l%ﬁ%ﬂﬂ[«é%,hyﬂy@h@mﬂcbmm% 9-280°C; mass spectroscopy [M+H]" =393.
4H benzol | , 4] oxazi n-3-one Prepared from1.73 g (4 84

EEDQ%)[ (ﬂﬁzsé fai%wnéeg’ ﬂgﬁ’gisf)é‘)‘/]??%g‘ﬁg ar oﬂgpi@?%ltﬁ%qtgby separatlon of the

ﬂtcénﬁaiﬁadalf)gmmr}aoﬁ:bﬁm)dn)m&.ﬂlﬂxdﬂknmstthnlthez&*t hyl am ne in
t he conventional manner. Yield: 1.50 g (58 %
hydr ochI or i de) m p. 240-244C. d)

ohe-phenyl )il I-ditheth

J- I rxy- 10 I
%Fl-l Q 3 b&&B a& P%ﬁi/gnd%l—ydrogenol ysis of 1.30 g

(2.43 rmol)
6- benzyl oxy- 8- {2? - di §l,uor o- phenyl ) -1, 1-

di met hyl - et hyl am nol| - 1- ydr pxy-iet hyl } - 4H benzo[ 1, 4] oxa
zin-3-one yields t N

OH | F

a} 1-(3.5-difluoro-phenyl)-2-methyl-propan-2-ol

The target compound is obtained by reacting a Grignard compound, prepared from 23.0 g
(121 mmol) 3,5-difluorobenzylbromide, with 12.6 mL (171 mmol) acetone. Yellow oil.
Yield: 13.5 g (60%).

b) 2-(3,5-difluoro-phenyl)-1.1-dimethyl-ethylamine
The Ritter reaction of 5.5 g (29.5 mmol) 1-(3,5-difluoro-phenyl)-2-methyl-propan-2-ol
and 1.8 g sodium cyanide yields 7.0 g formamide, which is treated with hydrochloric acid

in order to cleave the formyl group. Light yellow oil. Yield: 4.6 g (75%).
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conpound as a white solid. Yield: 0.90 g (86%
hydrochl oride); mp. 150-158C, nmass spectroscopy:
piaehs10234893. 15 The (R)- andsg(S) - enanti onmer s afCTYHPR®)S5/004073
enbodi mrent may be obtai ned by separation of the
racemat e anal ogously to common net hods known in the
art. Exanple 1.12:
8-{2-[2-(4-ethoxv-phenyl)-1,1-di nmethyl -ethylam nol -1-h
vdroxy-et hyl | -6- 20 hydroxy-4H benzo[ 1, 4l oxazi n- 3- one
O~OOH HN N OH 25 a) benzyl
[ 2- (4- et hoxv-phenyl)-1, 1-di net hyl - et hyl ] - car bamat e
b6 -Be@vfo&@-mmﬁ( mrlngworo-pléenvl)- lh 1 -ldimetﬁvll—ﬁthvlamibm] -1-hydroxy-ethyl}-
-(4- Qxy- phe 1, 1-di met hyl - et hyl ] - car bamat e

gﬁ'eb(—egqu'ioxaym'" I43/5 mL (92 nmol ) ethyl iodide and 21
ﬁre@aﬁe frono1.Y 3 gd# .84 srmoh) bamiydmart-&(}éthoxﬂbhﬁdmws— agttyl)-4H-

tdr C t
bel ezg)@fgoxﬂ}? % g@%{:&\lm 9?8%& 3 rﬁm @2 (grgb(lhg \éﬂhten}/lﬁ lhlylhmethyl
g@mammltm@qnéentmfmbmanm sol vents have been
Q’he‘l&'l‘ ifﬁggﬁf% BRiréchI&hd Y. bad-eppcns (15.0 g, 929,

which is further reacted directiy. WD 2005/102349 89

PCT/ EP2005/ 004073

[1.5) DI OHHhd
-b1520 49. ol benzyl
)-1,1-dinethyl -ethyl]- carbanmate in
HGGFOEEHC@Ym:mfalI 3hg 2.4 nmﬁi&%ﬂ&y&ﬂ;n—&éﬂ-[%{& f-dpflupro-phenyl)-1,1-

et s T e R R e e

sqnepqund @p awdits splided from solvent. The residue is
Hichd @ Megl(d6%, dytitdchlogid¥piep. 1 J0adR @] Ihadslsﬁectmswpye Pv[eHr =393,

sodi um hydr oxi de sol uti'on and extracted with eth y
acetate. The organic phase is washed wth water,

he R)- wid (S)=nalitiomay bmla;t e&nlamldnauamrtatcﬁdxlmmmdsejﬁlnetion of the
n n
Pacigrggtp @g%qisﬁ REY ezomﬁt%g k’h%/g’rilkgh Ia%rl{ :.‘i eTﬁe solid

precipitated after t he addltlon of d| ethyl ether is

. : ' Be hoxy phenyl) 1,1-dinethvl -eth
vI am noI 1-h dy roxy-ethyl}- 4H benzo[ 1, 41 oxazi n- 3- one
2.14 g (6.0 nmol)

6- benzyl oxy- 8- (2- et hoxy- 2- hydr oxy- acetyl)-4H benzo[ 1, 4

] oxazi n- 3- one ~§T/5Prdo1 Qg (5.2 mmol)
2- (4- et hoxy- phe metthI et hyl am ne are

stirred in 40 i Mepfian at 50- 80C.
After cooling to anp t enpeyat ur g P3 g (6.0 nmol)
oy

OH

a) benzyl [2-(4-ethoxy-phenyl)-1,1-dimethyl-ethyl]-carbamate

15.0 g {50 mmol) benzyl [2-(4-hydroxy-phenyl)-1,1-dimethyl-ethyl]-carbamate

are stirred with 7.5 mL (92 mmol) ethyl iodide and 21 g (150 mmol) potassium carbonate
for 10 hours at 90-100°C. The reaction mixture is combined with ethyl acetate, washed
twice with water and dried with sodium sulphate. After the solvents have been distilled off
a yellow oil remains (15.0 g, 92%), which is further reacted directly.
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sodi um borohydri de are added and the m xture is

stirred for a further hour. The reaction mxture is
sandobnediai th 5 m acetone, stiorred for 30 m nutESYEP2005/004073
acidified wth glacial acetic acid and evaporated

down. The residue is conbined with water and et hyl

acetate and nmade 20 al kaline. The organic phase is
separated off, washed with water, dried with sodi um

sul phate and freed from solvent in vacuo. The residue

and water,

m mmwn oetlh org (%@nslq IbLeﬁhyl p2- er;embx}aplesihyl)sl B—dﬁﬁ&th)yl ethyi]
bitlrgat%%n dexyaégflgﬁé\%t}. g%cﬁ gt hﬁ@jned rWBl 2 ﬁﬁ%‘g‘&‘m cazgcoal (10%)

dnd then hydrogenated at 5 bar and 40 to 50°C The catalyst is filtered off and the filtrate

%reéc?fr[)l% s()ﬂ/e é}(%sﬂgl% Ry Jh%%%l_véldb ﬂ' Tﬁ?waﬁe{f tnl;h\fl!e ﬁmgﬂﬁé whth conc.

-"hvdr oxv- et oxazin
sodjurg h@/Qrogldq:ﬁ;glupon and extracted with ethyI acetate. The organic phase is washed

j tlg%‘aﬁ%i'l wﬁnﬁ zoéam@ﬂrpﬁ%a%& e%bﬁ:ﬁ%é& dciw% 23‘5’ I'Eﬁfd'%}f)'(r)ocﬁ&hls
fyi’ﬁs vedin aﬁ%‘?ﬁﬁ%&l ‘i?@agi‘?ﬂr‘@ébﬁg %é%m}’i"ﬁ log a"lgO%PFg‘O?ld
prkipadied attorthe hddidoabf diddyPthass @uairt]lah Yﬁt:erelatantaﬂﬁw nt

re res Jkhe catalyst is
ge%?%ﬁ @X@%&@%@ng@{ PTEDPI fﬁ'gqo Er s evapo?/at ed down.
The residue is dissolved in 5 n ethanol by heatlng,
iﬂmmydr ochl ori de) mp. 232- 235C rrass
5 Qﬂﬁﬁlb 6-hrblo ’8 (Q%lhoxy@hy&gﬁgﬁtﬂl%ﬁ%nﬁ 1,4]oxazin-3-one

ﬁt%?éﬁ h‘B@’ b )ﬁlngdélgf?ﬂgg ﬁg}ygl orrg ragaf s?ﬁ?g in 40 mL

etamm‘rﬁbmmrlmhﬂgmssqi’d o fleocoubing ne biabidat fenpentira 028 (6.0 mmol)

oo BRI i A ang e iy i sty Fadien o Thpescton

miixthyeds oompbined wathiHymnl acetone stirred for 30 minutes, acidified w1th glac1al acetic

s sy epaal gt ooty T e
alkaling: The g;;gamcmh]a:@q% smgq{c@ @ﬂf Was gi W}th vPaterpdned with sodium
§Lﬁpl5a't61 hietr&adl frdth 88t iR G 8R! ThtdsiAuaR Yo REAE S tilbthy] acetate

Qn vgatgr &PW%Q’(W mlMﬁ)}fd&O@l({ﬂCﬁgJ(W délpfﬁglméllth digthyl ether. The solid

precipitated is suction filtered and washed with diethyl ether. White solid.
Yield: 2.0 g (61%, hydrochloride); m.p. 214-216°C.

benzo[ 1 4]oxazin-3-one

1.5 g (2.8 mmol) 6-benzyloxy-8-{2-[2-(4-ethoxy-phenyl)-1,1-dimethyl-ethylamino]-1-
hydroxy-ethyl }-4H-benzo[1,4]oxazin-3-one in 80 mL methanol are hydrogenated with 250
fng palladium on charcoal {10 %) as catalyst at ambient temperature and normal pressure.
The catalyst is suction filtered and the filtrate is evaporated down. The residue is dissolved
in 5 mL ethanol by heating, inoculated and diluted with ethyl acetate. The solid
precipitated is filtered off and washed. White solid.

Yield 1.0 g (83%, hydrochloride); m.p. 232-235°C; mass spectrometry: [M+H]" = 401.
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By reacting 6.00 g (34 mol)

1- (3, 5-di net hyl - phenyl ) - 2- et hyl - propanol - 2-ol and
Hdogio2dd (41 nmmol ) sodium cymnide in a Ritter pCI/EP2005/004073
reaction, 2.40 g 2-(3,5-dinethyl-phenyl)-1,1-

~di net hyl -ethyl formam de (35% vyield) are obtained. To

liberate the amne the formamde (2.40 g, 11.7 mmol)
is treated with hydrochloric acid. The preparati on and
working up are carried out anal ogously to the

rocedur aid down for nmple 1.8c). QO
%hq %é% enapiypers gg@qsrqggllqglﬁ})entmm]e Obtallj_eﬂéDy seggaggn of the
ﬁxc@ﬁﬁté)élh@l&%o&i){ - doBmich Re@odEkdtn in the art.
phenyl)-1 di met hyl - et hyl am nol - 1- hydr oxy-
et hyl } - 4H benzo[ 1, 41oxazi n- 3- one Prepared anal ogously
Esamiple bl H{B( : Sidinetbvirpteay!)Hxiadipeghvl-efid]anfinoll -hydrdx y-

by lseh 'h -henzol 1 dlaxazingd-one -acetyl)-4H benzo[ 1, 4] o
xazin-3-one and 0.65 g 25 (3.7 mol)
2- (3, 5-di net hyl - mm§gﬁq-l,l i met hyl - et hyl am ne.
Yield: 1.1 g (51 % rlﬁe) nlp 220- 222C.
dL{2-[ 2- (3, 5- di neti#y. 9 ] Wl -thyIawnno
-1 - hydroxy-ethyl }-6-h
30 The target conpound\ e ,
hydr ogenol ysis of 0.90 g (1.71 nmol) 6-
benzyl oxy- 8-{2-[2- (3, 5-@inmet hyl - phenyl ): 1, 1-di net hyl -
t hyl am no] - 1- hydr oxy- et hyl }-4H WO 2005/ 102349 91
PCT/EPZOOS/OO4073 benzo[l 4]0Ta2|n 3-one and

%%&Hﬁﬁ?khe rmtltoﬁ of §t‘§l¥1 @ 5- Xh?étﬁyl-pﬂe@q) BeckROYUAth methylmagnesium
Fydr chloride); mnp. C, rmass spectroscopy:

% = 385. 5 The (R)- and (S)-enantioners of this
enbodi mrent nmay be obtai ned by separation of the

mi_na %I ﬁ%n%fi 1y1 alme%m/%n net hods known in the
Byxgacing 655\@[36 xx;m@) d»(& 5ailmemyhphbrrxyl)Z}-knethyl-propanol 2-0l and 2.00 g
m?é%ﬁ B R T 2 £ A 1
Sintefiyl-thy. (malmﬁerﬁ&i% yigddrare obtemgds Tplikaretr e auing the fermamide
% 14 ]?gmﬁl kr)eat@c? W'h drdochlorlc acid. The reparauon and workmg up are
qﬂ)_ut angﬂcc)))égus}i)y tot e proce ure lai donn fot Ezaﬂlnplg ?rgc)arga

Yleld. 1.70 g (82%); mass spectroscopy: [M+H]" = 178.

2-(3,5-dimethyl-phenyl)-1.1-dimethyl-ethvlamino]-1-hydroxy-

| ethyl}-4H-benzo[1.4]oxazin-3-one

Prepared analogously to the procedure laid down for Example 1.6d) from 1.47 g (4.1
mmol) benzyloxy-8-(2-ethoxy-2-hydroxy-acetyl)-4H-benzo[ 1 ,4]oxazin-3-one and 0.65 g
(3.7 mmol) 2-(3,5-dimethyl-phenyl)-1,1-dimethyl-ethylamine.

Yield: 1.1 g (51 %, hydrochloride); m.p. 220-222°C.

