19 January 2005 WO 02/08192 1 PCT/EP01/08261 Novel heteroajyl deri, §35b8§5
and the use thereof as pharmaceuticals The invention relates to n

het eroaryl derivatives of the fornula 1, to their preparation and to their
as medi catetzy,0dsparti cul ar for treating tunorspcugerécgoggisng to one
aspect of the invention, there is provided quinoline derivatives according

to the fornul andvd® hatggbg iSdgglggtngg Jg%(¥ﬂ1 be attached to any of the

qui noline carbon atons d

i ndependent|y of one anot her dgiggggﬁggrogeﬁr—straight-chain or branched

20 (C1-C8)-al kyl, (C3-C7)-cycloal kyl, straight- chain or branched

(Cl C8) I 4. teGh r l,kaxy, hal ogen,
(S PPN S cChahr heedcen  CeCBlalkany, 1o

_(01 c§4) gk y %fmU( 1.C8yQ afkeky cRFepayRt iani ABd to Their use |

(Cl1- C6) - akkaeya atRemylsa min0 HiC8) radl #o4 | €3N hg Stdbh.ght - chai n or

branched cyano-(Cl-C6)-al kyl, carboxyl, (Cl-C8)- Sfkoxy- car bonyl ,

(C1-A) - aIkXI mhlch i s substituted by one or nore fluorine atons,

car boxy? Zga RyPie o7 SRRAL H) -Wisk doyeatbony| theCt- OF) padkided (C2 19

Januar y4 66812 S @%rH%aQBV?% according to the formula 1

10
(Csz s R,
R )\ /&
(CH,)m
R, N'R,
formula 1
in which

15
R, Ry, Rz, Ry3 can be attached to any of the quinoline

carbon atoms C; to (3, are identical or

different and independently of one ‘another

‘denote hydrogen, straight-chain or branched

20 : (Cy1-Cg) —alkyl, (C3-Cy) ~cycloalkyl, straight-
chain or branched (C1-Cg) ~alkylcarbonyl,

straight-chain or branched

(C31-Cg) ~alkoxy, halogen, ' aryl- (C;-Csg) -alkoxy,

25 : nitro, amino, mono - (C1-Cy) —alkylamino, di-
(C1-C4) —alkylamino, (C1-Cs) ~alkoxycarbonyl -
\ amino, {C1-C¢) ~alkoxycarbonylamino- {C;-Cg) -

alkyl, cyano, straight-chain or branched

| cyano- {C;-Cg) -alkyl, carboxyl, (C1-Ce) -alkoxy-

30 carbonyl, (C;-C4)-alkyl which is substituted
hy one or more fluorine atoms,

carboxy- (C;-Cg) —alkyl

or {C;-Cg) ~alkoxycarbonyl- (C,-C¢) ~alkyl, {Ca-




C6) -al kenyl, (C2-C6) alkynyl, straight-chain or branched fgl%gm(ag}-g@(k
al kyl, aryl, where the aryl radical may be unsubstituted or nono-~or

pol ysubstituted by identical or different substituents fromthe group

consi sting of hal ogen, straight-chadn or branched (C1-C8) -alkyl, (C3-C7)
-cycl oal kyl, carboxyl, strai %ht -chain-or branched (C1-C8)- al koxycarbonyl,
by trifluoronethyl, d@&)&ﬂr{Y r'strai ght-chain or branched (Ci~@8)- al koxy,
benzyl oxy, nitro, amngynypno- (Cl-C4)-alkylam no, di-(Cl- C4)-al kyl am no,
cyano, straight-chain or. br aqrﬁ:h.ed cyano- &Cl- Co) - al kyl, where additionally
Rand RL or R2 and REMSPHOrTHE D f uSdd aPBREEFEDS- ner®afedCriGsd -with t he
qui noline ring formalgan acridine ring which for itsrpart ghgrbe
substituted at any G;at o_rcnirﬁ;ll ng _pAsi Y onatl}y Lhe r adi g)al s.R  Rl, R2 and R3

havi ng the meani ngs nentioned above: 'z "8YoxPgen BFUSGFEGFIeGhePE t he

radical (CH 2& 1_1~"RNEB0 {@H2)pelxdubstiudtsitiedit doly onidaet goahol bme
heterocycle may be ftgrached t o Lalomg, (a8 of . ghe quj nol iggouri ng
skel eton; P, Q independently of one anoteher represent oxygen-or pgem’ nal
hydrogen atoms Q 35°rFifdinsy 2005h81lpgenit r cfairightc B imhers R5

represents hydrogen braéindtelt C6)(ak&ylsalkyl, (C3-C4) -cycloalkyl,
10 carboxyl, straight-chain or branched (C;-Cy) -
alkoxycarbonyl,

by trifluoromethyl, hydroxyl,
straight-chain or branched (C1-Cg) -alkoxy,

. benzyloxy,
15 nitro, amino, mono-{C;-C,)-alkylamino, di-(C;-
' Cy) -alkylamino, cyano, straight-chain or
_branched cyano- (C;-Cg) ~alkyl, where

additionally R and R; or R, and Rs may form a
fused aromatic 6-membered ring with the
20 quinoline ring forming an acridine ring which
for its part may be substituted at any C atom
ring position by the radicals R, R;, R, and Rs

having the meanings mentioned above;

25 _ A is oxygen or sulfur, where the radical
CH,n R
SRR AR
7 N X

P = (CH,)m %Q

| substituted on the quinoline heterocycle may
30 be attached to C atoms C,-Cz of the gquinecline

ring skeleton;

P, 0 independently of one anoiher represent oxygen or

geminal hydrogen atomsl

35




n, mindependently of one anot her denotes an integer 5 betyg V\% %BQ
the proviso that in the case n = 0, X denotes a CR5R6 group ere and R6

i ndependent |y of one anot her represent hydrogen or (G -C6) -alkyl and t hat
the nitrogen atom adjacent to the3C=Z group is substituted by a hydrogen
atom 10 or a (CCB)-al kyl group; R4 is a straight-chain or branched
(C1-C20) -%Xi alkyhifzeBeal amhi €¢hRamywhersatur ategorearenumsayaraged, with one
to three doublgrand/@fy1a1kihpl e bonds, and which may be unsubstituted or
may optionally be substrtuted at the same or different C atons by one, two
or nore- aryl, heteroaryl, hal ogen, cyano, (Cl-C6J- al koxycarbonyl am no,

(c1 5). ahrmxym@epmaemm 20 (EAcCAInd ikt aucho fs dhr( ClaGA)ap! ky! ari no;
- ar (C1L-4). -al kyl rad caI or

= Cl4) radr 4
050 - het 35%%& a!(’Ca %‘6 éLhgh@i&”@ 6§Ptheé 1e4)th§r K5ASe adi Tal vvhr ch
cont ai ns one (br reor edderre@eﬁes)atenscaeﬂtdect@cbtipr onwtﬁéeegr aUp 2R4CORgi sting of

N, 0 and S, i cal stituted or nono-
or pol ysubstr t ut gd:‘t}gd dle?pdr ca({)Ilf aaogger eﬁ?p%ﬁﬁ’&tr El}’ WGt MRt he group
consi sting of Q(EICGB)allékalandhdﬂ‘Ggenthnd oxordge® andmwhetfadder ( C6- Cl4)

30 aryl or (CE L heterpas d nsu ted nono- or
pol yfgbstr tuted by e-r dent catlm 18 é?l?%?g%%tgﬁbg i tgulg{s{td thtte group

const$ting of %t Aai G ﬁ&narLHYdrgﬁ'P&ﬁehed (Cl-Ce)- al kyl,
(C3-Cr)-cycl oal kyl, hal ogen, cyano, (Cl-C6) 35 al koxycarbonyl am no,

(C1-C6) - al koxys J@anbekyda;gr(tc;l;hagg)or %ﬂ%%)é)éggr ggn}é st rai ght-chain or
branched (Cl- C6)-al kyl which is substitute ﬁ’e more flluorine .
atons, hydr oxyplkydt r arghticehai nwbichr anehgd (6&- CB);atatr.h@ragtgaary 3005 4

al kOXy1 wher etln%gjt@?c%@tadgxy%'ahat Yk MYy, altorgg '&Qﬁgﬁ!eby ag'tgj]ogz) -al kyl ene
gr_OU{)SS, triple bonds, and which may be unsubstituted or
may optionally be substituted at the same or
different C atoms by one, two or more. aryl,
heteroaryl, ‘halogen, cyano, (Ci-Cs) -
alkoxycarbonylamino, (C;-Cg) -alkoxy, amino, mono-
20 (C1-C4) -alkylaniino or di- (C;-Cy) -alkylamine; a (Ce-
Ci4) ~aryl radical, (Ce-Cra} -aryl- (C1-Cy) ~alkyl
radical or a (C2-Cio} -heteroaryl or (Ca-Cy0) -
heteroaryl- (C;-C4) -alkyl radical which centains one
or more heterocatoms selected from the group
25 consisting of N, O and S, where the {(C1-C4) -alkyl
radical may be unsubstituted or mono- or
polysubstituted by identical or different
substituents from the group consisting of (C;-C¢) -
alkyl, halogen and oxo (=0) and where the (Cg-C1q) -
30 aryl or (C3-Cy0) ~heterocaryl radical may  be
unsubstituted or mono- or polysubstituted by
identical or different substituents from the group
consisting of stralght: -chain or branched (Cl -Cg) -
alkyl, (C3-Cq)- cycloalkyl, halogen, cvano, (Cl—Cs)u
35 alkoxycarbonylamino, (C;-Cg) -alkoxy, carboxyl, (Ci-
Cs) ~alkoxycarbonyl, straight-chain or branched (C1-
Ce} -alkyl which is substituted by one or more
fluorine  atoms,
hydroxyl, straight-chain or branched (C1-Cg) -




benzyl oxy, nitro, am no, nono-(Cl-C4)- 5 alkylam no, di-(Cri{A)- %6&% ?&%
aryl, which for its part nay be unsubstituted or nono- or poI ysubs ed
by identical or different substituents fromthe group consisting of
straight-chain or branched (G -GCs)-al kyl, (C3-C7) 10 cycloal kyl, carboxyl,
straight-chain or branched (C1-C8)-al koxycarbonyl, by trifluoronethyl,

hydr oxyl , straiglitexpai n or branched (Cl C8) al koxy benzyl OX¥neapktro,
cyano

am no, nono- (C al ky ani no, ‘_é kyl.am_n

strai ght - chai n or” % chgﬁygc?)r/‘ar‘iaoo %1‘“ ) a]aﬁckf/lp kcerﬁ%llia}’stlcwctur al

i soners and st éi’zémaéd&méme i gropard,i cul ar tautomers, diastereomner s_ an::l 20
enantioners, and their L, ccept able salts articular
acid addition salts, Th{%lsé(?ll %E&gﬁf a*lurﬁhe conpdunds "5?11‘%%@1‘23 {ml a (1)
25 acchrding t Giaelamirmt | dh- \f\ﬁm%)ha?\ﬂé{}drfenmo,rmaeyd:entuéns:mff@hl rality

and which are m@enﬁagg r%@nat@@ AR U SRR ed by nrfhods (l)<nown per
- seinto their P{}gltl i soners, i.e. enantioners or ai ast ef conmers:

separation can Efté‘cFLHiﬁd by PBI urmt dpakea on e 30 C&i}fﬁ%ﬂreIMases or
by recrystalli mibma‘ueomsan Gidneal Iﬁyhe actgl\&@ol et s D5 Usd Ng &

optically activ hase or b atlzatlon w th an optically
a(F:)tl ve reagent, ecr% 5&1 £haig 8§ar}fb'1y opfreat) et ve (Car€ohol , ~ and

" subsedyient renmmlqaflmﬁe radlrbakyl% Etlrhﬁ]ghmat:halhheoﬂwmlid}féd
derivatives () aecprdi }@aﬂ%gn pventi og can be t.heir salt th

i norgani c or rticul ar Ymteutical of th&™ erted into
organi ¢ aci ds, %ﬁfﬁiroefé’éf |n$’ér@hﬁh¥ Qbaéanuafply 2(1)1@@r5:hed (C1 Cg)—

alkoxy, _ - benzyloxy,
nitro, amino, mono- (C;-C,) -alkylamino, di- (C;-C,)-

15 alkylamino, cyano, straight-chain or branched
cyano- (C1-Cg) -~alkyl;

and their structural isomers and gtereoisomers, in
particular tautomers, diastereomers and
20 enantiomers, and their pharmaceutically acceptable

salts, in particular acid addition salts,

_ Thus, for example, the compounds of the formula (1)

25 according to the invention which have one or wmore
centers of chirality and which are present as racemates
can be separated By methods known per se into their
optical isomers, i.e. enantiomers or diastereomers. The
separation can be carried out by column separation on

30 chiral phases or by recrystallization from an optically
'active solvent or using an optically active acid or
base or by derivatization with an optically active
reagent, such as, for example, an optically active
alcohol, and subsequent removal of the radical.

35
Furthermore, the quinoline derivatives of the formula
{1) according to the invention can be converted into
their salts with inorganic or organic acids, in

particular, for pharmaceutical use, into their




hysi ol ogi cal | y acceptable salts. Acids mhlch are suitable for this
Buypose_are, for exanple, hydrochloric acid, hydrobromc a%%djr%ﬁFVu??%5
acid, phosphoric acid, fumaric acid, succinic acid, lactic 5 acid, citric
acid, acetic acid, tartaric acid, makic acid, enboni ¢ aci d, mal oni ¢ aci d,
trifluoroacetic acid or maleic acid. Mreover, the conpounds of the
formul a (1Hﬁammnkhgipakﬂy10atheptabéatileﬂyl iAcidey G@BAka N fe '
sufficientl gr S carboxyl roup, be converted, if
desired, |ﬁ%ﬁ eﬁ% séﬁ$P ?ﬁblnoré c=or o?ggnlc Sdses, =i pd&rti cul ar
for phar madéﬁili QU |<‘m36?1, t Hérdrqjm@mm ogicial,| y saddaptiabl eécsial,t s. Bases

which are &é{iﬁcﬁﬁ@ bt dl i SufREPOSGAIE, LAECTXIAP! Lo 5§ OUHUM, sy dr oxi de,
pota55|un1h dr X|de cal ci Um hydroxi d %S|ne cycl ohexyl amine,

et hanol ami i eFREROFarRTie aﬁGeFFFet Ja#ﬁﬁéarzg Aeoidi mgliic a
preferred @rﬁmﬁu rmmonqul aeligne madesivatdves, ofri Beuberaukail alkggprovi ded
in which R X, Z P, Q n and m have t he meani ngs gi ven above

and 25 R4 &éngpleldsﬁﬁﬁﬂght chain or branched (Cl-C20)-al kyl radica
whi ch nmay be saturated or unsaturated, wth one to three double and/or

triple bongg, supstituted or o | ona I substituted on
the sane or &‘fferéntI%;a #§9§mﬁgd§€n%he r%?{%ngi a?§FO¥HéPgr58ryl
hal ogeh? (&he Cepvankdey &ritno, ifonshegl- Contaliky| ani sufdicdently

(C1- O &l kdi@ien e duphesitbn’ 144 a@rcarﬂa;egihélymy 9. p&as n%awgpgpenffs may

be unsubsti tut no- ysubstit ut
" substituentd F&ﬁﬁqﬂ#;)iﬂ?ﬁu)g%ﬁ§|§ﬁﬂﬁ§ &Lt rigiqyrsarsiai ar opreranehed
.ggi ggg a:bﬁbﬁscc3iﬁ7?paﬁyﬁbﬁahky|hfb&|Ogﬁ?gmﬁééﬁBQ&Mgoogse 5 1ntﬁ q
a a - Skrai.ght - chai anuar ranche
(C1- Co) - al ETEASAPRRRE o ST Y ARt < 5Ok e B b GbonS
prefeﬂdblySUﬂtﬁb&@rOfonet¢Nd$ rguwpnqé sta,ai ghtr- chabmpde , br asghed
" hydroxide, potassium hydroxide, calcium hydroxide,

lysine, cyclohexylamine, ethanolamine, diethanoclamine

and triethanolamine.