4H-benzo[1.4]oxazin-3-one

The target compound was obtained after hydrogenolysis of 0.90 g (1.71 mmol) 6-
benzyloxy-8-{2-[2-(3,5-dimethyl-phenyl)-1,1-dimethyl-ethylamino]-1-hydroxy-ethyl } -4H-
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15 (16.0 nmol) ethyl 4-brono-butyrate, 2.3 g (16.6

mmol ) potassium carbonate and 0.3 g (1.8 mmol)

pat assicamel odi de in 20 ni di medihyl f or mam de ar e dgatrechs/004073
to 120C for 13 h. The reaction mxture is diluted

with ethyl acetate and washed successively with water,

sodi um hydroxi de solution and water. The organic

phase is dried with sodi um sul phate and evaporat ed

down. The residue is purifi ed by chromat ography

gel uant : cycl ohexane/ et h 20 acetate = 9 1%]' of

enze] I Hxefin-3raneiand ey hmﬁpe Rf fhe candesspdrishirom lwr%énol White

gsigtic acid and hydrogenated with 1.0 g pall adi um on

7a9a 0 Roe T AedkBlorilosin oy Aurh L mspeptiiapy! venty =385

solvent The residue is dissolved in diethyl ether

pr e@gﬁ“ﬁﬁﬁ&ﬁ&% QF@S%% rﬁlﬁigﬁ?ﬂ%@%@ ob"fl h‘%d}f T4 arahon of the

mcemdte apalogonsl B6EUooern Mmeihods kepsyn imythie mhl ori de) m p.
= 103-105C. 25 b) et hyl
4- (4 2- 2 64 benz ony 3- 0x0- 3, 4- di hydro I%H— benzo[l 4

bﬁﬁ@W){&ﬂ%%ﬂﬁétﬁﬂ&ﬂﬁ%}@-ﬁl@th%ﬁﬁ%‘?i})-Dhenoxv)-butvnc acid
benzyl oxy- 8- (2- et hoxy-2- hydroxy-acetyl)-4H benzo[ 1, 4] o

xazin-3-one__and 0.90 g (3.22 nmnol) ethyl

4-[4-(2-am QW hylowpr opyl ) - phenoxy] -butyrate are
30 reacted ingdth gFSCYI bed for Exanple 1.6d).
The crude produte ' 9 nL ethyl acetate
and 10 nmL wat er
stirring. The W
solution is dilut
precipitated is s

wi th di et hyl ether and thel solid
ion filtered and washed

di et hyI ether. Yield: 1.20 g (54% oxalate); mp.

44I gJ()léZ)l mnﬁl)yﬂehzﬂ-[h{@hpdmxﬁphenyl) 1 l-dlmethyl ethyl] -carbamate, 2.3 mL

ale! u{nl?rgﬂ rj‘é%‘Fyl%r %H%ui%gp% M@%‘lﬁﬁﬁ\é ) PRt aftfohnteAnd 0.3 g (1.8
muifol) patagspung @dbbnz)l m@dwﬁndfmamquh@mw 120°C for 13 h. The
p:%&?d?{ él)&&&ﬁ@&lﬂﬁleﬁwﬁh b9t O X ®hdhvh %@c@&lv&f wih Rsker, sodium

r enoxy) - afe in
ot ﬁ%ag e @atﬁ{ © RFESBHYi ni\%{sr@r@ng v sgénum fujphate and
eepbriserddval. THO resfduid pisiftodchyt dl@@nategﬁapm (et \Mytlbhéxahle/ethyl

S 6,85 en s S b L IRSLEASOHD 1 i
hydrbgamtedgyith\f .0 grpatihdumdii dhlamoakﬁs catalyst 9ts108Claind dtbiap The catalyst
¢ : L .
fgte%clstﬁﬂf gﬁid the fﬁtg%‘tgtﬁsgfrr]%ea fgdrifra e?rgglﬁg% isQ%?sngg& ?1{ &Wthyl ether
mepipgbwith eme{;:a bydsechigic ac1d The sohd precipitated is suction filtered and

aﬁé& Weli22. b%‘(hﬂ%rcﬁ%b’tv?o dt shwirr@eqﬂo&deq }Sﬁ%gimetn.& 2H
- benzo[ 1, 41 oxazi n- 8-yl ) et hyl am nol met hyl - pr opel
} -phenoxy) butyric acid O 70 g (1.28 mmol)
E}étﬁvl{@ﬁ{é 22-(B{hbamyloRyB- ook O-dthyiiral? Hylstheo([2 ] benired-1/1)2-

RV OR Y copRyrbutyrate | } - phenoxy) - bu
l 9o |gc(3636|mhna}) @enﬂyé@m-&&jeihnxizz hydroxy-acetyl)-4H-benzo[1,4]oxazin-3-one
and 0.90 g (3.22 mmol) ethyl 4-[4-(2-amino-2-methyl-propyl)-phenoxy]-butyrate are

reacted in the manner described for Example 1.6d). The crude product is dissolved in 10

mL ethyl acetate and 10 mL water and combined with oxalic acid with stirring. The
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mL met hanol and 2 nL acetic acid and hydrogenated in

the presence of 150 ng pall adium on charcoal (10% at
wddoednto2isenper at ure and nor malozpressure. The catmiTyEPR005/004073
is filtered off 20 and the filtrate is freed from

sol vent. The product is obtained by crystallisation

froma nethanol/acetone mxture. Yield: 0.40 g (68%;

m p. 201-204C, nmass spectroscopy: [MH ' = 459. The

(R - and (S) enanti onmers of this enbodi nent may be

' (f?(g %{:ﬁgﬂ athl ¥ ?‘{aﬁé {&%ﬁﬁ&%ﬁgﬁg@?@%%@%ﬁered%nd

&aéf&d[vﬁtl(cﬁetﬁyﬂtttﬁérumdlﬂ.ﬂmlg(%%,,okaldtdmﬁ]pl 223-907°C.

1~l - 1- hvdr oxy-et hyl I -

6 h}droxy 4H- benzo[ 1, 4loxa2| n-3-one O ~O OH HN N F 30
i b m ) AN

dihd ﬁxn%ﬁli-lnléﬁ{ RGN Hhendt jEn_.g  adjf opan- Zlgl1 A

8 soliioniog raememzw et rid- 22 (henzeict-eto i ihydro-2H-
ﬁéxwz@[l‘ﬂ]oﬁ%ﬁiﬁ P(@t%ﬁ?-@ lanlnh Q ni/e%ll)}l%‘fbﬁ'l}l-phe\ﬁbﬁﬂfﬁbutyrate in 25

g]tlﬁg?thaq_cﬂ com n w1 e2 S5m so 1um hyﬁro ({e 50 U.%E)ltl ore uxed for 30
Mifdes( éild"fhéﬁ duttalid pﬁ&ﬂyN)hyﬂrdchﬂjrfmibiﬂV Thetdiytidn & evapoated down
% %hegtﬁgﬁpﬁlgig gp fff\(%lfﬂ? rﬁ,ﬁ%‘ratj Q g¥ }Eeattlngt AREr the addition of a
dlyﬁﬂauxsatmrm¢ apolid mpmmplgaltedpmmns Quotmlon filtiexgk tang eslaklang with acetone
%déldletﬁygtj:tggr. 4’16@dg)’f58g %99’%)%1?5’. 29Begks@metry: [MrH + =

2-(3,4-difluoro-phenyl)-1,1-di nmethvl -et hylam ne 4.00 ¢

ﬂ)]iﬁ(fﬁ{fﬂl‘@hirdroxv-z { 6-hvdroxv—3 -0x0-3.4-dihydro-2H-benzo[ 1 4]0xazm- -yl)-
| uor o- n ]bl di mefhyT-ethyl | - or mam
015 - ut ihed with conc.

0y adpqt 2B afimol) ae(l4d{2£{a€(6kt@ﬁtﬁdx309&mm3ghﬂ1}@ﬂrdﬂﬁ-IbEnzo[1 A]oxazin-8-

%\2 eyda?é!dgch%ﬁwal}or] 534 V&lh?ﬂprgggﬂ yﬁ)})ﬁr oig:l gidoa% glskcﬁ%d in 25
elimethored and £ mk @(rettlc bqrﬁ;ammm@:m in thitpresangaaf £50 mg palladium

@?éoa@fﬁ) HESint feh e%ﬁmr@ anq(ﬁplin‘?aq WpOISflﬂe Al cgﬂi'lyst is filtered off

sul phat e an evaporate Yi el
@@2‘8&? filtpate i feged droamperdveny: Thomrpguct is obganeddyy crystalhsatlon om a
BrethdndZrect@nd nikilteuor o- phenyl ) - 1, 1-di met hyl - et hyl ami nol

S B P Sk B 15

The (R)- and (S)-enantiomers of this embodiment may be obtained by separation of the
racemate analogously to common methods known in the art.

Example 1.15: 8-{2-[2-
6-hvdroxv-4H-benzo[1.4]oxazin-3-one

0
Y\o OH
H
F
OH
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357 mg (1 mol)
6- benzyl oxy- 8- ( 2- et hoxy- 2- hydr oxy-acetyl)-4H benzo[ 1, 4
poxazs/edwone and 185 ng (1 narol ) PCT/EP2005/004073
2-(3,4-difluoro-phenyl)-1,1-di net hyl -et hyl am ne are
stirred for 30 mnutes in 5 nL tetrahydrofuran at
anbi ent tenperature. The m xture is cooled to OC and
under an argon atnosphere 1.5 nL of a 2 nolar solution
of lithium borohydride in 25 tetrahydrofuran is added

.« Jhe resulting mxture is stirred for
FZ-methsdwzenan-olc onhi ned with 10 niL

rAr Gﬁgﬁr@r@g&a ﬁ@p@ﬁﬁ’e@ frr.’rin mo gr(l 1 ISﬁmrol)a;JA-ﬁﬁ‘ruoaobeﬁzmmbﬁﬁde and is

[t t Th
RN ERAGHOET b ey B8 et kil bl {rom
Yotldeh g (A16é); rfbs'amae() bs (erﬂln;d aod:tsrte@etmlemateﬂmme# 1:3nd
hydrogenated with pal |l adium on charcoal (10% as

cat aI yst at 2 5 bar and anbr ent tenperature Then t he
bl epe)-diled l-gthylltformemidde product is

oy rar @oﬁ}io&ﬂrlg SBiaaBa BIDR Wb o el o X0 dhmal 110

( % r|fI Qr oa ate nas troscopy
ﬁ) @%ﬂﬁtf@ﬁ&‘é oFfoithi s enbodr ment

md hreo o8 N a@hsbyp@&@meayr [oHIOf thig, racemate
anal ogously to common nethods known in the art. 35 WO
2005/ 102349 94 PCT/ EP2005/ 004073 Exarrpl e 1.16:
3)-_2(23»4 ifiRre-phenyh)- U1 fdimethgl-ghdamine 1, 1- di met hyl - et hyl a

E‘o@% gﬁs %ﬂxfﬁlrﬁ 4. ﬁ%d%!rc}-pﬁengd) c;d}’ dimgthyl-cthyl)-formamide are
disgolved in chen somblrnr:rlr iith-cone myfinechlore peigang hepehovergight at reflux
RigRahed. ’fHeOHEh&Q)nQofLQiBn i &ed’@ﬁ@ Yde water, made alkaline with sodium

2-chl.or o- 4-f | uqr o- e and 98
IR Og B it A DR e S A P e Al gy ephed with
tvatet, lieie mathesddiven hldplﬁhtdmvfapdjratelfbdaml ¥ellowajl. 10 b)

YA eé%%{j?‘i%%gp%f’%é@?ﬁm@% Jgedi met hvl -ethyl 1-fo

r mam
1- (2-chl oro-4-fl uoro-phenyl)-2-nethyl -propan-2-ol were

§PRGS. sl RRd g NRE KR P13 nﬁ@fﬂwethmnrrrﬂ PHAGSE leffiy}-6-hydroxy-

described for Exanpre 1.8D The ol [ thus obtarn
it gl B f or further purification on a

§mr1 sh{_magi% @iwsﬂaz LRk -QLH%MEB - 45 ehzof 1,4]oxazin-3-one
%ﬁﬁ{ﬁt eﬁ«é} 131{ .ﬁhagfgé-%}lgg}) 1 91@1%:‘:?@1 etgalsamme are stirred for 30

ojirdré¢sdn Shhbtaraliydofion afdneignit terhpekatdtar®hé wixtatdiyg lcasted e 0°C and
under an argon atmosphere 1.5 mL of a 2 molar solution of lithium borohydride in

tetrahydrofuran is added dropwise thereto. The resulting mixture is stirred for 30 min at
ambient temperature, combined with 10 mL dichloromethane and 3 mL water, stirred for a
further hour and then filtered through Extrelut ® The eluate containing the cthanolamine is
freed from solvent. The residue is dissolved in methano! and hydrogenated with palladium
on charcoal (10%) as catalyst at 2.5 bar and ambient temperature. Then the catalyst is
separated off and the crude product is purified by chromatography. White solid.

Yield: 31 mg (6%, trifluoroacetate); mass spectroscopy: [M+H]+ = 393,

The (R)- and (S)-enantiomers of this embodiment may be obtained by separation of the
racemate analogously to common methods known in the art.
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Reaction of 7.4 g (32 nmol)

N-[ 2- (2-chl oro-4-fl uoro-phenyl)-I,1-di methyl-ethyl]-
fvorneeniodagas described in the qarocedure | aid dovwTifEPR005/004073
Exanple 1.15c). Brown oil. Yield: 5.14 g (799 ; mass
spectronetry: [MH + = 202/ 204. 20 d)

8-{2-[2-(2-chl oro-4-fluoro-phenyl)-1

1-di met hvl - et hyl am nol - 1- hvdr oxv- et hyl } - 6-

hydr oxy- 4H benzo[ 1, 4] oxazi n-3-one 357 ng (1 mol)

6- benzyl oxy- 8- ( 2- et hoxy 2 hdroxy a1ce_t13r/rlle)th Alflél-ﬂlb?arrlég([) 1-hvdroxy-

81‘11(/13 @M@b@v-éfdsrq @@ﬁﬁﬁi )-oe 1- di met hyl - et hyl ani ne

are reacted 25 with Tithiumborohydride anal ogously
to the procedure ({)al d down for Exanple 1.8d). To
debenzyl ate the e otgm ngyt hus obtaiged it is

di ssolved in 3 nL chl pro th e and ooled to -78C.
At this tenperatur g i Shyti on of
boron tribromde in ororret e lded dropw se
and the mxture is slow¥ left to co , p anbi ent
tenperature. The reacti on m xture is conbined with 10
mL di chl or onet hane and m. 30 water and filtered

&)hI pziahoﬁm ﬂ@bfétﬁﬁehvl)ﬂiblﬁemWﬁbﬁaﬁ-§~d‘lf eed from sol vent

Cipriad T S eTn oo bReb a0 B A e o mL of a3
nplaf :@Upion of ﬁlbm@hmeﬁiamé))omhhmalsg@(sly oshe pyocefitdietlid down for

/ The (R)- and (S)-enantionmers of this
E}r(r%go@ Jk]ﬁa may be obtai ned by separation of the

racemnat e anal ogously to common net hods known in the
(222 BN RR U Iubrd- phenyl)-1.1-dimethyl-ethyl]-formamide o
n - -