20 According to a  preferred embodiment, quinoline

derivatives of the formula 1 are provided in which R,

R1, R2, R3, X, Z, P, Q, n and m have the meanings given
above and

25 R4 denotes a straight-chain or branched (C1-Ca0) -alkyl
radical which may be saturated or unsaturated,
with one to three double and/or triple bonds, and
which may be unsubstituted or optionally

| substituted on the same or different € atoms by

30 one, two or more aryl, hetercaryl, halogen, (Ci-
C6) -alkoxy, amino, wmono- (C;-C4)-alkylaminc or di-
(C1-C4) ~alkylamino;

a phenyl ring or a naphthyl ring, each of which
35 . may be unsubstituted or mono- or polysubstituted
by identical or different substituents from the
group consisting of straight-chain or branched
{C1-Cg) ~alkyl, (C3-Cq) -cycloalkyl, halogen,
carboxyl, (C;-Cg)-alkoxycarbonyl, straight-chain or




- the group consk¥enghgesf (Gt-fFa

(C1-C8) - al koxy, preferably nethoxy or ethoxy, where 5 adjacent_oxygen ons

may al so be linked by (C1-C2)-alkylene groups, preferably ]ggrﬂeat“l’fé?%n%@&

group, benzyloxy; nitro, am no, nono- (Cl-C4)- alkylam no,

di - (Cl1-C4)-al kylamno, aryl, which&or its part may be unsubstituted or

nono- or 10 pol ysubstituted by identical or different substituents from
yghlkﬁhami@h Breaneest {1G1e€8) bal loyle, ( C3- C7)

- cycloal kyl, earbaxe stinadgites chal Hnor b E‘QfQ?QbIl)nglt@%‘l?JE%%xycar bonyl ,

by trifl uor onet hr¥l 15 h droxyl strai ght-chain or bfancheé
al koxy, prefer86 Yiet h Y/ B?X@hoxyStw Wi oxlyainnj am, é)ﬁﬁaﬁ@helfinno-

(C1-CA4) - al kyl anrcmoca dla-](]@xﬁ‘l)pr@-fé(lyé]ﬁm ﬁ@etﬁ&!ﬁp%rsétﬁbgﬁ}t Ghai-g or
20 a 2-, yrim di nyl radl cal or

branched cyano | ; -

2-, %e ?fq% d|O ﬁe(“(l ECAEY I{E‘ﬁyra%llr%%l g/neié“ kefe by

(C1- C4) aI_kyI r(édw*@aal agyy Tesnaunsytsdpd ut epir@ferasmnp ar ﬁéth’s}méﬁéltut ed by
i dentical or fer St t uent. fromthe roup cons

-(C1-C6) -alkyl; é ﬁh%ogeﬁé%%%yp oY( 0'?115; 14t he®9-1 8‘4- %! é CBgrl m di nyI
radical may beallWiaBsnpy utddd Gh-Fe Oal]EEL@WJ-BGbSﬁIIMlLedNHDyChI dentical or

different subsitgue stf r ofa$ hegr oup 3% SONSE S Ng0f gen
(C1-C6) - al kyl I o@)tgn ni t§rro am no,  nono- (Cl- 06?- al Eﬁ/ acg‘l noOr

~di - (Ct- 08) - allﬁ?f st ihybRExyl PY c1- E8sDaiRRky, IS8nhzyl @k§ferentboxyl
(Cl- CB) - al koxy@@b@bﬁtylhentéil Chyoml kogye ca@ia@unyl a”&@@s?étf% By £ al kyl

whi ch is . nono sybstltu edb qu rabgcytrlfluoro-'
. methyl, (C6- cﬁ? GHa toétcy fanﬁ %@I e%) k?é kyl ¢C3187hanuary 2005
a 3-, '4-, 5- oxyc@lcpay]:}pﬁhm rqarbca’(ir]c,al S(!Irraiight4cha151— ofF branched
6- pyridazi nyl - (&L CCf”—a?kE&kma@%'oﬁ?l’ wherg  the ( tijl or?mé’th f\dl cal may
S ica

be unsubstituted or nono- ubstltu ed by |d1e A'5 different

substPt uents FREREPREL gr oy rédB] or branched (C;-Cg)-
alkoxy, preferably methoxy or ethoxy, benzyloxy,

nitro, amino, mono- (C;-C4)-alkylamino, di- {C1-C4) -
alkylamino, c¢yano, straight-chain or branched
cyano- (C1-Cs) —alkyl;

20

a 2-, 4-, 5- or 6-pyrimidinyl radical or 2-, 4-,
5- or 6-pyrimidinyl-(C;-C4}-alkyl radical, where
the (Ci1-C4)-alkyl radical may be unsubstituted or
mono- or polysﬁbstituted by identical or
25 different substituents from the group consisting
of (C31-C¢) ~alkyl, halogen and oxo (=0) and the 2-,
4-, 5- or 6~pyrimidinyl radical may be
‘unsubstituted or mono- to trisubstituted by
identical or different substituents from the group
30 consisting of hydrogen, (Ci—Cs)—alkyl, halogen,
nitro, amino, mono- (C;-C¢)-alkylamino, di- (Cy-Cg) -
alkylamino, hydroxyl . (C1~C¢) ~alkoxy, benzyloxy,
carboxyl, - (C1-C¢)-alkoxycarbonyl, (Cy1-C¢) ~alkoxy-
7 carbonylamino or (C;-C¢)-alkyl which is mono- or
35 polysubstituted by fluorine, preferably trifluoro-
methyl, (C¢-Ci0) —aryl and (Ce-Cio) —aryl-(Cy-Cg) -
alkyl; | |




of (C1-C6)-al kyl, hal ogen and oxo (=O and the 3-, 4-, 5- pyri da2| nyl
radi cal nmay be unsubstituted or nono- to trisubstituted bylgl%?élﬁtaﬁﬁ bt

- different substituents fromthe group 10 consisting of hydrogen,
: (Cl C6) - al kyl, hal ogen, nitro, ami do, nono- (Cl-C6)-al kyl ani no,

-(C1-Cp) - aI kyl am no hydroxyl, (Cl-C6)-al koxy, benzyl oxy, carboxyl,
(Cl C8) - al koxycar Bonyl% ™ «( C1- CB¥- -IHefdfﬂy%?a’frlw%yw%@ﬁ%lopr( Gt-.C6)~al kyl
which is nono 15- orozpoleyspgklsitdatﬁqulbw Icgptgmgylprf;g@{@giy where :
trlfluororrethyl 03 (g a];]é/ anddg 1 %) 33% - -alkﬁ a 2-,
3-, 5- 6- pyr 837 nyCir st Ay sadigal “mEys r“@sb‘Flsézllth‘)‘Fled(GZBZM) al kyl
“radi cal Wnere th@nC(CPICXPlethrtazdedaby rmyanhtecaﬁlsubstl tuted or nono- or

pol ysu@stl t ut edy pys é?&q (I(\S%:bS%h g fer eg%oms%qj(etl tugntast%oréiogst he—ggrotj o 25

consisting of (CI- ogen and ox
6- pyrazi nyl rad?EalCmeis’ b@lllfrréubmltqgee'd and nowe- (£0) t Rhdulbsil tut,ed by

i dent i cal or different_ substityeptsifinomnthe grf%gcgqns'i‘géﬁ) My
yl ami no,

hydrogen CG%?Hl Kk J h?‘éogen nitro, amno nono-

- (Cl1- C8) - aI kyt dr &%yl m?I(TEL“ C6)-Pal k‘érxysulb@ﬁzw*@&@ @arrboxyl
(Cl 06) - al koxylczaiélﬂmdal (cﬁ(a; @gfféfgﬁxygabgﬁﬂﬂfléﬂtEofrgfn f@iﬁé ?,Ihklyl whi ch
|s no or po tute uori ne efera ri uorone y :

jl]g) aryl élsh ](St%l %Yér‘f%ﬁn%) ’a'lqéfll“allégtla ghalggeng = 6. 7.
or 8 ci nnol i nylnktam,calam@no 3 mozie (6r-Ceb— ale;Lamino, di- (cl -Cg) -
8- ci nnol i nyl - ( Gh(A)antl Y| )@ﬂl I K radi cal may be
unsubstituted or m)no- or potf Cg’%ltute 511?#% Har 58%3’1@ *¥dentical or
di fferent subsﬁatrﬁ’é’ml’slffromth@lgF@hpalle@mql%ﬂpcngbf (Cl CG@r—a']skyI hal ogen

and oxo (=0 antkd:f@eadbordlaminoe &r (©-c9f - 81 €L 1NQhLE AY! lsra§h§f may be
er

unsubfél tuted or rmrﬁj%lysubSStpletrhttaes&Jbstl t ut ed by 1dentical or ent

fludrine, preferably
trifluoromethyl, {Ce-Cyo) ~aryl and (Ce-Cio) -aryl-

(C1-Cq) -alkyl;

a 2-, 3-, 5- or 6-pyrazinyl radical or 2-, 3~, 5-
20 or 6-pyraZinyl- (C;-C4)-alkyl radical, where the
(C1-C4) ~alkyl radical may be unsubstituted or mono-
. Or polysubstituted by identical or different
substituents from the group consisting of (C;-Cs)-
alkyl, halogen and oxo (=0) and the 2-, 3-, 5- or
25 6-pyrazinyl radical may be unsubstituted or mono-
to trisubstituted by identical or different
substituents from the group consisting of
hydrogen, - (Ci-C¢)-alkyl, halogen, nitro, amino,
mono- (C;-Cs) -alkylamino, di~(C;-Cg) ~alkylamino,
30 hydroxyl, (C1-Cg) —alkoxy, benzyloxy, carboxyl,
(C1-C¢) -alkoxycarbonyl, (C;-Cg) -alkoxycarbonylamino
or (C1-Cs}~alkyl which is mono- or polysubstituted
by fluorine, preferably trifluorométhyl,‘ {Cs-Cio) -
aryl and (Cg-Cig) ~aryl- {Ci-Cg) -alkyl;
35
a 3~, 4-, 5-, 6-, 7-, or 8-cinnolinyl radical or
3-, 4-, 5-, 6-, 7-, or 8-cinnolinyl-(Cy-C4)-alkyl
radical, where the (C;-C4)-alkyl radical may be

unsubstituted or mono- or prélysubstituted by '




substituents fromthe group consisting of hydrogen, (Cl-C6 |,
hal ogen, nitro, amno, nono- (Cl-C8)-alkylani no, di-(Cl- 06%9 éﬁaﬁ‘é?ﬁﬁi 7Y’s
hydr oxyl, (C1-C6)-al koxy, benzyl oxy, carboxyl, (Cl 10 C6)-al koxycar bonyl ,
(C1- C6) - al koxycar bonyl am no or (ClgC6)-al kyl which is nono- or

pol ysubstituted by fluorine, preferably trifluoronethyl, (C6-C o0)-aryl

and (C6-C10) - arigd@r(t(ilGaGG)maldiyffeﬁénfa Qubsditubnts 6fror'r’1- rher g8ogpi nazol i nyl

radi cal or 7, 0F, 8- ) - aI kyI radi cal ,
where the (Cl C4c3 a]l{cy HCTﬁadzlfca(l’clrr{'i bégm nsuh‘g?&fT ngf m)no- 89
pol ysubsti t ut edy itdentidcal d&r di f5f—er et .substi t@efnt§ frhonotheydroup 20

conS|st|ng of mgglmn (ng;y CGLéaI kyhsubhed p9eeand 4.0x0 (7O and_ the or

[sic] 2- qui nazol i nyl radlcal may be unsuBstltuted

or rono- to péﬁ“a?ﬁ?b’éﬁ ‘JéiFdoy ient i LA btcali f f @Fent d3G6SERREent s from
t he group ConSIsﬁibsrtthiérﬁfs hy&rxﬁgen th€l- Cayoabky! coh@h@ﬁ@ﬂ ni $go, am no,
nono-. ( Cl-C6) - % Iam no, Adi &‘} al kgi am no, dr oxy ?
(Cl1- 06) - al koxy, H5ENAT6xy, daFBox@? J(Cl BT« al Rb Y2ar b‘B‘ﬁiﬂPo (Cl-Co
- - al koxycar bonylnmmdc‘@rcs)({alll@ﬁl)ammdxyl whi ahi 4 &, FaRp- adky pahisopst i t ut ed
by 30 fluori ne I abl p t t 10
(C& Cl0)-ary C I% ! Ikoq Ef PIE%QF h%én@(rg}l?}; Ea%égxgl hoggl"l nyl
radi cBf 2-, 5a1 fexycq!rboayls q(ﬁn@xébﬁh@@xgga{f@@n@?mahkyIOlr adi cal ,

where the (Cl ccé)l al) K)éllkﬁackbﬁﬁéhmg REnBOS WRS UK Qi (TR 19F
pol ysubsti t ut e% \é I.denti cal %,f fer ent substl tuents from t he group
_consi sting of - CEYPERNE aPEAT &% BRI anbCetreo) BrYH9 January

.2005 9 3-, 5-, abd, (Tz;CQH - 8r§rﬂu—rioz>gad:g nsﬁlkryacu cal may be unsubstituted or
nono- to pent asubstitut ed by identical or different substituents fromthe

group consisting of hydrogen, (Cl-C6)-alkyl, halogen, 5 nitro, am no,
mono-1¥ Cl1- C6) - &l Ryl afi-no 5 -di 6(-C1-1C6) -omal8cyduimiawn L inydr avad i cICh106) - al koxy,
benzyl oxy, 2-, 4-, 5-, 6-, 7-, or 8-quinazolinyl-(C;-C4)-alkyl
' radical, where the (C;-Cq)-alkyl radical may be
unsubstituted or mono- or polysubstituted by
identical or different substituents from the group
20 consisting of hydrogen, (C;-C¢)}-alkyl, halogen and
' oxo (=0) and the or [sic] 2-, 4-, 5-, 6-, 7-, or
8-quinazolinyl radical may be unsubstituted or
mono - to pentasubstituted by identical or
different substituents from the group consisting
25 of hydrogen, (C;-C¢)-alkyl, halogen, nitro, amino,
mono- (C;-Cg) ~alkylamino, di- (C1-Cs) ~alkylamino,
hydroxyl, (C;-Cg¢)}-alkoxy, benzyloxy, carboxyl, (Ci-.
C¢) -alkoxycarbonyl, (C;-Cg)-alkoxycarbonylamino or
(C1-C¢) -alkyl which is mono- or polysubstituted by
30 fluorine, preferably trifluoromethyl, (Cg-Cig) -aryl
and {Cg-Cye) ~aryl- {C;-C¢) -alkyl;

a 2-, 3-, 5-, 6-, 7-, or 8-quinoxalinyl radical

2~, 3-, 5-, 6-, 7-, or 8-gquinoxalinyl-

35 : {C1-C4) ~alkyl radical, where the (C1-Cy4) —alkyl
- radical may be unsubstituted or mono- or ‘ 7
polysubstituted by identical or different
substituents from the group consisting of (C;-Cg)-

alkyl, halogen and oxo (=0) and the : 2-,




carboxyl, (Cl-C6)-al koxycarbonyl, (Cl-C6)- al koxycarbonylamdqo,_or__ %005
(C1-C6) -al kyl which is nono- or polysubstituted by fluorine,” pre er ab y 10
trifluoronethyl, (C6-Clo)-aryl and (C6-Co)-aryl - (Cl-C6)-alkyl; a 1-, 4-,
5-, 6-, 7-, or 8-phthal azinyl radical or 1-, 4-, 5-, 6-, 7-, or _