-{Z-[2- (4- Chl.of 0- phenyl ) - I e ~ e
YAy Tapely |1}(Ze:h?qﬁ9&rfﬂugw-@ w&%&%ﬁﬁmry%&swgﬁ geagfed and
W@'k@ﬂu actBNiNg € theProdddurdy deedribet d6r E)faniiﬂé) 1/88). (The 9l thus obtained

H@»ﬁ prpa %%Egpﬁgt? ﬁ};ﬁg#eé pgﬂﬁ ag%)dr 2% s&mf }eﬁ-,%ﬁ olumn (petroleum

thérlethiyilaoetateph@ny. | Qil. Widldd7 At (B7%%6); mﬁdsyspmﬂommyn[m+ﬁi =230/232.
et hanol was conbi ned with nol ecul ar sieve and stirred

for 90 mnutes at 80C. The mxture was allowed to
h(2-elorordrilag onpbrlat-dimethyistindamineol mol ) of

Reactlon of 7.4 g (32 mmol) N-[2- (2-chIoro-4 -fluoro-phenyl)-1,1-dimethyl-cthyl}-
formamide as described in the procedure laid down for Example 1.15¢). Brown oil.
Yield: 5.14 g (79%); mass spectrometry: [M+H]" = 202/204.

hydroxvy-4H-benzo[1.4loxazin-3-one

357 mg (1 mmol) 6-benzyloxy-8-(2-ethoxy-2-hydroxy-acetyl)-4H-benzo[ 1,4 ]Joxazin-3-one
and 202 mg (1 mmol) 2-(2-chloro-4-fluoro-phenyl)-1,1-dimethyl-ethylamine are reacted
with lithium borohydride analogously to the procedure laid down for Example 1.8d). To
debenzylate the ethanolamine thus obtained it is dissolved in 3 mL dichloromethane and
cooled to -78°C. At this temperature 2 ml of a 1 molar solution of boron tribromide in
dichloromethane is added dropwise and the mixture is slowly left to come up to ambient
temperature. The reaction mixture is combined with 10 mL dichloromethane and 3 mL
water and filtered through Extrelut®. The eluate is freed from solvent and the residue is

purified by chromatography. White solid.
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15 sodi um bor ohydri de were added and the resulting
m xture was stirred for 1 hour. Then the reaction
modoos/eoyn@s conbi ned with sodigsm hydr ogen car bonataEP2005/004073
solution and extracted wth ethyl acetate. The
conmbi ned organi ¢ phases were freed from sol vent and
the resi due was chromat ographed (el uant: hexane/ et hyl
acet at e/ net hanol ), thus yielding 305 ng ethanol am ne.
This was dissolved in 3 nL dichloronethane and cooled
8C under an 20 argon at nosphere.

f‘ifg?l@ﬂoslag m’/e,rfn@fwr@a?eéﬁe)t a5 SPCHRSCPRY: cEM;ﬂH]o r&r@%&lﬂane

wer e added dropvvl se and the m xture was stirred for

our -78C and ut es at nmbi. ent .
B35 007 46a R-cobiiar s of Pagerpiding ey e RrEned typiegpratipn of the
memaachdeldgdrsd))pw denman@ethbés kaownihehawas stirred for 5

m nutes. The reaction m xture was conbi ned with

anmmoni um chI or i de soI ut| on and ext ract ed with ethyl
{gemplecl 17Te {20 ddroopleny ke epth vasnigno]-1-hydrox

AB9Y-atesk,d ik henk eS|due was chronatographed
g%f*$¥WTTﬁﬁ’i¥¥%Eﬁ ication (silica gel; eluant:

di chl or onet hane/ net hanol + 1@6annon|a) Bei ge solid:
93 ng (26%; ma ST ONgLTy: [ MtH + = 391. The
(R - and (S)-enantibnmerg of[thiig enbodlnent may be
obt ai ned by separ &N T R

to common net hods kno
PCT/ EP2005/ 004073 Ex
8-{2-f2-(4-Dbrono-phenyl
1- di net hyl - et hvl ani nol -3 hvdr oxv- et hyl 1- 6-
hydr oxy- 4H benzo[ 1, 4l oxazin-3-one O TOOHH HN N Br

éﬁqg{ﬁThe h&?q%tgilggm?}ﬁ%ﬁ%ﬁ?ﬁ%’si@é&ﬂpﬁ&w -getyl)-4H-
Eé’r&ﬁpﬂ fﬁ_loiazlﬂ 3tonermd 00 ((1 @99ﬂml‘n}l2|- ~chloro-phenyl)-1,1-dimethyl-
B%‘P{@B’[ IXG 151}9/01%1?12%1?@@1 di h ﬁ%ﬂgﬁﬁﬁﬁ-}/ égﬁlemca stirred for 90 minutes

2t &OdC,bThﬂmmphenryds)allﬂ)wtd ¢t ool twdtmblenthyﬂnpcriamee 3Bangy€.91 mmol) of

%Mk§¥h§@%e %ﬁr rﬁ?%dlé'r?@ the E%?ﬁm% ﬁ%ﬁgﬁ% §t)g;f‘ed[fE4" Théur"Then the

-ethyl

eoapienti mivierervay ¢sentibedawitle aocwmsheré@gam raghowte gqhation and extracted

m%a% scea&talm%ﬁlb\z ddr fﬁwﬂmﬂ (iﬁe!i ROWsdlvent B the residue
ar uor o
Yaavfrergmﬁtﬂgr@bﬁ@ %eivﬁ%&ex f’ﬁ@éﬁf Sralty sﬁﬁ Y it Jielding 305 e

ethanolamine. This was dissolved in 3 mL dichloromethane and cooled to -78°C under an
argon atmosphere. 3 mL of a 1 molar solution of boron tribromide in dichloromethane
were added dropwise and the mixture was stirred for one hour at -78°C and 20 minutes at
ambient temperature. Then at -78°C 3 mL conc. ammonia solution were added dropwise
and the mixture was stirred for 5 minutes. The reaction mixture was combined with
ammonium chloride solution and extracted with ethyl acetate. The combined organic
phases were evaporated down and the residue was chromatographed for further
purification (silica gel; eluant: dichloromethane/methanol + 1% ammonia). Beige solid: 93
mg (26%); mass spectrometry: [M+H]" = 391.

The (R)- and (S)-enantiomers of this embodiment may be obtained by separation of the
racemate analogously to common methods known in the art. '
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15 h dv-4H benzo[ 1, 4l oxazin-3-one T OH HN N F OH 300

mg (0.91 mmol)

Srobesszibaxy- 8- (2, 2- di hydr oxy- aget yl ) - 4H benzo[ 1,réjrospams/004073
in-3-one 20 and 183 ng (1.09 mol)
2-(4-fluoro-phenyl)-1,1-di net hyl -et hyl am ne were

dissolved in 3 nl ethanol. Ml ecul ar sieve was added

and the m xture was heated to 80C for 30 m nutes.

After cooling to anmbient tenmperature 35 ng (0.91 mmol)
sodlun1boyoh drldebmere added The n1xture Vas

BREb g@ﬂ%ﬁ@eq]o)@gﬂmaﬁg e sol ut| on was added to the
reaction mxture and this was extracted with ethyl 25
acetate. The organic phases were evaporated down and
t he resi due was grgpped (el uant: hexane/ et hyl

acet at e/ met hanol ). [The |et hanol al*:n ne thus obtained (223

ng) was dlssolved“$ o cl eave the

benzyl protecting gro

e #5057y
pal | adi um hydr oxi de as_FH_gt al yst at anbi ent tenperature
and nornmal pressure. catal yst was separated off
by filtration through Celite(r), the filtrate was

e&%ﬁ{rrsom @%&{f‘égzgyiq%@g ogg}e, ertlgqsnbgmeu}mgre carried out as described for
Exaﬁﬁ;ble 1 drreftdna 8ed met(b2h ahthol) Bebepeylsoy-Bd2,25ikydrdx-adkby gH-

GO e e e e
ethplamintel Brigofsolidhel le]ﬂaﬁ‘ém(é4%h,ah@jg@mmgyCMh 4 5, 437,

met hods known in the art. 10 The fol | ow ng conpounds
of formula 1 according to the invention_ may

Bon Ereel Chrsarsiost of tis RO FEY158 QBRI RS epastion of the
feshite BeslofwisBi 1o Rehdi@: mEkaditiRwh i Be art.

- 8-{2-[2-(4-fluoro-3-net hoxy-phenyl) -1, 1-di net hyl - et hyl

am no] - 1-
Eyampleyt. B: 18y Z-FQGMqﬂnbromeﬂi‘H)-@ﬁmeglm131-hm¢0xv—ethvl} -6~

- phenyl ) - 1, 1- di net hyl -

hyI arri no] - 1-

hydr oxy- et hyl } - G-W- 4I—b]_keenzo[ 1, 4] oxazi n- 3- one;
: H

Exanmpl e 1.22:

8- {2-[ 2- (4- chl or o-Nethyl ~phe nmet hyl - et hyl a
m no] - 1- hydr oxy 20 et tk(i\i;::Lp

- 6- hydr oxy-4H benzo[ 14 azi n- 3- one; e 1.23:
8-{2-[2-(4-chl oro-3-flupro-phenyl)-1, 1- dlnethyl et hyl a

m no] - 1- hydr oxy- OH
et hyl } - 6- hydr oxy- 4H benzo[ | , 4] oxazi n- 3- one;

300 mg (0.91 mmol) 6-benzyloxy-8-(2,2-dihydroxy-acetyl)-4H-benzo[ 1,4Joxazin-3-one
and 183 mg (1.09 mmol) 2-(4-fluoro-phenyl)-1,1-dimethyl-ethylamine were dissolved in 3
ml ethanol. Molecular sieve was added and the mixture was heated to 80°C for 30 minutes.
After cooling to ambient temperature 35 mg (0.91 mmol) sodium borohydride were added.
The mixture was stirred for 1 hour at ambient temperature rithren, then sodium hydrogen
carbonate solution was added to the reaction mixture and this was extracted with ethyl
acetate. The organic phases were evaporated down and the residue was chromatographed
(eluant: hexane/ethyl acetate/methanol). The ethanolamine thus obtained (223 mg) was
dissolved in methanol in order to cleave the benzyl protecting group and hydrogenated
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35

25 Exanpl e 1. 24:

8-{2-[2-(4-chl oro-2-fluoro-phenyl)-1, 1-di net hyl - et hyl a
wiomds/th2iwgdr oxy ethyl } -6-hydiroxy-4H b enzo [ [|PCTAP2005/004073
ox azin-3 -one; Exanple 1.25:

8-{2-[2-(3-chl oro-4-fluoro-phenyl)-1, 1-di net hyl -et hyl a

m no] - 1- hydr oxy-

et hyl } - 6- hydr oxy- 4H benzo[ 1, 4] oxazi n- 3-one; 30

Exanpl e 1. 26:

Whti)zlghma’llgdg}rf llly%%)gde as cata 3?931(: %t gnﬁlb 1>(tI tzzrh%ér%t_ugé anlﬁt IPO\{ll‘nélepressure.
ﬂTkIéiézalaﬁﬁt@tf%)?ébﬂarﬁe@wﬁ@)ﬂtréﬂrbrbﬁﬂﬁ@h Celtie®) dlzd filtdtcomss, freed from

a e, 1.27. i )
iPIVSR 5 this Tekidhe v smorntne RS CIRRRG) SMBEL i et hy ! -
tielilosometbdneim@banol). Beige solid.

Oy~ ¥y < B hydroxy- A5 0 oxazi n- 3-one; WO

S e R R S B 2 o 271 o,
8-{2-[2-(4-fluoro-3, 5-dinethyl -phenyl)-1, 1-di net hyl -

Hé g Bl {Sé-enantlomers of this embodiment may be obtained 1? separat10n of the

hyd hyd
y ! oq)é)énglog@s v to COyerlC?nXI%eéOdS l?nrz)zv&)n int h ova| n-s-one,

8- {2 [ 2- (3, 5-dichloro-phenyl)-1,1-di nmet hyl - et hyl am no]

Al - roxy-ethyl }- . . . .
b, AP ihmndt pifommle b ckerding fa hedpuspion mevatio be obtained
Bnal Qeously (td thetslynthosiS exvanplgd dgstibred| Berelnbef@enet hyl - et hyl a
m no] - 1- hydr oxy-
et hyl } - 6- hydroi/ 4H benzo[ 1, 4] oxazi n- 3-one; 10 .
Exawp ec1.20:$4 {2-{2-(4-fluoro-3-methoxy-phenyl)- 1 1-dimethyl-ethylamino]-1-
ﬁydra?& 8th9@ GLh?drbka Hhusdigongexdzr-3-ohe;di met hyl - et hyl am

- y r
et hyI }-6- hydroxy 4H benzo[ 1, 4] oxazi n- 3-one; Exanpl e
Ex3dple 1.21: 8-{2-[2-(4-fluoro-2,6-dimethyl-phenyl)-1 1-dimethyl-ethy1amino]-1-

sy bt R RIS AD R BERSN &) Orasin' 3. one:

Exanpl e 1. 33:

oN

_ ﬁ%fuﬁny dgz 1328 %g%;ﬂ-@ﬁlg}roo@ G pherdy Al TRG Ay REMAY]8ThSIO]-hydroxy-

oxy e
R Hehepepld Aty P 9n8- one. WO 2005/ 102349 99
PCT/ EP2005/ 004073 Patent Cains 1) Medicanent

Eammblie o (DR aioRs e uRerD . el frhyarony

ethﬁ} -EGhgtoby-@Hbenzo[ 1,4]oxazin-3-one;

Example 1.24: 8-{2-[2-(4-chloro-2-fluoro-phenyl)-1,1-dimethyl-ethylamino]-1-hydroxy-
ethyl }-6-hydroxy-4H-benzo[ 1,4]oxazin-3-one;

Example 1.25: 8-{2-[2-(3-chloro-4-fluoro-phenyi)-1,1-dimethyl-ethylamino]-1-hydroxy-
ethyl}-6-hydroxy-4H-benzo[ 1,4}oxazin-3-one;

- Example 1.26: 8-{2-[2-(2,6-difluoro-4-methoxy-phenyl)-1,1-dimethyl-ethylamino]-1-

hydroxy-ethyl}-6-hydroxy-4H-benzo[ 1,4)oxazin-3-one;

Example 1.27: 8-{2-[2-(2.5-difluoro-4-methoxy-phenyl)-1,1-dimethyl-ethylamino]-1-
hydroxy-ethyl}-6-hydroxy-4H-benzo[1,4]oxazin-3-one;
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wherein n denotes 1 or 2; Rl denotes hydrogen,

hal ogen, C -C4-al kyl or -O-Cl-C4-al kyl; 10 RZ denotes
wodnogemaohal ogen, Cl- C4- al kylggor - O Cl- C4- al kylpCTR$2005/004073
denotes O -C4-al kyl, OH, hal ogen, -O G -C4-al kyl,

-0 d-C4-alkylene-COOH, -OCi -C4-alkylene-COOC

1-C4-al kyl, at |east one other active substance 2. 15

2) Medi canent conbi nations according to claim1, which
contain in addition to one or nore conpounds of

formula 1 as an additional active substance 2 one or

nore conpounds which are selected fromthe categories

gkampR B28: Isc{mtz (FEﬂﬁcbva% $-amhcth ARchM)- 1j1ndieiHydethylabtipo]-1-

‘ﬁ_r 0|_d éé:%% ant a%ﬂ_b]sts 2 ﬁmd EGFR-1 nhi bitors
gl S’XY NN E P 1§ %ccording to claim
1

or 2, mhlch contain one or nore conpounds of

I t : KR . .