8- pht hal azi nyl - (C1-C4)-al kyl 15 radical, where the (Cl-C4)-al kyl radical
may be unsubstBtut &d,oréhpno-, ObrpCﬂ-)@thﬁ}tdlli@dl byadgaj@anl @;@Jy e di fferent

substituents fr con3| sting of (Cl al haI en and oxo
(=0) and the 1‘?%&9&%{%88%‘1 Fong. prﬁe?%) %19% l\ﬁay be
unsubstituted oidephacal OOpedtl§§abst1tt au@@tbycuedmm ifoadm Grhedlc_:fzfcalpnt

bstit ts f on (o]
substituents frognihec ghQUPoE %a@gnrk (EYsguehoCL Braldyl .

hal ogen, nitro, am no, Thono-
25 hydrsoxyl (Clil’é’c‘fﬁhaI%E‘b’b%’ifJ b@ﬁi‘?l‘d?y, arrqé‘d%gﬂlaml(f@l Q@)- (Cat Roxycar bonyl ,

Cl- Co alkox car afbno Bid 1 C6 |- W58, H@ﬁgf

E)ol ysu%)stl t ut gd? b]bfm orlpne yrégﬁ; abigzggrﬁlguag;l%rlmt hyl o CI o) aryl
and (C6-Clo) -a a ’y"l 6 5- -

8- qui nlol y{mr adlab]ko:?ycaﬂaonﬁlammo (g]f‘ (Br-CsT - aﬁk&lﬂgﬂlgglth?/ltm( @;brgﬁL) m(;1lnlc<)yl o
‘radi cal, ere e radi c ma u -
pol ;/SUbStI t ut ed&g 311%& gé&‘??%giyu gdl fsgr ¥l§1ﬁ’5§ﬁet‘uentp§: Fomte group
consi st ng of (ml@)owwtth}fhal offesr Gand-axpl (=8nd andstfm)2aryd—, 4-, 5-,

6-, 7- or 8-quipgl-y,)-sag{,gal may be unsubstituted or nono- to
hexasubst i t ut edn%y |dent|¥al' or different 19 January 2005 10 5 10 15 20 25

30 .
a l-, 4-, 5-, 6-, 7-, or 8-phthalazinyl radical or

i-, 4-, S-, 6-, 7-, or 8-phthalazinyl- (C;-C) ~alkyl
15 -radical, where the '(C1—04)~a1ky1 radical may be
unsubstituted or mono- or polysubstituted by
identical or different substituents from the group
consisting of (C;-Cg)}-alkyl, halogen and oxo (=0)
and the i-, 4-, 5-, 6-, 7-, or 8-
20 phthalazinyl radical may be unsubstituted or mono-
to pentasubstituted by identical or different
substituents from the group consisting of
hydrogen, (C1-C¢) -alkyl, halogen, nitro, amino,
mono- (C;-Cg) ~alkylamino, di- (C;-Cg) -alkylamino,
25 . hydroxyl, (C;-Cg)-alkoxy, benzyloxy, carboxyl, {C;-
C¢) -alkoxycarbonyl, (C.-C¢)-alkoxycarbonylamino or
(C1-Cs) -alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (Cg-Cyo)-aryl
and (Cg-Cig) ~aryl-{(Ci-Cg) -alkyl;

30
' a 2-, 3-, 4-, 5-, 6-, 7- or 8-quinolyl radical or
2-, 3-, 4-, 5-, 6-, 7 or 8-quinolyl- (C;-C4) -alkyl
-radical, where the (C;-C4)-alkyl radical may be
unsubstituted or wmono- or polysubstituted by
35 identical or different substituents from the group

consisting of (C;-C¢)-alkyl, halogen and oxo (=0)
and the 2-, 3-, 4-, &5-, 6-, 7- or 8~quin61y1
radical may be unsubstituted or mono- to
hexasubstituted by identical or different




35 substituents fromthe group consisting of fluorine, pref I
particularly preferably 2-methyl, halogen, nitro, hydrogen, ?% ?/%r%g)ryaf?&?
am no, al kylam no, carboxyl, nono- (Cl-C6) -alkylam no, hydroxyl,
- (C1-C6)-al koxy, (Cl-C6)-al koxycarbonyb, al koxycarbonyl am no or or di-

- (C1-C6) - benzyloxy, (d-C6) (Cl-C6)-alkyl which is nono pol ysubstituted
by trifl UOr'o_rret hyubsté.cmeﬁ;@ - afkgin; pthefeer a@i:eyupet h:ydms:(éfi@lﬁ‘éo) oﬂl’%ll a
1-, 3-, 4 5- - , 3 _ | ca er e
unsubstltut ed or and ?gé% Clo )((z:aqu%69 glk |soq no%, Hl cal™ f

8-i soqui nol yl - (cnam}cvhér%mmﬁer@mw Zadéehyl rrainalmw aritro,

pol ysubstituted &yihgdenti calmcﬁ;lro_d(l(jc f_ggpnél]@ypa%iﬂgent s frgm (tdﬂegg)r oup

consi sti_ng of (Cl:C6)-al kyl, hal ogen and oxo (=0) nd the 1-
6-, 7- 5’r98 |soq%3r]ﬁ¥#?7‘i“m adi BARTREY be Lﬁﬁsu%ﬂs)t‘latlthcéﬁfror BRI LAY .

hexasubst I tut ed dyrbeRplj cal or (dlf(jégrgukofwa&bbhy?nt s fromd, be,oroup
consisting of  hydro en Cl a ni.tr am no,  noNo-
(C1- C8B) - al kyl ani é/ngk : ‘&%]gﬁ RS éﬁ r‘ng é)ﬁﬂyé‘f’tléc%}l %( 1ER E6 Xy,

5,

benzyl oxy, carboxyl , p@lysubstltuted fluorine, preferably
' trifluoromethyl, (Cs—cm) ~aryl and (Cg-Cyp) -aryl-
10 (Cl—CS) -alkyl;

a 1-, 3-, 4-, 5-, 6-, 7- or 8-isoquinolyl radical
or 1-, 3-, 4-, 5-, 6-, 7- or 8-isoguinolyl-{Cy-C4)-
alkyl radical, where the (C;-C4)-alkyl radical may

15 be unsubstituted or mono- or polysubstituted by
identical or different substituents from the group
congisting of (C;-C¢)-alkyl, halogen and oxo (=0)
and the 1-, 3-, 4-, 5-, 6-, 7- or 8-isoquinolyl

radical may | be unsubstituted or mono- to
20 “hexasubstituted by identical or different
‘substituents from the group consisting of
hydrogen, (C;-Ce) -alkyl, halogen, nitro, amino,
mono- {(C;~Cq¢) ~alkylamino, di- {C;-Cs) -alkylamino,

hydroxyl, (C.-C¢)-alkoxy, benzyloxy, carboxyl, (C-
- 25 C¢) ~alkoxycarbonyl, (C;-C¢)-alkoxycarbonylamino or
' (Cl—CG)-alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (Cg-Cio)-aryl
and (Cg-Cio) -aryl- (Ci-Cg) -alkyl;

36 a 2-, 6-, 8- or 9-{9H]-purinyl radical or 2-, 6-,
8- or 9-[%H]-purinyl- (C;-Cy)-alkyl radical, where
the (Ci1-C4)-alkyl radical may be unsubstituted or
mono- or polysubstituted by identical or different
substituents from the group consis_tirng of {Ci~Cg) -

35 alkyl, halogen and oxo (=0) and the 2-, 6-, 8- or
9- [9H] -purinyl radical may be unsubstituted or
mono- to trisubstituted by identical or different
substituents from the group consisting of
.hydrogen, (C1-Cg¢}-alkyl, halogen, nitro, amino,




:. C6) -al koxycarbonyl, (Cl-C6)-al koxycarbonylam no or (Cl1- 0629 V\Qb§§1
~is nmono- or polysubstituted by fluorine, preferably trlfluoro V

(C6-Clo)-aryl and (C6-C10) -aryl- (C1-C6) -alkyl; a 2-, 6-, 8- or

9-[9H] - purinyl radical or 2-, 6-, 8tior 9-[9H]-purinyl -_(Cl- C4) - al kyl

radi cal, where the (Cl-C4)-al kyl radical nmay be unsubstituted or nono- or

pol ysubstituted rhwn&de@u—iagal-amkydiafnﬁabent substi(tyeny) s.afmgfm&trmﬁ—lcgr oup

i sti f - | k n_and.oxo (=0
'SOFSIH]S Ipﬂ?l (r)IyI (%6‘% f Y%]e Lfﬁsub PR ut SFTBY r%’rro C???’Fﬁsub?@ﬂ ut ed by
i dentical-.or di f¢eér~@r1tkoxsamgthomé-nt s (Ch o )t +rel lgroupadensy sim g ofor

“hyd Cl- C6)calkyl o] nit n 0] 1 nono-
()Clllr (c):g;anal (kyl am ncoadéy alcjy%ﬁ%glc%l agmq?l%r%n 8r égl&gﬂ%%?‘{f:g’)% %1 (%(y,
benzyl oxy, car bokHOTr¥ng. rYsiaras Sjcérééﬂrypro(n@thm) -8lskExylcahdnyl ami no

or (C-06) -alkynd wclr,i)s-amao- (or-pelysupstituted by 5 fluorine,
pref erably trlfluorometh)l/l (C6-C o) -aryl and (C6-C10) -aryl- (Ci1-0C6)

-alkyl; a 2-, 6-, 7- or 8- [7H] purinyl radical or 2-, 6-, 7- or _
8-[7H] - puri nyI (5(212{)4)6611 kg ba'di&:—aﬂ7H]V\/fIﬁj‘1an]5Q_ tzl‘mj;(@_]; C4x- al-kyls -r adi cal

be nsubstlt It e or b d b ent cal _or 'different
bt el R S el e
(=0 ah¥ the 2- b2 a ragbird may u i S
15 mono- to tri subeti it qob s Me&@édq% 1&%&&851 89%&%&%%%% fromthe

roup consistin f hydrogen (C1l-Co amno, nono-
?c1 IOc6) al kyl am Cuengs: fegpm 'amﬁygaﬁuaocomwért@m of CICCa) al koxy,

benzyl oxy, car baxydyl , ( Glal2yeCH)ared k@xacaebgn%h? Et% t?6) ﬁﬁgﬁﬁgeponyl ani no
S?ef (e?;bf:?/)t?: 1[( | Lo[r\ﬂjg’!r]r;t%#;ﬁw csré%dfp ﬁrzfs“g‘f:m e?cenéﬁé%‘tla%?d (©%- o)
-al kyl1525 a 1- mopo- 3q #risBbstbtutdd, b§- ider¥-iacil dbnylifFagegal or 1-,
2=, 3, 4, 5, Bbstituelts®’ From the group consisting of
hydrogen, (C1-C¢) —alkyl, halogen, nitro, amino,
mono- (C;-Cg) -alkylamino, di- (C1-Cs) -alkylamino,
hydroxyl, (C,-Cg)-alkoxy, benzyloxy, carboxyl, (C;-
20 C¢) -~alkoxycarbonyl, (C;:-C¢)-alkoxycarbonylamino or
' {C1-C¢) -alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (C¢-Cyo)-aryl
and (Ce-Cio) -aryl- (C;-Cs) —alkyl; '

25 a 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or 9-acridinyl
' radical or 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or 9-
~acridinyl- (C;-C,;) -alkyl radical, where the (C;-C6)-

alkyl radical may be unsubstituted or mono- or
polysubstituted by identical or different

30 substituents from the group consisting of (C;-Cg)-
alkyl, halogen and oxo (=0) and the 1-, 2-, 3-, 4-

r 2=, 6-, 7-, 8- or 9-acridinyl radical may be
unsubstituted or wmono- to octasubstituted by

_ identical or different substituents from the group
35 consisting of hydrogen, (C;-C¢)-alkyl, halogen,
nitro, amino, mono- (C;-Cg)-alkylamino, di-(Cy-Cg)-~
alkylamino, hydroxyl, (C1-C¢) ~alkoxy, “benzyloxy,

carboxyl, (C1-Cg) ~alkoxycarbonyl, (C1-Cs) -

alkoxycarbonylamino or (C;-Cs)-alkyl which is mono-




acridinyl-(Cl-C4)-al kyl radical, where the (Cl1-C6)- al kyl radigcal nmay.
unsubstituted or nono- or polysubstituted by identical or g?f aglrugﬁY 23(%%
substituents fromthe group consisting of (Cl-C4)- al kyl, hal ogen and oxo
(=O and the 1-, 2-, 3-, 4- 5-, 6-, 1p-, 8- or 9-acridinyl radical nay be
unsubstituted or nono- to octasubstituted by identical or different
substituents frem theodyveupstiTurewsi stbyng of 1iygliwgen, pEare6abBY kY,
hal ogen, nitro, anm.po, nono;(Cl-C6); al.kyl am no, di=:(C1-C6)-, al kyl am no,
odr et "l TR ReR TR O A i et eyt bony
(C1-C6) - al koxyd&ibonyladdiviio or (Cl-C6)-al kyl which is nono 19 January 2005
+12 10 15 20 25 30 35 or polysubstituted by fluorine, preferably
“trifluoronethyl, (C6-Cl0)-aryl and (C6-Cl0)-aryl- (Cl-C6)-al kyl; a 1-, 2-,
3-, 4-,°5-, 6-,237-1-8- nanthriditnyl roadi cat-or 1=, 28- 3Qr4-9-7-, where
the (Cl-C6)-al thenHﬂEhBiB&hyleQ‘a@ric@ln@rr_ Qr-on9- f-, -, sradical,
radi cal may polysubstituted ge b\é I dentical or _different substituents
fromthe group ’‘cendi'st?'ng”oPPRPEFEEEAIREL- E6) =S kALK Hal B3@Hahd  oxo
(=0 and the 1-wh@re 3-,tHe, 5-(C.6€¢) 7alkPl Or ra@tiphanant kaidi nybe radi cal
nmay b.e unSUbSt'EHESQSBEtuted or mono- or polysubstituted by
10 identical or different substituents from the group
consisting of hydrogen, (C;-Cs)-alkyl, halogen and
oxo (=0) and the 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or
9-phenanthridinyl radical may be unsubstituted or
mono- to octasubstituted by identical or different
15 substituents from the group consisting of (C;-Cg)-
' “alkyl, halogen, nitro, amino, mone- {C,-Cg) -
alkylamino, di-{C;-Cg)-alkylamino, hydroxyl,
(Clr—CQ) -alkoxy, (Cs—c_lo) —aryl— (Cl"CS) —‘alkoxy,
preferably benzyloxy, carboxyl, {C1-Cg) -
20 alkoxycarbonyl, (C;-C¢)-alkoxycarbonylamino or (Cy-
C¢) -alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (Cg-Cio)-aryl
and (Cg-Cio) ~aryl- (Ci1-Ce) -alkyl;