SRR 105 LB B 71 ey R o -1-ydroxy-ethy)
ﬁ’éw&my*"rH E@lZRﬁl Aenaries- -dmgdr ogen, fluorine, chlorine,
met hyl or methoxy; R3 denotes Cl-C4-alkyl, OH,
fl hi b Cl- 4- al kyl , )

%?1;)'1321?%9 (léy{?g-lg?len%@dp{roo&methyl-pheny:b 1 1-d?met){lyl-ethylammo]-l-hydroxy—
ety Ql6-bhtrakyrHes Rz KdzifAopbkyl . 4) Medi canent
ctgyn% ngﬁronﬂs‘ accorﬁ'@n?to claim1, 2 or 3, which
contain one or 30 nore conmpounds of general formula
Examphy B3 3AQ-PD64. 344 Bd&@ offhonHE T/ R R0 -60¢Bimano]al -hydroxy-

Cl-C4-al kyl; R2
B o TR o ot
Cl-C-alkyl, OH -0OCdC-C4-alkyl,
E kﬁk]e%?'é‘{) gles -Gl Eﬁeny? t Qdﬁhetﬁflr ethylamino]-1-hydroxy-ethyl}-6-

ene- CO- $ ‘Medi caient” conbi nat’i ons
BZ‘BB’FW‘H %O[érﬂéowmc 8'%s 1 to 4, which contain one
or nore corrpounds of general fornula 1 in the form of

GRS P B SR . sy <

6 hydroxy~4H benzo[1,4joxazin-3-one,




10

15

20

25

30

6) Medi canent conbi nations according to one of clains

1 to 5 which contain one or nore conpounds of

geneialozisermula 1 in the formef the acid addi tim/EP2005/004073

salts with pharmacol ogically acceptable acids as wel |

as optionally in the formof the sol vates and/or

hydrates. 15 7) Medi canent conbi nati ons according to

one of clains 1 to 6, which contain, in addition to

one or nore conpounds of general fornula 1, an

anticholinergic (La) as an additional active

substance 2. 20 8) Medi cakatentddanat i ons accordi ng

to claim7, which contain in addition to one or nore
onmpoun f general .fornula 1 an anti linergic (La)

BRI oot ehiefisaieHgonyinssn shisti-Sh A breos PEpR e

2amfgounde st enepil formsidd 1S 2a.2 , flutropiumsalts

(2a.3), ipratropium@pts 2a.4 , glycopyrroniumsalts

2a.5 , trospiumsaltsj2a.6 . WO 2005/RQ2349 1Q1

PCT/ EP2005/ 004073 di cament conbi pERhon<
according to claim ich coppaimei ti on to one

fo 30

or nore comnpounds
Op! HO S 2a.7

anticholinergic . Y
wherein 5 X- dendtes ign th a single negative
charge, prefer@ h ani on sel ected from anong t he
fluoride, chloride, brom de, iodide, sulphate, =
phosphate, nethanesul phonate, nitrate, nual eate,

t, citrate, fumarate, tartrate, oxal ate,
succl hate, benzoate and p-tol uenesul phonat e,
Bpt i onal #gpofes 1taid; f orm of the racemmtes, enantioners

B ool o totogts b kD Oh pRALCLorian | one

: ' ' in i ition to one

Br nore %%@M%g%ﬁia@gﬁ%r%r f%‘?mragl&aﬁvafky;

RAt i chol daetgics-Qfalkyl] OH, Baldgerd -OH | LC/-all, -OHIYEC s-alkRene-COOH,
-0-C;-Cy-alkylene-CO-0O-C-Cy-alkyl,

at least one other active substance 2,

2) Medicament combinations according to claim 1, which contain in addition to
one or more compounds of formula 1 as an additional active substance 2 one or more
compounds which are selected from the categories of the anticholinergics (2a), PDE IV
inhibitors (2b), steroids (2¢), LTD4-antagonists (2d) and EGFR-inhibitors (2e).

3) Medicament combinations according to claim 1 or 2, which contain one or
more compounds of general formula 1, wherein

n denotes 1 or 2;

R! denotes hydrogen, fluorine, chlorine, methyl or methoxy;

R? denotes hydrogen, fluorine, chlorine, methyl or methoxy;

R3 denotes C;-Cy-alkyl, OH, fluorine, chlorine, bromine, -O-C;-Cy4-alkyl,

-0-C;-C4-alkylene-COOH, -O-C,;-C;-alkylene-CO-0-C;-Cs-alkyl.

4) Medicament combinations according to claim 1, 2 or 3, which contain one or

more compounds of general formula 1, wherein




10

15

20

Me Me Me 2a.8 wherein R denotes either nethyl 2a.8.1

or ethyl 2a.8.2 and wherein X - may have the 15

RERRONOR3MI ven in claim9. WD13905/ 102349 102  pCI/EP2005/004073
PCT/ EP2005/ 004073 11) Medi canent conbi nati ons

according to claim7, which contain in addition to

one or nore conpounds of general fornmula 1 an
anticholinergic of formula 2a.9 R2~/RNX H AOO

Rs R4 RT Rss R2a.9 wherein 5 A denotes a

doubl e- |_&Pded group selected fromthe groups C-CC

8C and S'H H 0 H X- denotes one of the anions

Rith a siagtesn @@géﬂylec{:t;%g@spem fied in claim?9;

b and R&w?gi %/Hbel |g or different denote a
oup sefPRISRYIOSH Neth F”a Yet hyl , n-propyl and

Rdo- pr op&én,otesmlm aiieyl, OFL, HO/GLCyalkgl, SDHT5C talitydehebPODB! or

hydr ox 4o apl substituted nethyl;
y’ Y % énd‘ %ﬁ%ﬁ&bﬁf)% e élks,gentl cal or 4

dlfferent denot e hydrogen, nethyl, ethyl, nmethyl oxy,

%:;hyl °XyMeH%%%ﬁgmﬂﬂéﬂBﬁiﬁ:ﬁoﬁ%ﬁo' JAE of@l Eﬁy 4,Ghhich contain one
d in

not es ogen
HetRTA Wou@@ﬂﬂﬂ gengral fo fogpr,_o) @}qgnqhwdu@ qtisaldsomers,

mhixt(edd o€ 1 idividealZnidtiom&ebdr fbemé®t. CF3i - CH2- OMe,

- CH2- CH2- Owe, -CH2-CEt, -CH2-CH2-COEt, -0-COwe,

-0-CCEt, -OCOCF3, -O-COCF3i fluorine, chlorine or

By om ne, Megichmaat!coynbimtibheadcordingto dnbef clanesrhteeS ,which contain one

GANL SIRDRARY o MALA Bkl R He ol of BRYCAPRTHAR s with

pharmacologically acceptable acids as well as optionally in the form of the solvates and/or

hydrates.

7) Medicament combinations according to one of claims 1 to 6, which contain, in
addition to one or more compounds of general formula 1, an anticholinergic (2a) as an

additional active substance 2,

8) Medicament combinations according to claim 7, which contain in addition to
one or more compounds of general formula 1 an anticholinergic (2a) selected from the
group comprising tiotropium salts (2a.1), oxitropium salts (2a.2), flutropium salts (2a.3),
ipratropium salts (2a.4), glycopyrronium salts (2a.5), trospium salts (2a.6).
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12) Medi canent conbi nations according to claim7,
which contain in addition to one or nore conpounds of

 gemessdozfsormul a 1 an anti chol hqger gi ¢ of for nul a p2a/EP@o05/004073

R2+RNX H ARB OOR/ Rs RI1 Rlo/ OHR12 2a.10
wherein 5 A, X' , R and R2 may have the neani ngs
given in claim1ll and wherein R7, R8, R9 RIO Rl' and
R12 , which may be identical or different, denote
hydrogen met hyl, ethyl, nethyl oxy, ethyloxy,

dro fluorlne chlorlne br om ne

| eMedicamgnicombinations aserdipsiopainy, Witk piATAGRaRon to one or
ot RhpoiiBds tlenbial foydiRASH arfiRhblRfeedit ¥f foemtagafor m of

t he racemates, enantioners or ates thereof. 10
13) Medi canen QIbi nat i on ng toclaim?7,

whi ch cont ai addi to nor e corrpounds of
general for arD ant i chol i [ c o0 fornmula 2a. 11

R2 ~+/RL NX H A OORL5 RI13 R}l
wherein 15 A and X - may ve the nea '
claim 1l and wherein RL5 denotes h
nmet hyl, ethyl, -CF3, CHF2 or fluorj nd R2
whi ch may be identical or differe not e

Cl1- C5-al kyl, which nmay optionall ubstltute% by
C3- C6-cycl oal kyl , hydroxy or hal ogen, or
wherein

X- denotes an anion with a single negative charge, preferably an anion selected
from among the fluoride, chloride, bromide, iodide, sulphate, phosphate,
methanesulphonate, nitrate, maleate, acetat, citrate, fumarate, tartrate,

oxalate, succinate, benzoate and p-toluenesulphonate,

optionally in the form of the racemates, enantiomers or hydrates thereof.

10)  Medicament combinations according to claim 7, which contain in addition to one or

more compounds of general formula 1 an anticholinergic of formula 2a.8

O ItléMe -
I%e’J\\Me

Me 2a.8
wherein R denotes either methyl (22.8.1) or ethyl (2a.8.2) and wherein X - may have the

meanings given in claim 9.
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20 R1, and R2, together denote a -C3 -C5 -al kyl ene

bridge ; WD 2005/ 102349 104 PCT/ EP2005/ 004073 R13,
RDL00FRB349and R14' which may be2identical or PCT/EP2005/004073
different, denote hydrogen, -Cl-C4-alkyl,

- Cl- *4- al kyl oxy, hydroxy, -CF3, -CHF2, CN, N2 or

hal ogen, optionally in the formof the racemates,
enantioners or hydrates thereof. 5 14) Medi canent

conbi nations according to claim?7, which contain in

dition . _one or .nore conpound f. neral fornula,..
10 an MefisPRe Grevgrops M i am R by gopfiighfdition t
BisoRho dBrigbihds dRigenetalRrmidh 1 4R antichd®incrp® efifernmila 2x.9-
may have the neani,ngs g'ven in _claim1l and wherein D
and B whi ch mayb&+dgpti cal “different, preferably
i dentical, denote O, NH, 0 CH2, CH=CH or
N(C -C4-al kyl); R16 d hydr ogen, hydr oxy,
-Cl-C4-al kyl, -d-C4- -C1
- C4- al kyl ene- hal ogen, ¥ - 0- CI'\- C4- al kyl ene- hal ogen,
Cl - C4-al kyl ene- CH, - P8, cHF20 0
-C -C4-al kyl ene-d -C4-al k
- O COC 1- C4- al kyl ene-Rs ~
-Ct - 4-al kyl ene- C3-C6-¢c OCF3 or hal ogen;
R1' and R2" which may gfe\id [ S
denote -C -C5-al kyl, which may option® |y
shglbst ituted by -C3-C6-cycloal kyl, hydroxy or hal ogen,
IR and R2" together denote a -C3-C5-al kyl ene bridge
A 20 R17, BadtesRldoubkersbnBad’ growphictdateddyon thei gleutsi cal
or different, de/note hydr ogen, -d -C4-al kyl,
-C - C4- al kyl px hydr oxy,;, =CF3, -CHF2, or
hal ogen; Rx j@ngt Rx' swhic y be angent | ;
di fferent, dehot%e hydrogen, -Cl-C4-al kyl,Q ctt

- al kyl ox - = Jin claim 9:
A N S
8? apdhR” douwhish meaydhed @rﬁ@gk@' q;t’"fergt’lt (Nppte a group selected from methyl,

ethyl, n-propyl and iso-propyl, which may optionally be substituted by

hydroxy or fluorine, preferably unsubstituted methyl,
R} R* R® and R®, which may be identical or different, denote hydrogen, methyl, ethyl,
methyloxy, ethyloxy, hydroxy, fluorine, chlorine, bromine, CN, CF; or
NOy;
R’ denotes hydrogen, methyl, ethyl, methyloxy, ethyloxy, -CHy-F,
' -CH,-CH;-F, -O-CHy-F, -O-CH,-CHy-F, -CH,-OH, -CHz-CH,-OH, CF3,
-CH;-OMe, -CH,-CH,-OMe, -CH,-OEt, -CH,-CH,-OEt, -O-COMe,
-O-COEt, -O-COCF;, -O-COCF,, fluorine, chlorine or brom_ine,
optionally in the form of the racemates, enantiomers or hydrates thereof.
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CH2, CH2-CH2, N(d -C4-al kyl), CH(Cl-C4-alkyl) and
-C(Cl-A-alkyl)2, optionally in the formof the

MACO0HEL02319 enanti omers or hydrétes thereof. WO PCI/EP2005/004073
2005/ 102349 105 PCT/ EP2005/ 004073 15) Medi canent

conbi nations according to claim7, which contain in
addition to one or nore conpounds of general fornula

1 an anticholinergic of formula 2a.13 r., R2"'" + RN

X H XOORls R20 R0, 21 21, ORZ2a.13 5

erein X -.may have.the neanings given, in.claim1l ...

i wior St AR SRR A A o ik oMt hagaiton o
bnoon méteCompoundsefgenertd forrhhlRI%ndaticiadimetgjaefioymula 2a.10
met hyl , hydr oxynet hyl Rr'et hyl, -CF3, CHF2 or fluorine;

Rl and R2... whiRt be identical or different,
denote Cd -C5-al kyl, ich may 10 optionally be
substituted by C3-C6 al kyl , hydroxy or hal ogen,
or Rland R2... toget tie a - C3-C5-al kyl ene

bridge ; R20, R21, 0' ans. R21' which may be

i dentical or differédht,_gen ARdr ogen, -Cl - C4-al kyl ,
Cl - C4- al kyl oxy, hydr o;},2 -CHE2; CN, NO2 or

hal ogen, 15 opti onal R%AT ‘ ’ Rg racenat es,
enanti oners or hydrateg di canment

conbi nati ons accor di pgetNo-ene © FaiArs, 1 to 6, which
contain in addition to one or nore c&hpoupglsgof
g%neral formula 1 as an additional active Substance 2
&P | V-inhibitor (Lb). 20 17) Medi canent

@0 Xbi RAbndRSmag bavetha gehnings given ibclaiwhElr &idwhéreinPDE

V-4 nghibibton 2bois sel.ect f i Si
R0 AL St L AL AL 0P oAU, AR, ety
ethyl, methyloxy, ethyloxy, hydroxy, fluorine, chlorine, bromine, CN, CF3 or NO,, while
at least one of the groups R” R R’ R R! and R"? may not be hydrogen,
optionally in the form of the racemates, enantiomers or hydrates thereof.

13) Medicament combinations according to claim 7, which contain in addition to

‘one or more compounds of general formula 1 an anticholinergic of formula 2a.11

1
R2\+’R X -

wherein
Aand X - may have the meanings given in claim 11 and wherein
R denotes hydrogen, hydroxy, methyl, ethyl, -CF3, CHF7 or fluorine;

R"andR¥  which may be identical or different, denote C1-Cs-alkyl, which may
optionally be substituted by C3-Cg-cycloalkyl, hydroxy or halogen,

or
R"and R*  together denote a -C3-Cs-alkylene bridge ;
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ariflo (cilomlast), CP-325.366, BY343, D 4396

(Sch-351591), AW 12-281 (GW 842470),

NG B051B4oh] or o- | - oxo- pyri di n-144 yl ) - 4- di f | uor onekGIBEAZ05/004073
3 25 cycl opr opyl net hoxybenzam de, NCS-613,

pumafentine, (-)p-[(4aR*, | ObS*)-9-et hoxy-

I, 2,3, 4, 4a. 10b- hexahydr o- 8- net hoxy- 2- met hyl benzo[ s]

[ 1, 6] napht hyridi n-6-yl]-N N W 2005/102349 106

,OBay-198004, D- 4418,
kg atizoram
3852, D- 22888,

PCT/ EP2005/ 004073 di i sopropyl benzam de,
R ri4 R ;i en¥teRMdoghn, -C1-Cy4-alkyl,
i hoxyphgl%(f’ﬁjg@fﬁgg%gweé%e;h‘gk&l?br%}’f?ér&ﬁ dn¥% oden, -C1-Cyq-alky
3- (cycl ope OWPM@th%H@iE%@N\rN(PZ\PQh%%ﬁo-
2)[% ty [ r s

?Hf@{ahﬁ 11% &y % 69%%&% S aﬁt_lgmgrx of Rgfdrgtgpﬁ‘fere%'f.
nethoxyphenyl)cyclohexane 1 - carboxylic acid],
3afar bonﬁfcﬁ%eﬂf &%ﬂﬁﬁ’aﬁ%ng §cc%rdm%to cla1m 7 Wthh contain in addition to
cycl opr opyl et oxy-4- | uor onet ) cycl ohexan-
pn%ﬁ@ngqeﬂomp@blg}gcp zgg{Lgal formula 1 an antlchohnerglc of formula 2a,12
cycl opr opyl net hOéy 4+dq:'q"l uor onmet hoxyphenyl ) cycl ohexan-
l-ol], (R -(+)-ethytnt-(3- X
cycl opent yl oxy- 4- met h yphenyl)pyrrolidin-2-y|idene]ac
etate, (S)-(-)- ethyl[
cycl opentyl oxy- 4- mti
ol i di n-2-ylidene] ace ate
PD- 168787, T-440, T-2585, aro
V-11294A, C-1018, CDC-801, 10
YM 58997, Z- 15370, 17 D
9-cycl opentyl -5, 6-di hl]_?dr
t hi enyl) - 9H pyrazol o[ 3, 4-
i ne and 9- cycl opent yl - 5RB- di lydr o
ethyl -3-(tert-butyl)-9H pyrazol o[§ 4- c] 1,228 triazolo
Mel%irﬂﬂt(pyﬁdy%d%@ith&ﬁédrﬁk@@%énl in tctahﬁ 111288 ml‘fﬁf‘elﬁ he

ac es, ntiqnmers or.  di er eo
BEaThar o pray Hegismee! onRBbERE PrrGe o safaton Bétote 0, 5. NH,
accept abl eCHgj ﬁHadIﬂi or DINC p&lgtadkylgol vat es and/ or

pydrates t 3) | gament bi nat i
accor di ng frfeel{og yggoggﬁ,gl?ygg&% tccglng“ a\;\lﬁlﬁ) ’::TEE 12@41? g‘&rﬁoxiyh
addi tion t1&31eﬁe-aé1fy1¢mflmlaggnp@1ﬁd&mﬁkglen@h@lbgfﬁmr mula 1
a steroid | fcan ac wosLanc e lkl :
20 19) Medi %?q@%hr?bqlgﬁatl nghg coérjﬁll\ce éltgl%c gﬁm R
wherein t hé) QtQQ]opd eyl O-CQE sbuadoiensnhalogengr oup
CO{TP“ Si ntg- @-eg Iaﬂl@@ér@;@ -8g-cb cloamwd@l@@(lﬁigﬁhaogen

[ or i onat e. .2c

gl (BhEE 8RS Ceisaon dilgient dgate T1-Cs-alkyl, which may

t r| anci nol cqnmnﬁkty Be sublstiaheesldryi -dg - (chﬁ:loalkjduhydrax)omd'nalogen

'2c.9 , nonmetasone 2c.10 , ciclesonide 2c.11 ,

gfl epqpi de 2c.12 , ST-126 2c.13 , dexanet hasone 2c. 14
R (@@l RV5 ftogethemdenhigla -C3-Cs-alkylene bridge ;

g;"" %gé f‘JrIrLJtJIHPR@ Yhfehlhar ddinamdarar dameh), @¥ydte hidrdpdhy dCpCy-alkyl,

oxo- andr ostél- @42911@%7% hydrony,GFp ofHlion &0 NQ2 onbglogen;
R8)nd RX0xowhieh Widcﬁthﬁmﬁ&rb’hﬂ denote hydrogen, -C1-Cg-alkyl, -Cy-

ony ! oxy- ardiBOPIY RAIPEheCk 17 AT AL NO ol el

and eti preanol -di chl oroacetate 2c. 17 , optionally in

gﬁ?m %&m 0{0 efh ﬁcéén%?ef&@ g bof PAN e odﬁﬁesdqq.ﬂalle-gonded oups O, S, NH,

oSt er eonele, 84aky53 btc) by-aityh Shd e Ca-atioy,

optionally in the form of the racemates, enantiomers or hydrates thereof.
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30 and derivatives thereof, the sol vates and/or

hydrates thereof. 20) Medi canent conbi nations

AErwpEINSt o one of clains | tes 6, which cont ai NnPGTEP2005/004073
addition to one or nore conmpounds of general fornula 1

an LTD4-antagoni st 2d as an additional active

substance 2. WD 2005/ 102349 107 PCT/ EP2005/ 004073 21)

Medi canent conbi nati ons according to claim 20, wherein

the LTD4 antagonist 2d is selected fromthe group
conprising nontel ukast (24.31, I-(((R-(3-(2-(6, 7-

di fl uor o- 2- qui nol i nyl ) et henyl ) phenyl ) - 3- ( 2- ( 2-

§)dr oxy - Riegicamyht) qohebinydtiphdiaceprding to claim 7, which contain in addition to

T B é%%%gﬁ'?%rb?f@%&% Exfihd fufrans e
5- yI) (E) - et hen Lg\ #%1) - 3- (2- (1- hydr oxy- I-nethylethy

| ) phenyl ) propyl )t hi djmet hyl )X cycl opropaneacetic acid
2d. 3 , pranl ukast 2d. zafirlukast 2d.5 ,

[2-[[2-(4-tert-butyl-

Vhethyl]phenyl]acetlc acid
¢M\- 001 2d. 8
F-5078 2d. 10 ,
Etlonally in

2d.6 , MCC-847 (zZD
MEN-91507 (LM 1507) 2( d.9) 49
VUF- K-8707 2d. 11 and L-73832
the form of the racqudtes

di astereoners thereof, ¢ ihe forn1of t he
phar macol ogi cal ly ac 2Pl e~acid dyi f,ion salts
thereof as well as og?ponally n the fBrm ef yghe salts
and d |vat|ves thereof, _ the so|vates andrUT_hydrates
WhERRGE " mhaye theaneaes ghieBih SR dd L ¥SFEIthg to one

af clains derofes, doblecdn@enieddup delRcted Froagldi tion to one

or nore conpounds.of general fornula an

EGFR-i nhi bitor (Le an di ti gnal/active substance

2. 23) Medi canment 5%§ina1? s a:§8 Eing to;claim22,
wherein EGFR inhibitors 2e aretbel@ctBd fromthe

gr9oup Co”péénﬁie@?PfdrOX eth&?ydrowetgyl ftﬂyl -CF3, CHF7 or fluorine;

4:.[ (3-chloro-4 uor
RhongiRo| i nwhichmaythegdentizakprididierenty flongig Gmcﬁalkyl@wbwhc;@ay

yl met hoxy - ghHonaE éﬁ@smﬁte[i(b?'c cycloal 1, hydrox or halogen,
chl oro- 4- fluorophenyl)an1no é F |ethy am no
| - oxo- 2- bffen- 1-yl ] am no} - 7-

RY cind R0 pytbpethéraieyiets ui-0320y-alkglede bidgech! or o- 4- f | uor oph

B IS Aol B itemice o Tt denste fydogp o i Caralo
met hoxy- quithaatalkydoxyshydiRyy, ¢ CL‘F3, -CHF2, CN, NO; or halogen,
Sty PR AT ks U 3 o =

am no}-7 25 cycl opent yl oxy- qU|nazo i ne,
4-1 ( 3- chloro -fl uor o- phenyl )am no] - 6-{[ 4- ((R) - 6- et hy

16‘ Medicament combinations accordmg to one of claims 1 to 6, which contam in

%lﬁlﬁgﬁvgo ﬁ)rg Hg%??ﬁéﬂ%aﬁ ﬁégengrr otrr%rlha 1 Zsl ;n arcrlldltlo}nal actlze substance

1 § BDENNVGInbdbitor [ 2s) 0- phenyl ) ami no] - 6- {[ 4- ((R) - 6- et hyl -
2- oxo- nor phol i n-4-yl) - 1- oxo- 2-

but en-1-yl Jam no}-7-[(S)-(tetrahydrofuran-3-yl)oxy]-qu
1hazol i Mdedicirheatchinbmatidas dcaondng tp lekaiyl Ioawhemin the PDE IV-

ﬁ%%lt()i( ﬁ% 1s%ef9%¥eﬁ%ﬂ{ety$up600msmy RBRAMin A m¥b Pty ¥Ohfmilast,
AP Iost) PR B o PR 96 (SRRSO e AWD-12:281 (GW-
42l (@), B305-BicAtdrd-U Qixe-ia 4 yHd-8oforhethoxy-3-
cyclopropylmethoxybenzamide, NCS-613, pumafentine, (-)p-[(4aR*,10565%)-9-ethoxy-
1,2,3,4,4a.10b-hexahydro-8-methoxy-2-methylbenzo[s][ 1,6 Jnaphthyridin-6-yl]-N,N-
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((S)-6-nethyl -2- oxo- nor phol i n-4-yl ) - et hoxy] - 7- met hoxy-

qgui nazol i ne, 4-[(3-chl oro-4-

MomspBARKy| ) am no] - 6- ({4- [ N- (18 nmet hoxy- et hyl ) - NeGTéPR§05/004073
| -am no] -1-oxo0-2-buten- | -

yl }am no) - 7- cycl opr opyl met hoxy- qui nazol i ne,

4-[ (3-chl oro-4-fl uorophenyl)am no] -6-{[ 4-

(N, N-di net hyl am no) - 1- oxo- 2- but en- 1-yl ] am no} - 7- cycl op

entyl oxy- qui nazoline, 4-[ (R 35

e L SR B e TS

EﬂﬁoEﬁﬂ&ﬁ*jﬂW&ldone 3- (cyclopentyloxy 4-methoxyphenyl)-1-(4-N'-[N-2-cyano-

g r%‘?%lqg%hlﬁﬁg%&ﬂg gﬂ) %FX%%U %{Z'%OI(‘E% -cyclopentyloxy-4-

g@th@@x%ﬁmyhyjc}?mg?aybarhmmm]actti{]p%mrﬁemmhexv—ﬁwal}cﬁﬁﬂ(ho
vl S RRRRY40E R ety Votfohe one, cis[4-cyano-4-(3-
AN {?h Sy el IR Hohexpr b one, qil

Yl oRramst yn4ndgpuoromethoxyphenyl)cyclohexan 1 01] (R)-(+ %ethyl[yl (3-
a, dl)@ifén &dg—fﬁ-ﬁreﬁto\kﬁbl%ﬂy Pyrrdlidy.olIReRNERE TOXY) Giky1TAZ S
et %ﬂ{ﬁxzp”%%ygpmm Ardidspeinceiaty) GDREATe Byl 98004, D-

MHISn(T]D -16873Q7; Z-440t €25RS, arofyllin, atizoram, V-11294A, C1-1018, CDC-801,

T N
man) ciifrpyragblad.fro) JQ’%W Ob‘iﬁ'@lpylldyie]andﬁ"qyglo})entyl -5,6-dihydro-7-

etﬁi(l(-‘a{ B)ertttﬁlttﬂ? bﬂé)ﬁ%ﬂ%h K n)J S\ @’fﬁéﬁol(gufnﬂﬁﬁjl'\ﬁhﬂ@ nptlonally in the

qtagg‘(tgatgs, enantiomers Or dlastereomers thereof and optionally in ﬁme form of

&@tpﬁmﬂacmo]gﬁimp @Ecceféta()(e&)crd Alditahyn 9 fsulvates and/bodgarated fhereof.
azoline, 4-[(3-chloro-4 10

fl uorophenyl)am no] -6-({4-[ N-(2-net hoxy-ethyl)-Nnethy
1&ani no]j M’bdmxmeﬂ doutbémtibns according to one of claims 1 to 6, which contain in
WU b I - QU | j - ( I = e
(,dhtgcéﬂofah()élny Ir;;r}/ 8&?&?‘1{1? ﬁi" %e%_léfaﬁ] %&u‘lfp fa éte{'c(u:l% tic_t? afhP adHitional
egpve oplesdgngk 2N- met hyl - ami no) - 1- oxo- 2-buten-1-yl ] am no)
7 cycl opent yl oxy- qui nazol i ne,
[ (3-ch] oro-4-fluorophenyl)an, not] 6-{[4- (N, N-di et hyl
]39)] no) - 1Mgdisamen pompinations 3cgading fo claim 18, wherein the stersid 2¢ is

seTec&e(de}mﬁtﬂeé grabiy d6:aptidiadprédiikgloBE (2] prediisaedlé.ne,

hl 4
GPaTNBRGRE o RER 055tH G0 Buri)ida Ry bipghssone 26
blatrzemoleqd@_ﬁj rim.)descimc[e(@ﬁ) fluticasone (2¢.9), mometasone (2¢.10),