25 a 2-, 3-, 4-, 5- or 6-pyridyl radical where the
2-, 3-, 4-, 5- or e6-pyridyl radical may be
unsubstituted or mono- to tetrasubstituted by
identical or different substituents from the group
consisting of hydrogen, (C1-Cg) ~alkyl, halogen,

30 nitro, amino, mono-(C;-C¢)-alkylamino, di- (Ci-Ce)-
alkylamino, hydroxyl, {C1-Cg) -alkoxy, benzyloxy,
carboxyl, {C1-Cs) —alkoxycarbonyl, (C1-Cs) -alkoxy-
carbonylamino or .(Cl-C5)~alkyl which is mono- or
polysubstituted by fluorine, preferably trifluoro-

35 methyl, (Cs-Cyp) ~aryl and (Cs-C10) —aryl- (Cy-Cs) -
alkyl; '

a 2-, 3-, 4-, 5- or e6-pyridinyl-{(C;-Cg¢) -alkyl
radical, where the (C;-Cq)-alkyl radical may be




nono- to.octasubstituted by identical or different substitﬂgq} S 0 fro
group consi sting of (Cl1-C6)- alkyl, halogen, nitro, am no, ffﬁ

al kyl am no, di-(C1-C6)-al kyl am no, hydroxyl, (Cl-C6) -alkoxy, ( ClO)
-aryl- (Cl-C6) -al koxy, preferably penzyloxy, carboxyl, (d-Cs6)- _

al koxycar bonyl, (Cl-C6)-al koxycar bonyl ami no or (Cl- C6)-al kyl which is
nono- or poIySquﬁsdbﬁﬁit&n@dflu@rlﬂ@nopre&gfabﬁalyguﬁggpf@@@ahyb
(C6-C10) - aryl or

6- pyri dyl radlcévgv%Eﬁ%éiréa §'¥£%rénﬁ CB%St5?u%n5§rFH9W F58|85Puﬁay be

- unsubstitut ed orcormicstimg t efr aSlibst) taltled byhaldgeni caaald apxdli }‘(fzerent
substituents fr roup -congi_stidg Y,

hal ogen, nltrOQHg%hﬁgg ?mho-3 % E? éﬁi §2§¥¢é§q¥ﬁ£ t%?f %Kylan1no
hydroxyﬁ (C1- C@%iaukéuystbént?ﬁoxyf m@@@bokylt%ﬁﬁ&&ibswmmwxytabbonyl
(Cl1- C6) - al koxy- 1QﬁirﬁquﬁlarBf‘0defé]gn@6§u}§éé@’éuM§hffém@H%C%P%i%) aryl

pol ysubstituted by fluorine referably trifluoro-
and (06-C10) - asfRsisEinss of a|*k>§ﬁir°9£?rbr 9€Cph€nén@hky%u nyhalegences) - al kyl

a 2-, 3-, 4-, 5niafrd- pamnﬂbr,lylmd;&i— @)-ab kyikyradigal , ahers -the-
5 30.35 13

ﬁﬁiugleﬁtrgg orqﬁ%ﬁgﬂlgy Bgﬂégﬁ%gg %Lgeﬁgggd %£% FRHYFPEY ent
substit@ents fr@anbexygr,oup{Coahsi-slkngyobhrbCyTph) - aMKybG)hadeww and oxo
(=0 and the 2?:1ar%'cmy‘i'ami§fo OBrG'@{r—Eg)i —rQ/llkytladLvﬁglcth mono- or
polysubstituted by ‘fluorine, preferably
trifluoromethyl, (Ce-Cio) —aryl and (Cg-Cio) -aryl-
{C1-Cg) -alkyl;
15
a 2-, 3-, 4- or S-thienyl radical or 2-, 3-, 4- or
5-thienyl- (C1-C¢) -alkyl radical, where the (Cy-C¢)-
alkyl radical wmay be unsubstituted or mono- or
_ polysubstituted by identical or different
20 substituents from the group consisting of (C;-Cg)-
alkyl, halogen and oxo (=0) and the 2-, 3-, 4- or
| 5-thienyl radical may be unsubstituted or mono- to
trisubstituted by identical or different
substituents from the group consisting of
25 hydrogen, (C1-C¢) -alkyl, halogen, nitro, amino,
mono- (C1-Cg) -alkylamino, di- (C;-Cg) -alkylamino,
hydroxyl, (C;-Cs)-alkoxy, benzyloxy, carboxyl, (C;-
Ce¢) —alkoxycarbonyl, (Cl—CG)—alkoxycarbonylamino' or
(Cy-C¢) ~alkyl which is mono- or pol?substituted by
30 fluorine, preferably trifluoromethyl, (Cg-Cio)-aryl
and (Cswclo)-aryl—(Cl—CS)—alkyl; '

a 2-, 4-, or 5-thiazolyl radical or 2-, 4-, or 5-
thiazolyl-{C;-C¢) ~alkyl radical, where the (C;-Cg)-

35 alkyl radical may be unsubstituteéd or mono- or
polysubstituted by  identical or different
substituents from the group consisting of (C1-Cg) -

~alkyl, halogen and oxo (=0} and the 2-, 4-, or 5-

- thiazolyl radical may be unsubstituted or mono- or




be unsubstituted or nono- to tetrasubstituted by identical EQI‘ qlllfferg(%5
substituents fromthe group consisting of hydrogen, (Cl- 063

hal ogen, nitro, am no, nono- (Cl-C6)-al kylam no, di-(Cl-C6)- aI kyI am no,
hydr oxyl, (Cl1-C6)-al koxy, benzyl oxy,14 carboxyl, (Cl-C6)-al koxycarbonyl,
(C1-C6) - al koxy- carbonyl am no or (Cl-C6)-al kyl which is nono- or

pol y- subst it ut ediiyubbdtiiorutreel pr e;fyer abliyientliiciauuor oget hyl gi §€6r-che) - aryl

. and (C6-d o)-ary, al or 5-thienyl radical

3-, 4- or thlsl’elhbs(itq(]%% alkf%<iJ A" ra |caI gv\ﬁélpe tﬁ@nfﬁg&g- aP%yI

r adi cal may be dngdnsgdnut eﬂfloﬁshnml'kybr lpa)lcygemstutmted byamdeati cal or

different substy r consi s§4i ng~ 0 yl,
drieni -k ﬁmmaﬁﬂw onst $44 NG 0k { %@i?m%é

hal ogen_and oxo (=0 and r . 5-thieny
unsubst Pt ut ed orthﬁi?RS"Y]tfo tGi-Subst Heered ]B?H?Hé@ﬁ’capaﬁboavﬂf: er(@mt

substituents fray)thekekouRrbensi sti g -@f) hmkgg arf,ggl ﬁklgbkybr nono-
(A -CG -alkyl awo hydr o yI éCl Co6 aI koxy # oxycar bonyl,
(Cl-CB) -al kyl freha whi¢hoisy i ] Jy%éastalt i BY,

belnzyl gxy, cargﬂyiqul(r@l (pﬁﬂeﬂ%:)atﬂlf yammcﬁa]rl mwﬂ @dﬂﬂoholtcs-*@&m@@}?lm

pol ysubstitute 2, e y 4 uor onet hy an
(C6-C10)-aryl - 8%606()&5: ar?(r&G (éla?) ary 1 4-, or 5-thiazolyl

radi cal%or 2-, 4-, or 5- th| azol yl - (C1- Cs) - aI kyI "1 adi cal, where the

(CL-06)- al kyl padj.caly Myopesunsebstisotef PLaTDRP- o@r 3 polysubstituted by
I dentical or dlfferen%l substltuents fromthe roup con5|st| ng of (Cl-C6)-

al'kyl, hal ogen andSg%&ieze)lvdndCies!zalkyl ofadical, where = the

(C1-Cq) -alkyl radical may be unsubstituted or mono-

or polysubstituted by identical or different

15 substituents from the group consisting of (C;-C¢)-
alkyl, halcocgen and oxo (=0) and the 3-, 4-, or 5-