&k cq ey ] & ohé}ﬂe]ﬁlethasone (2¢.14), (S)-
G el s i

ﬂ’@lrn@lﬁghybﬁﬁ i qmo anylcarbonyl)oxy]-11p-hydroxy-16c-methyl-3-

-éxc[ Andir6d14-0140didnd. hm&%@&%ﬁ%qg&/ i‘%l (- ([z%xme{rﬂﬁﬁa!rd Rrrdn-$S-yl)

P Félﬁpyl F}ﬁénlwdr[ (walg}%f -cg(o( a—proplony or}](gafzagllrlors]t%-l 4-diene-
I eakythivhary(2¢.1@indyetibaldadi2dichlofdaydthtdi(Zé. 1), Sptinaltpirdthe form of

3-chl oro-4 20 . . .
B pRneimes or iepetomer hereRL e etionldy info gt the sals
dongt cemivvati yes|tbereofpihe Bobhtve ayd/onhydnatks thereof.
4-{[ 3-chl oro-4-(3-fl uoro-benzyl oxy) - phenyl]am' no}-6-(5

[ (2- net hanesul phonyl - et hyl ) am no] net h } o
2 ur an- 2Mgficamepipembitpionyadeeing to q@ﬁ@ﬁyf/ﬂms 1 to 6, which contain in

&1dkydn Brone oF rrﬁm{ Ecﬂmlﬁdlﬁhs 6t @bﬁy ForAnPXP 2RI PR ntAyodisy{2d) as an

rﬁ%l[loxo 2-bute ] am no

achye sy @Pﬁ : 4-[ (3-chl or o- 4-f | uor ophenyl ) ani no]j

- 6- {[4 (nnrpholln 4 yl)-1-oxo 25 2-buten-1-yl]am no)

-7-[ (tetrahydr of uran-2-yl ) met hoxy] - qui nazol i ne,
4-[(3-chloro-4- fluorophenyl)am no]-6-({
4-[ N, N-bi s-(2-nmet hoxy-et hyl)-am no] - 1- oxo-2-buten- | -
yl }am no) - 7-[ (t et rahydr of ur an- 2- yl ) net hoxy] - qui nazol i n
e, 4-[(3-ethynyl-phenyl)am no] - 6-
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{[4- (5. 5-dinet hyl -2- oxo- nor phol i n-4-yl)-1-o0xo0- 2- but en-
1-yl]am no}-qui nazol i ne, 4-[(3-

B8l 29p8L0434P| uor o- phenyl ) am no] 167 [ 2- ( 2, 2- di et hy | B@/EPLe5/004073
- nmor phol i n-4-yl)-ethoxy] -7 30 net hoxy-qui nazol i ne,

4-[(3-chl oro-4-fluoro-phenyl)am no]-6-[2-(2, 2-di net hyl

- 6- oxo-

nor phol i n-4-yl)-ethoxy]-7-[(R)-(tetrahydrofuran-2-yl)m

et hoxy] - qU|nazoI|ne 4-[(3-chl oro-

? f | uor |C)%/l%g1t(:?1 ﬁacrcgl %?rl(agjani 'c%cc()rzdlr%g % cllmmh)d W%er%%(nothwqf’fﬁ@
@mtegcmammsasalwmfzory thengrdhp ryhpigingapolelukest (2d.1), 1-((R)-(3-(2-(6,7-

? ELJ%%OQ ﬁn Jdléil?’[ p&&xg/ﬁ Q ginh@f%] '2{1%0%)%22) en%l)thlol) o
mpt Lﬁyﬁbgmgaﬂ@acw.c[ag@ rlo((al (35-3( 2] (2.3 d1ch10r0thleno[3 2 b]pyndm-
5lymrm Pmbm@mbﬁ ﬁﬂm&i limeﬂ%%t}iglzméﬁglgﬁ@ﬁwmm&h@thyl)

er I dl 4 9&%}91 i 80 /za ukast 2d.5), [2-[[2-(4-tert-butyl-2-
ﬂniz(ogﬂpﬂlbemmﬁmm@ﬁwnﬁe}phéﬁﬁmm] acfil QUIECE-84T (ZD-8523)

VL AORRPT 24,85 M-8 ST a0 BR5R YF 5028 g2ato), vUrK-8707

(2. Ha ned LFT3332Y (20v Doemicnhiiy extha farmyd faky JacTmates, eosuyticguers or
Pﬁgtgl:égin@ ethnérlegwf ﬁpﬁ&l‘iaﬂg(ﬁz fhe fo ogtrhg Shannacglo?callgl dg:cceptable acid
pridifjorysalts gmqf 38 well a5 pptienl éjp}@) 114: fmgn of the sal vatives thereof,

filewerated Bedry DRIFtBTheRof 1- net hyl - pi peri di n- 4-yl oxy) - 7-
met hoxy- qui nazoline, 4-[(3

chl oro- 4-fl uor o- phenyl ) am no] - 6-{1-[ (nor phol i n-4-yl)ca

D)O nyl | Me@ﬁﬁﬂnémﬂboﬁrbﬁaﬂbﬁé ackordifgt lb@ﬂ)toﬂ vlaftg Dtd flevhich contain in

A R et LBESBOSPUL BRI L ecer iptibir 20 as an

adyliiioral adtivaeubstarice 2- chI oro 4-

fl uoro- phenyl)anlno] 6- (pi peridi n-3-yl oxy) - 7- met hoxy- q
ui nazoline, 4-[(3-chloro-4-fluoro 10

Bheny| ) aMiedispmentjcombmations yacardinmioaiaiy 32, phersin BEFR4okibitors 2e
hi@s¥lkectéd ﬁ%ﬁhﬁ%)@r(ﬁiﬁ'(ﬁ |sin?el»-[(§ ~chloro-4-fluorophenyl)amino}-6-{[4-

b oS hiec PR e nplC 6 (L ety abyar SRIAT 4.6
émar@lﬂﬁbmﬂeﬂﬂlhﬁﬁm] h gayN, Hrdiethylafind)-3) oxtoe? -bafeud - gipamino} -7-

Schibogy abaiis, 1G- s s tunenbmy dsivet Sal -
diaeytdapipo ph-oxoyd-bixten-1 3 Jagino } - 7- cyclopropylmethoxy -quinazoline, 4-[(R)~(1-
Pét)ﬂ%lj)m Y %QS ﬂ&' '(%@@Bllﬂ% w1 3o P RER 147 fabdis)@7 Phen

e lmrRbHyIYAHIEpBus, dHbhyhlara-frdory Bhessbmaino]-6y[4(R)-Gpmethyl-
PRk K142 DL 1-58o-2 butdn3t-yRaAhRoP-74cycldped R BBBYY-fuinazoline, 4-

R TehiRto A fuormebrmsbemine - AR et Ao pRocyeTrinlizdu)-1-oro-2-

Butyh-0xy Jami nate T g8y teqrah etk dnAd y1)oxy)-quinazoline, 4-[(3-chloro-4-fluoro-

ﬁéggﬁmﬁn‘ o DR RO Sl I AASDr 050 2 -1
Idaniing k7 -ayglopeopylethox@qliazoline, 4-{(3-chloro-4-fluoro phenyl)ammo] ~6-[2-
6{?}& 9'&1%11%11@ -G- Qm Myl %&%1(%]67 {deRidxgt a%@ﬂﬁé‘ﬁ-[’f@ -¥hiBro-4-

acet no- et oxy) UI nazo
ﬂUTFPBh@HD@PBl ﬁrﬁ{ez[No(me@thgm) athv Ok H@l}(xl'@fl}l%y]dPWrbé‘FPn 1-
yi4aiHxy) Z}oﬁ)?opylmethoxy qumazolme 4-[(3- chloro 4 fluorophenyl)amino]-6-{[4-

&H‘@ ﬁ'}y ‘1?'%1%5}/#1%8 &oblg :ﬁﬂ];agﬁlﬁ}nfc%cl Ilentyloxy -quinazoline, 4-{(R)-

(¢ phcpgl-ettlyDarting]-Hoigd-09 Nrbis-(Rirpethoxgi-eth i) pinoxg)} 1-Fxarbugsn-1-
y-qui nazol i ne, 4-[(3-chl oro-4-

f 1 uor o- phenyl ) am no] - 6- ( 1- am nocar bonyl net hyl - pi peri di
n- 4-yl oxy) - 7- met hoxy- qui nazol i ne,

4-[ (3-chl oro-4-fluoro-phenyl)am no]-6-(cis-4-{N-[(tetr
ahydr opyran- 4
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. tetrdhydspfirayR-ylmesh waqwzalamo Hi{(Fecthynyl-phenyl

25

yl ) carbonyl ] - N-net hyl - am no} - cycl ohexan- 1-yl oxy) - 7- net
WoPOGWRIH&azol i ne, 4-[(3-chl orades PCT/EP2005/004073
4-f | uor o- phenyl ) am no] - 6- (ci s- 4-

{N-[ (norpholin-4-yl)carbonyl]-Nnethyl-am no}-

cycl ohexan- 1-yl oxy) - 7- net hoxy- qui nazol i ne, -

4-[ (3-chl oro-4-fluoro-phenyl)am no]-6-(cis- 4-

{N-[ (norpholin-4-yl)sul phonyl]-N nethyl -am no }

7- h
a8 SRy P SR Ry e AP Brer S apigh g (v
wiethoayrethatli Metl80-amino]- 1 -oxo-2-buten-1-yi }amino)-7-cyclopropylmethoxy-
I

&%ﬁ%@@g??‘gﬁ’ yPl;fé{‘%I Zﬂj?ﬁ%rtﬂ?@ 60({{h MR49 ﬂl&ﬁofy étﬁ?’l) q\hhl%ﬁﬂfl -amino]-

ing peydleprapyimethexy puinaglingx 4 diliheheryl-
aﬁyl)ﬁnin@sr{l{d WQteﬁaﬁnec%fﬁ%ﬁgn 4| y1)-N- methyll anélrnr) I1 -0x0- -2-buten-1-

l}alzlg‘lo tqy&@r(g)ty g(ti}?xy qulngzl'(l)lme 4- %3 cﬁlor uorop%le}{yl?m%%o] 6-{[4-

(N,Nn@m&hyﬂt&mﬁoj (-Bx6lD-Buten- 4~}ﬂ]aﬁﬂﬂid} Pl@pyétpebpiiiadira®3fyloxy)-

1?18 1n9,y4 g? ﬁh%ﬁ%ﬁ&l@{r bl ?l)zaleﬁnﬂ]ag 34 ﬂ\é,’l\l-dlmethylammo) 1-0x0-2-
Hut[m $->d]ahnnc@—ﬂ{(fﬂ)wrahy¢ﬂmam Paytoniqubagaine; 4-[@chloro-4-
Qﬁff%%ﬁ&?h&ﬁml%‘{ %L @Ejﬁ?{g %%X@BK%P%—%?%A]”P%% -b Rten-1-
E]D}delyp qmybxy -quinazoline, 4-[(3-chloro-4-fluorophenyl)amino]-6- {[4-(N-
I:}Jei({ptrl na‘zl\g) EH&IWI-@.M fleXBLh)buEEnpﬁgll] sthido f-7vdyRlapkntitox® iduthazoline,
ﬁ(én%hl@}rarﬁ B?roehw mgwﬁ&r ﬂé;%‘ﬂ ~ingthygipinoy- gt gigkyie -
ylhl]kﬁﬁmb}ﬂ%(RFﬁétfa’hydi‘ﬁifﬂ'aﬂr%yIjmﬂhmqﬂ -quinazoline, 4-[(3-chloro-4-
en Q
FREpisS i ge) 31 5&@‘1&&%8%%“&@%% R VG-
amino is-
fhe{héﬁ?( %m&g)o%lﬂnﬂbc:i%(lg @ g)ﬁ'ré Q%l@%@l@ﬁ@ﬁnﬁﬂé%# I\Dbj(&érp'l_’nohn 4-y1)-
BSOR p(y]ylﬁ @m;no] qulnazolme 4-{(R)-(1-phenyl- ethyl}/ammo] 6-(4-
H;;zaragzﬂhé r) mﬂbgﬁol@m WPpyinkitifel Repheny| (3 amidiel- 6- { ci s
Jrobiiss ﬁmﬁ ol SHosHaTing)degio-rbisprls¥Jrgige edzethony-
@lihoitne, 4-{[3-3hlotd- @{Mofd—bmphxpﬁﬁrey@])]mim@ié—@-{[{2—
mﬁg%ﬂésul %Xgﬂyeﬁlggiﬁmllﬁglmetﬁyl %ura%( |21ylﬁhpn%z6lglen41(l¥)l (q)%ﬁenyl
ahjl)Bniob]-6+{H4-4R) ety pRenpinenhelol-4-¢1)--oxo-2-buten-1-ylJamino}-7-
&?{hgyg? ﬁeﬂhg%ci(lgleill—#g)-&?&g‘lﬁqﬂgtlzrgﬂﬁbngl)ﬁﬁfdo? lgDr4-(HofBhblin-4-yl)-1-oxo-
Z,_bpteg leyltamipp I HERYRD y]@r]_let'hoxy] quinazoline, 4-[(3-chloro-4-
gﬁengl)&ﬁfdoqi-l6ft{4'{w N)bySlmmemeapéﬁ&yg%ﬁa@pi {oRE-2-buten-1-
ﬁé%momés\y@aﬁﬁ B on HiRa7o e 4eEbreltyayl-phenyDamino]-6
H4H6 3-ditdeyiny2-ploemyitphalin-dejl - 6-0kd-2-buten-1-ylJamino } -quinazoline, 4-[(3-
Efﬁl‘n%azp ﬂ?(fljgpﬂlﬁ%l athfﬁlefﬁﬁ (9 24(.{1%'68@?% ok rﬁ%tﬁﬁ&ﬁ}h g—%)”&ﬁ(?}ly

mh@lﬁw Raimerinesd-{(B-chiarmy ﬂmrpfﬂhﬁwl)ﬁnﬂﬁ?]l &%3r(2, 2(dmpdyheroxo-
¥¥oRAY l? gﬂthﬂZ’P GH)f(tetlﬂh{rc(réfu}& 2-yymethoxy]- qumazohne 4-[(3-chloro-

F-prscr e Homingl-dsgy 2 B oo A oy o L)
éct[fe(t@dfblﬁhr@ﬁ-a yl)lﬁétu@x ggh&aulhaeam[(m&hl&n@:ﬂaowmwhmm ]-6-{2-[4-

cycl o a nazo
R PEI e PSP A PO RE R pige 413 -chloro-4-
ﬂMrbfphyn)d}mtlyd)])é N--(rett Aty i caojonyl)eipdratime-vloyy] sbepiettipxy-
nmet hoxy- qui nazol i ne, 4-[(3-
et hynyl - phenyl ) am no] - 6- (pi peri di n- 4-yl oxy) - 7- net hoxy-
qui nazoline, 4-[(3-ethynyl 20
phenyl ) am no] - 6-[ 1- ( 2- net hoxy- acet yl ) - pi peri di n- 4-yl ox
y] - 7- met hoxy- qui nazol i ne, 4-[(3-
et hynyl - phenyl ) am no] - 6- {
1-[ (norpholin-4-yl)carbonyl]-piperidin-4-yloxy}-7-meth
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qui nazol i ne,

4-[ (3-chl oro-4-fl uoro-phenyl)am no]-6-{1-[(cis-2,6-dim
&M3aos/mgs4shol i n- 4- 109 PCT/EP2005/004073
yl ) carbonyl ] - pi peri di n-4-yl oxy} - 7- met hoxy- qui nazol i ne,
4-[(3-chloro-4-fluoro phenyl)am noj-6-{

1-[ (2- et hyl - nor phol i n-4-yl ) car bonyl ] - pi peri di n-4-yl ox
y}-7-met hoxy- 25 qui nazol i ne,

4-[(3-chl oro-4-fluoro-phenyl)am no]-6-{1-[ (S, S)-(2-oxa

SR Etpe Mo By Rher Ay Po L sy dming -y Plghign A vloxy)-

7ﬂaeth0&qulqnazmhnegl4 -[(®-chibro-@d&uoro-phenyl)amino}-6-(trans-4-

gﬁﬂ%gﬁ@lfow%ﬁﬁm? E\Z&gﬂe}(ﬁpl r}%xyg ?) xgétrhé%bwqazolme 4-[(3-chloro-4-

ugmplmnml)mxﬁpbﬁ;(} y@mmwcmmz?emcmy -quinazoline, 4-{(3-chloro-4-
l i

) hﬁp@%@é@nﬁ%% Z{‘I‘Qﬁ&hﬁ?fgéﬂ&@mj\%yzﬁ;r&%t?gm{ quing nazohile 4-[(3-

KhigFQy4 ﬂuprqmbeeyaﬁ@HWfa -Kepmhobp- %-yl)carbonyl] plpendm yioxy}-7-

frletox#= qﬁmalaameenle a;mafob@mbﬂoqmeﬁﬂr)alﬁima} g-4L oxy} - 7- met

T({%E%IPO%UI n@w@ gﬂ};lﬁg)-})l:p%ﬂdl{n A yfoxy} -7-methoxy-quinazoline, 4-[(3-chloro-4-

fupiodpheaylixoninpi-6{pipeddin ioylog gy bare ok yjurewokiie) 44 (3¢ tidanyp-4-fluoro-

hh{ yggﬁ?]rfbg)r%[ zglr&l @@%ﬂuﬂﬁ éanth)}fl)) paPneI’ldlﬁl 46',71f)gz] -7- ﬂlet(hﬁz;wﬁxazolme 4-
rK’nb}(g-,‘,lyﬂuoro-phenyl)ammc:)] 6-(tetrahydropyran-4-yloxy)-7-ethoxy-quinazoline, 4-
Pesretdgls- mfsr&%h @Mﬁhﬁﬁﬂ@ﬁsm&aﬁﬁ&bﬁ&mﬂw&w 7MY dRAEP!

bﬂém ik 73 b Gosd pherailamnal- sty omsranod-yiepe 5-C-
hﬁ&ﬁﬁylethdxsﬁ)cqﬂun&dm%h@{@ oTaﬁ)rQMLﬂlﬁﬂ'@Jph J)ammo] 6- {trans-4-

b Rioldinony RS etk Sl Tt beceh EB3poep g +16-

yllllovoﬁ-ﬂi‘lormpﬂmxl)ammoﬂ}-ézbtanm s[(morpholin-4-yl)carbonylamino]-cyclohexan-

LI OBt A e
(Frerphotip=4 Mh)&\%&lmnwlwmwl qy@kﬂlewbw ﬁ-ﬂrm@h@xm@ﬁ% ine, 4-[(3-
alﬁlbfbozl ﬂﬁo&)tmﬁﬁ)émﬂioqt%t(tedaﬁmraw alpbeanoladttyaniino ethoxy)-

HEHRZ% DR BlE: cﬁﬁw goﬂ@rgwéﬁwlm%:ﬁ (teirghy drppyran-4-Klopyhd (2-

mﬁmhesulﬁhoﬁylammo ethoxy) -quinazoline, 4-[(3-chloro-4-fluoro phenyl)ammo] -6-{1-
]{,’{8 )P%ggi&mgfgiqrbor{gfﬁt ]3{114 %m-ﬁiﬁﬁé@g}y? Ia%))(c?rnqu:ll'na\éopné/ )4 [Z3 rﬁleloro 4-
fluptocdenyljrmeing]- ﬁ-éinanm}%ﬁPb[Oﬁylﬁﬁﬂﬁdﬂbnmﬂhw—yﬁ}mﬂ -methphe
%ﬁlﬂaz‘l)‘l ﬁé 214; @ RA¥d- 47ﬂ|{c{t(r§n)gh%naf)?a?m§o& 6n(6(l:13 4- {N—[(tetrahydropyran -4-

tetra uran-

Agar FHmeethyl fqlm@phcbﬂ@bﬁ;qm) i 76n1@timxy quinazoline, 4-[(3-chloro-
muhﬁﬁ maﬁml] 6pacfse¢ L[ Ampyb Ryl barbBh NN nidtylad@ho} -

iﬂwﬁﬁqmﬁy ety Angrbar 4l Grekloprdsgpore-pherylsmjool-6-(cis-
é]-b[NQE{mipémhn -4ogaukphonil - M—ﬁleﬂfﬁ&hﬁm}mlohéﬁ?ﬁ;f%)@bﬂ methoxy-
U5 . At D o 5 G
cyvdolfeaamml oloxtydd -pethoryquinagiliog) 4-§(3- chtm@ﬁt&bir&ph@m)d)ammo] 6-(1-
ﬁi@gfahés‘ﬁfbh%‘%lt pﬁg%’ﬂﬁﬁ %gjtloxfg h;en%t 6’%}’ /Alifis-oRRe/ £ gS Q)ﬁfgr@qeﬂ"uoro

her eof frons accor to one

BhenyDaming]-o-( gnethanasulphensdwinsadin-drylogal-7-(Z anethexy-ghewy)-
§andARlife, 4-3 BRIk S-p ha@nﬁmugimﬁLdzm%Bﬁﬁbtaﬁ) iperidin-4-

R B gy S 1B B oGS B i

atylshinoayclobtremalgloky ) 7-amahodysquidazalilRDEH3-ethyhylopleay)amino]-6-
(Lb) according to one of clains 16 and 17, as well as
optionally a pharmaceutically acceptable carrier. 20

25) Medi canent conbinati ons according to one of clains

1 to 6, characterised in that
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they also contain, in addition to therapeutically

effective anounts of 1, therapeutically effective

MEoWVOT 2P an antichol i nergi c 1{dta) accordi ng to REEEPEH05/004073
claims 7 - 15, as well as therapeutic anobunts of a

steroid (Le) according to one of clains 18 and 19, as

well as optionally a pharnmaceutically acceptable

carrier. 25 26) Medi canment conbi nati ons according to

one of clainms 1 to 6, characterised in that they also

FfBeRSegpRertionsd Hasein At gB T meBora i line £oi3-eym-
pinnybainohér (gitmhPdropgranddylogy Jt bmethexpiquinaziline, zi?-[(—i’:-(_iﬂiﬁ;»ro-4~ﬂuoro-
Bend Bl A SR i S Rl R A AR B A o1
soxppT-thxlyyquingshlinardd €rchlor-#fluarsephenganaine b r(Fierd- {N-[(4-
el B LA TR YD E ARG, PRARE Do h a1y By o Plefory-
geanzaliag 463 chiorefeinore-phenylapring t@f {ds-driguerplolyr4 |
ybﬁrﬁfr%%ﬁﬁiﬁ?]-cgzyélolgﬁggg?}&@%a?rrtﬂx'éﬁlgﬁy-qgifnaibllin_e, 4 3-c_h10f0-4-ﬂu0ro~
BaerBmingl Sue-BoGl TuTaetint Y B Eppeudngbiess -7 methoxy-
trhieszpiestd-(3-ahtuodstholo-pherdyDaRing]te- bi-f(atorftodih-4-yl)carbonyl]-
BHERAILEROD S A Ao R 418 ol gbingior o0
et paprsdin-¢ i dtinethexaqeiopahiling, 4-H3 stenpl-pledng]aminp]-6-(1-
hﬁt}@l-pﬁgﬁaﬁﬁ-gro&ﬂ%?'-nkéﬁhéﬁa&uina%ohﬁke,ﬂ-[@-éﬁyﬁﬁfgh%h@aﬂﬁao]-é-(l-

addir'tion to t era(geutl cal Q/ effective a_rmunt(s % 1,
mcthangsa{phpayperidin-fadex X -BRbhoRY-quinazalnpi| (j-chloro-4-fluoro-
pidivh b o] 81 1 2B eyichiperidin-40y16x Yl 7(Znedthiok yldh@ikghihazéline, 4-{(3-

ot oredier e ms Ok R 1o prord S oG s R APy Sy Fnethony-

phiaszodio e, t-[(8 ewhloyo-deftvepd-phémyaning] e (cistdnReyl vkt exyalohexan-1-
LT AR ORI - [ ofBR Gl ARy b ol s LN
methoraegEN-owihy-aanitdayclpbexamoliosy bf-methoxy-quinazoline, 4-[(3-
LRSHARBUA VI FRhihd]-6-8hib&sdih ey 18PN 10k y-RuiRREd e, 4-[(3-ethynyl-
I nhi'hitor’ (Lb) ‘according to one of clains 16 and 17, -
plenybpmninok§-I r(érlaﬁﬁm-%cegﬂbalﬁfs@dlaﬁ-ﬂﬂxmbme&mxawmagfﬂm% 4[B-
&ﬂ{l@ﬂ%ﬁﬂﬁﬁﬁliﬁ@]-@{Q—[Qﬁ?@h@FIFB-ymaraﬂﬂyl? i.peri&i&-%@lob(y?-g-methoxy—
opt i ona ar eutica ac e canrier. .
SBpRbap AR R bR BB LNe S Zhabhurpmpotin4-
) ¢taobdy!|epiperadin-drylexd - T-methoaty-quirtaeglits, 44 (e cilbmi-4rflupre-
kN h i - ef f j 7. .

S A BRI #cky) -t
iRl - db-chisseridisgo-phorsmemato] & G- IS SN2 de- 172 as
H&%ﬁ/&lo[z@.l]h?ﬁtﬁpﬁéﬁrif;&nmﬁéﬁcgrzlﬂfﬂ@fy Eﬁﬁﬁﬂi ) '@ih}e?:bliﬁé;ﬂ)[(}

cordi.n one o , as ._as

moc-)ﬂgrlgs?-rﬁwaﬁi?rﬂﬁe@éﬁ1?@%@6@!@3& %sﬁ%axxeéhﬁfa@?m%if}?onyﬂ-
MpetidiareyibxgoMmdandiyonsinaoting, d (3 chlorosdluofo-phaiytiamino]-6-(1-
Etﬁyﬁpip&ﬁﬁﬁ-ag}lgyr(jlf)lc"ﬁgne%h%ng%%nazo1ine, 4-[(3 -chloro-4-fluoro-phenyl)amino]-6-
{1-](2-methoxyethyl)carbonyl]-piperidin-4-yloxy}-7-methoxy-quinazoline, 4-[(3-chloro-4-
fluoro-phenyl)amino}-6- {1-[(3-methoxypropyl-amino)-carbonyl]-piperidin-4-yloxy}-7-
methoxy-quinazoline, 4-[(3-chloro-4-fluoro-phenyl)amino]-6-[ cis-4-(N-methanesulphonyl-
N-methyl-amino)-cyclohexan-1-yloxy]-7-methoxy-quinazoline, 4-[(3-chloro-4-fluoro-
phenyl)amino]-6-[cis-4-(N-acetyl-N-methyl-amino)-cyclohexan-1-yloxy]-7-methoxy-
quinazoline, 4-[(3-chloro-4-fluoro-phenyl}amino]-6-(trans-4-methylamino-cyclohexan-1-
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they also contain, in addition to therapeutically

effective anounts of ,, therapeutically effective
smoonym2eb a steroid (Le) accarding to one of clEITVP2005/004073
18 and 19, as well as 25 therapeutic anounts of an
LTD4- ant agoni st 2d according to one of clainms 20 and

21, as well as optionally a pharmaceutically

acceptable carrier. 32) Medi canment conbi nations

according to one of clains 1 to 6, characterised in

that _they also contain, in addition t

ylﬁéy)a?fazﬁhq%arqu}méf)h% fh (f?gclaﬁfﬂaﬁﬁgowrphfnyl)ammo] -6-[trans-4-(N-
hfeﬂfaﬁ@sﬁlﬁhb(ﬁjﬁmémetﬁﬁ a@ilﬁ@)c&ycmeﬂmumcﬁcypﬁ-rﬂetﬁé;gt@lﬂazohne 4-[(3-

s F Bt oL s el B s onden TyloSF 7

acthokgignmatainené-[GFchidratdrBud? Iﬁnaﬁiylﬁﬁhma]SG (tvasM f§-[(morpholin-4-

I I
%@%aﬂ%h nIII -rfie nﬂ%ﬁ&gﬁédlacc 3%( &%ﬁ&ﬁ{io neth gfqﬁhﬁéolmé 3)_[(3-chloro-
#-dlugro- ptmwhmnemﬂée[a 22-ditnsthyl E&mhewholgeflwb)n@tmm T 16S)-

t -
Ak R O L NS
wrethepestiphonylmiperiding - wﬂﬂmwmwgsm%ﬂ inpf-He fapﬁgﬂuoro-
p&ngn@nﬁlfo —GI(QL%G"-le@ﬂdm?tﬂ-yloﬁﬁ) w@étﬁox@»smﬁmbﬂm Wtdt@ximab,

Timunes o QR RO, byl Gl 5 508 e,

pizatiomes ot dizatekgoneeccthptealiloptiogallyiie the Hri34f thelphiannaeivgically
EREPLORRANIAROR Yl Bekebf B Al BT RydradeBiiier, | o,
to therapeutically effective anounts of 1 and 2 , a

M)ar NRReichine A doynbacdioR E?(Il:bﬁhﬁ@fo][ dn%lrof cﬁﬁhs MﬁSIIS CohaRlerised in that
0 one.o ai s

natlons accordln
RN T A R ——
effietitive amnotsts bhie aﬂﬁ:ﬂhbhmglbwfafcwﬂin‘geo anooidlsinef7 11 husdwell as

 CrmpBl PR SRR i A5EE] Btaf ik crpiha e 17,

well s @Bjonohan pbamrdceditally acqehtableidarries. in the form of a
formul ation suitable for inhalation. 15 37)
Phar maceuti cal conbi nati on according to claim 36

2har aMedicpment Gombinations accprding toneea clams h te; b daragterised in that
fhep msb Ia&ltﬂlhoﬁpad@ﬁmrtbﬂhdﬁﬂaduﬁmi yaHeBt ROMIRITSs of 1, therapeutically

t- I
A L S LI SUERt P
h8dapElnir anecamid o fapdteroidn@ieacodingato one of cgintsol drali 19, 37 well as
%@&%SﬁIﬁﬁ %c&ﬂg%ﬁﬁ%mﬁ£§b§p%§ﬂ9rat'on is an |nhalable

con ' adm xture with
sui table phyS|oIog|caIIy accept abl e exci pi ents

%I ectREichinemm Jo%n%&ﬁ@a&:@fﬂ?ﬁ & 08 of IE‘B'HH§ 265 8 ¢hafRferised in that

di'sacchari des, oli1go- and palysacchari de
DY flp Copaman addital! 1o dreransitisalbecdionhve FpRIEo L hespeutically

Nﬂf&cﬁv@ﬁlﬁoﬁiﬂ@bhﬁ[ anti¥holinergic (2a) according to one of claims 7 - 15, as well as
therapeutic amounts of an LTD4-antagonist (2d) according to one of claims 20 and 21, as

well as optionally a pharmaceutically acceptable carrier.

27)  Medicament combinations according to one of claims 1 to 6, characterised in that
they also contain, in addition to therapeutically effective amounts of 1, therapeutically
effective amounts of an anticholinergic {2a) according to one of claims 7 - 15, as well as
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39) Pharmaceutical conbination according to claim 37,
characterised in that the preparationis a
proogeed/icase- dri ve i nhal abl e aenosol whi ch cont ai NRCTIEP2005/004073
and 2 in dissolved or dispersed form 30 40)

Phar maceuti cal conbi nati on according to claim 39,
characterised in that the inhal able aerosol contains

as the propellant gas hydrocarbons such as n-propane,

n- but ane or isobutane or hal ohydrocarbons such as

ﬁglﬁ%rgwgca&géjwz%%[ é}iggﬁ 1{;@?}'6‘(21&_?(:1 %E(I&r\égfggé Sﬁ%g{%aig}s 22 and 23, as
vyl lapbpticnally ammsutMHﬁé&epmbleRﬁﬁﬁ&PZOOS/ 004073 41)

Phar maceuti cal conbination according to clai m 40,

characterised in that the CBropeI lant gas is TA 1,
38312, Mpdicamant cpabimations asoprdineto arisfelpins biwbeshatsciprised in that

ﬁ%%ﬁ@ contha2 31721&3'&10% tmtﬂgr&ﬁeﬁtléﬁﬁfﬁfé&lvéarﬂ@)nts of 1, therapeutically
E%ar maceut i cal ) n%&lﬁgn according to clajm3 1
HiAE ARPPB AT  RDERYT tor&.lﬁaa?%lingﬁo pae of claims'16 and 17, as we

Wm%bélﬁﬁtmﬁdlﬁ% dﬂm{?dr@@(gg)sa@bcbﬁiir@to Ohe SLERMATRSISAAIVID] &hwell as
et hanol or a m xture of

R R PGty s RoBhte s phar rmceut | cal

conmbi nation according to one of clains 1 to 42 for 10

oy
?ér)g gta lﬁrde ﬁ%@%ﬁﬁ?&%b& Qéaclomﬁlgé%g&fteroﬁg[&x{lﬁ &r ggcharacttensgd in that
depplsaicamrtain, frordditiemitp ﬂneirarg:upqaaélrmf@ﬂ@vq apts ¢fn1 therapeutically

@f&:ﬂ‘vé emYuhis 82 PHETP) mhﬁﬂfor (ﬁ%t:&ﬁﬂﬁg t& biiSt AN B 17, as well
in atr|oventr|cu ar Ir correc

th eart n
tgav ehitgi qnovgispien LR4saqtaganist @sa%cg g o Pﬁw‘fﬁw g)ﬂ 20 and 21,
iowell aeaitiongll£a pnarhab@maw@@kptébﬂa%@&iek atation and
i ncreasing the heart volune) as well as for the
treatnment of skin irritations and 15 i nflammti on. 44)
Bﬁs)e aMedicdinagt dombidations 4&ording topmepdiclaings & to 6, characterised in that
gﬁﬁ%gﬁ%incﬁi ad‘ElFHHﬁocé ks uflgf{élafte?féct&er ﬁ'ﬁtﬁdﬁ?ﬁ&fpi’ftherapeuhcally

plrator n‘galnts S romt
%f&ﬁﬁwe grinﬁgnté g6 & PREIYV vimhitier @maﬁgormngégg%ofdﬂmv&ﬂﬁ@@é 17, as well

é’srth&'a &Jtlc%ﬁdﬁﬂ&ﬂff)énmﬁﬁﬂﬁto‘?@%é&&ﬁ Q5 big 6¥olaindd 22 and 23, as
]it ricti vg Lm)naﬁa/ 1seases rnterstrtial pul nonary
85, Ritonally apparmge t6>§ ¥ acogpBRISAIIE of vari ous

origins, bronchiect aS| S, ARDS ( adult r espi r atory

%St r eealé(l%%lgl?t ocongn%}l%a 10113 %cc%dﬂlg %glre%fg rc Eychglea%%ﬁ@ed in that
aalsa centhing il addt:trqnde Itharmuﬁcallytdﬁ’écu%amm wfej;,t thexfapeutically

gﬂfeg (b BEh SRARE ol hORARAS 1P Rl | OThE IO well as

,.. Severe ast

@P@Jtﬁsﬁtwtsa‘? taaclkﬁﬂ éwﬁmm%t (Idoseerdingdo gael ot':@mms 1520 and 21, as

el bPHptfonal$ b pHEAN G tREITRARpKbRIRRRSE) , While it is
particularly preferable according to the invention to
use them for preparing a pharnaceutical conposition

1Dr tMedicamehtmenibiitiondbi@onimpio astofomimnt tdOeRMaracterised in that
they also contain, in addition to therapeutically effective amounts of 1, therapeutically

effective amounts of a steroid (2¢) according to one of claims 18 and 19, as well as
therapeutic amounts of an EGFR-inhibitor (2e) according to one of claims 22 and 23, as
well as optionally a pharmaceutically acceptable carrier.

33)  Medicament combinations according to one of claims 1 to 6, characterised in that
they also contain, in addition to therapeutically effective amounts of 1, therapeutically
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30 46) Use according to claim44, for preparing a

phar maceuti cal conposition for the treatnent of

O roosiang4%enphysema whi ch has tiiss ori gi ns i n COPBCTGEP2005/004073
al -proteinase inhibitor deficiency. 35 47) Use

according to claim44, for preparing a pharnmaceuti cal
conposition for the WD 2005/102349 115

PCT/ EP2005/ 004073 treatnent of restrictive pul nonary

di seases selected fromanong allergic alveolitis,

spie gl B T T P BB kR o st 2 gna 21, o

ovellsss thargwitc amounts e84 EGFReinhibitus @) imcotdigtotonerotickims 22 and
C 0 r mat osa,

2RO EsPARL ek RSN RolmBRcEanTL 0%,

accor ding to claimd44, for preparing a pharnmaceuti cal

ONiddi @ enPEortitiRatidnk %é'éd?ﬁﬁg 1®bnd MM ELifki1tib 8B, characterised in that
pu monary di seases sel ected from anbng pneunopi.a

theyabg goptain, i addifigte therapeptigally Bhiechys ﬁ‘ﬁ‘P’éﬂtﬁ Af d@pfdn @
puamabet&ﬁ;any B@Sépﬁb]e&;arrfdplngl prot ozoa, hel m nths or

-ot her pat hogens, pneunonitis caused by vari ous

factors, such as for exanple aspiration and 10 |eft
Bepr t Medsimhfeintc’:cemiyatiana deatdiop o onkucfadaipnd toBdj dhiasmctgrised in that
ftﬂeg nﬁ%‘lo? 8'n' i%gd%&?:%ﬁ%o i uf’i’c}ury feffe e MRIGts! ddfpﬂénd 2, any
t em c sc or sarcol

ghmp@mﬂxe@eptab@m for exanpl e Boeck's disease,
idiopathic interstitial pneunonia or idiopathic
sul monary fibrosis (IPF). 15 49) Use accordi n% tag .

phi nPharmapeptical @@&?m%@n&cgﬂfamﬁde 8n¢ prepimsdnig o' ghagsterised in
Hf it/ the ferat sRformblatys hiitbld 16F RHhBHO.
mucovi sci dosis. 50) Use according to claimd44, for
preparing a pharmaceutical conposition for the
B8 pat Rhmmaoéutiaboaitindtion ascariingdo blaon 8hj ¢hamcteaiaskioh that it is a

I I
g%%&faglgﬁ sel ét%c‘i’n ig ﬁtthé Bl ﬁtcbr%gnsﬁ% élg{r gibfe %&Qdepﬁr g{b‘k]@%t‘lt%nven
frsterpd-dpeerdernyols apd arqmli@rutfr@anh@@ip @@Wn@r@mr Sespengiens.
treatment of bronchiectasis. 25 52) Use according to

claimd44, for, preparing a pharmaceutical conpositio
B8l t Rharmacaicakepmbirationors coRbng to Slaimpi b ab%?sr%qeé i et the

PIDEFBER s mﬁﬁha&lﬂe pawear \ﬂlhlB]g cdraigh Riafidl 34n addixture with suitable
Bt R G5 oG R reRRR B! b b cokdffsin

monosaccharides, disaccharides, oligo- and polysaccharides, polyalcohols, salts, or

mixtures of these excipients with one another.

39)  Pharmaceutical combination according to claim 37, characterised in that the
preparation is a propellant-drive inhalable aerosol which contains 1 and 2 in dissolved or
dispersed form.

40)  Pharmaceutical combination according to claim 39, characterised in that the
inhalable aerosol contains as the propellant gas hydrocarbons such as n-propane, n-butane
or isobutane or halohydrocarbons such as chlorinated and/or fluorinated derivatives of

methane, ethane, propane, butane, cyclopropane or cyclobutane.




10

15

20

- 25

30

35

WO 2005/102349 114 PCT/EP2005/004073

41}  Pharmaceutical combination according to claim 40, characterised in that the
propellant gas is TG11, TG12, TG134a, TG227 or mixtures thereof, preferably TG134a,
TG227 or a mixture thereof.

42} Pharmaceutical combination according to claim 37, characterised in that the
preparation is a propellant-free inhalable solution or suspension which contains as solvent

water, ethanol or a mixture of water and ethanol.

43)  Use of a pharmaceutical combination according to one of claims 1 to 42 for
preparing a pharmaceutical composition for the treatment of inflammatory and obstructive
respiratory complaints, for inhibiting premature labour in midwifery (tocolysis), for
restoring sinus rhythm in the heart in atrioventricular block, for correcting bradycardic
heart rhythm disorders (antiarthythmic), for treating circulatory shock (vasodilatation and
increasing the heart volume) as well as for the treatment of skin irritations and

inflammation.

44)  Use according to claim 43, for preparing a pharmaceutical composition for the
treatment of respiratory complaints selected from the group comprising obstructive
pulmonary diseases of various origins, pulmonary emphysema of various origins,
restrictive pulmonary diseases, interstitial pulmonary diseases, cystic fibrosis, bronchitis
of various origins, bronchiectasis, ARDS (adult respiratory distress syndrome) and all

forms of pulmonary oedema.

45)  Use according to claim 44, for preparing a pharmaceutical composition for the
treatment of obstructive pulmonary diseases selected from among bronchial asthma,
paediatric asthma, severe asthma, acute asthma attacks, chronic bronchitis and COPD

“{chronic obstructive pulmonary disease), while it is particularly preferable according to the

invention to use them for preparing a pharmaceutical composition for the treatment of
bronchial asthma and COPD.

46)  Use according to claim 44, for preparing a pharmaceutical composition for the
treatment of pulmonary emphysema which has its origins in COPD or al-proteinase

inhibitor deficiency,

47)  Use according to claim 44, for preparing a pharmaceutical composition for the
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treatment of restrictive pulmonary diseases selected from among allergic alveolitis,
restrictive pulmonary diseases triggered by work-related noxious substances, such as
asbestosis or silicosis, and restriction caused by lung tumours, such as for example

lymphangiosis carcinomatosa, bronchoalveolar carcinoma and lymphomas.

' 48)  Use according to claim 44, for preparing a pharmaceutical composition for the

treatment of interstitial pulmonary diseases selected from among pneumonia caused by
infections, such as for example infection by viruses, bacteria, fungi, protozoa, helminths or
other pathogens, pneumonitis caused by various factors, such as for example aspiration and
left heart insufficiency, radiation-induced pneumonitis or fibrosis, collagenoses, such as
for example lupus erythematodes, systemic sclerodermy or sarcoidosis, granulomatoses,
such as for example Boeck's disease, idiopathic interstitial pneumonia or idiopathic
pulmonary fibrosis (IPF).

49)  Use according to claim 44, for preparing a pharmaceutical composition for the

treatment of cystic fibrosis or mucoviscidosis.

50)  Use according to claim 44, for preparing a pharmaceutical composition for the
treatment of bronchitis, such as bronchitis caused by bacterial or viral infection, allergic
bronchitis and toxic bronchitis.

51)  Use according to claim 44, for preparing a pharmaceutical composition for the
treatment of bronchiectasis.

52)  Use according to claim 44, for preparing a pharmaceutical composition for the
treatment of ARDS (adult respiratory distress syndrome).

53)  Use according to claim 44, for preparing a pharmaceutical composition for the
treatment of pulmonary oedema.