isothiazolyl radical may be unsubstituted or mono-
or disubstituted by identical or different
substituents from the group consisting of
20 hydrogen, (C;-C¢)-alkyl, halogen, nitro, amino,
' mono- (C;-Ce) ~alkylamino, di- (C1-C¢) ~alkylamino,
hydroxyl, (Ci-C¢)-alkoxy, benzyloxy, carboxyl, (C;-
Cs) -alkoxycarbonyl, (C;-C¢)-alkoxycarbonylamino or
(C1-C¢) -alkyl which is mono- or polysubstituted by
25 fluorine, preferably tiifluo'romethyl, (Ce~Cyg) ~arvil
' and (Cg-Cyo) -aryl- (C1-Ce) ~alkyl;

a 2-, 4-, 5-, 6-, or 7-benzothiazolyl radical or
2-, 4-, 5-, 6-, or 7-benzothiazolyl-(C;-C¢)-alkyl
30 radical, where the (C;-Cg)-alkyl radical rﬁay be
unsubstituted or wmono- or polysubstituted by
identical or different substituents from the group

consisting of (C;-Cg)-alkyl, halogen and oxo (=0)

and the 2-, 4-, 5-, 6-, or 7-benzothiazolyl
35 radical may be unsubstituted oY  mono- to
tetrasubstituted by identical or different

substituents from the group consisting of
hydrogen, {C1-C¢) -alkyl, halogen, nitro, ' amino,
mono- {C;-Cg¢) ~alkylamino, di- (C1-Cs) ~alkylamino,



“thiazolyl radical may be unsubstituted or nono--or 19 Januafgy_o%%gg 14 (?0510
-15 20 25 30 35 disubstituted by identical or different subst i‘tuent $ %rom

the group consisting of hydrogen, (Cl-C6)-alkyl, halogen, nitro, am no,
nmono- (Cl-C6)-al kyl am no, di- (C, -C6)s-al kyl am no, hydroxyl,
(C1-Co) - al koxy, benzyl oxy, carboxyl, (Cl- C6) -al koxycarbonyl,

( Cl1- C6) - al koxycanpénykaly noCorC,) (&LikGa)y~ aldeH zyb:eh iéaMYC]épE](c - I
- o%ﬁ-jary

"pol ysubstituted _fhuorine ref er y-tyifluoronmethyl, _

and (C6-C13) - ar?%l)- a(lclff-xéé:)aribﬁ%l?’%'; 3@3-?6)4-5}1]%9’[%‘9?’%%%%'%%6}% rdi cal or
3-, 4-, or 5-isbtfhiG2ehykylC¥hEeh- alkyhomadi oal powembsﬁ:heqt((jeel-@)l-al kyl
radi cal may be upsubstidut [ - QL I L tuted, by identi.cal or
different substi tuenitrléé'f r%ﬁ?t%regygguﬁgégﬁgPéﬁﬁggkgﬁ( (f%ﬁcé}q) aﬁﬁgﬁ :

hal ogen®and oxo 32®) (Gn@reheayl - 11 -CGe) -8lkidet hi azol yl radical may be
unsubstituted or nmono or disubstituted by identical substituents hydrogen,
fromthe (Cl-C6)-al kyl, nono- (Cl-C6)-alkylam no, _ hydroxyl, .

(Cl- CB) - al koxy, ©63-al Roxydarbdilyl 5~ 1pegaes)va) kpdigsilcPHr dup & different
consi sting of had-eogemr nistieidagblel - (di -c{)Clail6)1 - aldailcl NOwhere

the (C;-C¢)-alkyl radical may be unsubstituted or

10 mono- or polysubstituted by identical or different
substituents from the group consisting of (C;-Cg)-
alkyl, halogen and oxo (=0} and the 1-, 2-, 4-, or
5-imidazolyl radical may be unsubstituted or mono-
to trisubstituted by identical or different

15 substituents from the group consisting  of
hydrogen, (C;-C¢)-alkyl, halogen, nitro, amino,
. mono- {C1-Cs) ~alkylamino, di- (C;-Cg) —~alkylamino,

hydroxyl, (C;-C¢)-alkoxy, benzyloxy, carboxyl, (C;-

Cg) ~alkoxycarbonyl, (Ci-C¢) -alkoxycarbonylamino or
20 (C1-C¢) -alkyl which is mono- or I:;olysubstituted by
- fluorine, preferably trifluoromethyl, (Cg-Cip)-aryl
énd {Ce-C10) -axyl-(C1-Cg) ~alkyl;

al-, 3-, 4-, or 5-pyrazolyl radical or 1-, 3-, 4-
25 or 5-pyrazolyl- (C;-Cq) ~alkyl radical, where the
(C1-Cs} -alkyl radical may be unsubstituted or mono-
or polysubétituted by didentical or different
substituents from the group consisting of (C;-Cg)-
alkyl, halogen and oxoc (=0) and the 1-, 3-, 4- or
30 5-pyrazolyl radical may be unsubstituted or mono-
to trisubstituted by identical or different
substituents from the group consisting of

hydrogen, (C;-C¢)-alkyl, halogen, nitro, amino,

mono- (C1-C¢) ~alkylamino, di-{C;-Cs) -alkylamino,
35 hydroxyl, (Ci-C¢)-alkoxy, benzyloxy, carboxyl, (C;-
Cs¢) -~alkoxycarbonyl, (C;-Cg)-alkoxycarbonylamino or

{C1-C¢) ~alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, {(C¢-Cio)-aryl
and (Cg-Cip) ~aryl- (C.l"c_é) -alkyl;




benzyl oxy, carboxyl, (Cl (Cl-C6)-al koxycarbonyl amno is - or_ -
polygubsgituted or by fluorine, preferably trifluoronethyl?R?ggg%fﬁy-%ﬁ%ﬂ
and (C6-Cl10) -aryl- (Cl1-C6) -alkyl; a 2-, 4-, 5-, 6-, or 7-benzothiazolyl
radical or 2-, 4-, 5-, 6-, or 7-benzegthiazolyl-(Cl-C6)-al kyl radical,
where the (Cl-C6)-al kyl radical may be wunsubstituted or nono- or

pol ysubstituted by identical or different substituents fromthe group

consi sting of (Cl-06)-alkyl, halogen and oxo.(=0O) and.the 2-, 4-, 5-, 6-,
or 7-benzot hi azof yT r%di clff;ll ’ rrgy’ bgrugsngfpg&}e%_a&lcﬁ&nﬁ-r thor 27
tetrasubstituted by #denbircd-porrmiiffler @ht-Cosubdkyl uentis chilomuitaregr oup
consi sting of o] (C - a e n ] nQNo-

(Cl- Co6) - al kyl am% glé{‘a(céi %g)@a%] %ﬁ%aﬁg, Im%% %enggbéggﬁggggeﬁy&roxyl ,
(C1- C8) Pal koxy, "¥Hry|DxyRoEarwesyltuted- brs)dearkorycarbehyiferent

(Cl1- C6) - al koxy c sl talBiios Of rot CthE0 yroik o Gh A $ TPN9L; e

ol ysubstituted flyorjne, preferab trifluoronethyl, ( 0)-aryl
gndy(CB-ClO)-ar§£ﬁiﬁﬁbt§ﬂi%ﬂ?ﬁl?n%.95? §?9)4§9dth€-Fnid§zel@PrrédicaI or
1., 2-, 4, or i s-ggzaioly( Cbagﬁ)caal Kydayr adﬂ'fcabnsm%rtqwtl@% T Lt ed
C1- C6) -al kyl radi cal be,unsubstituted o nong-. or .polysubstitute
gy i denti cal or%g1 erg%¥ s&ﬁ%ﬁﬁﬁﬁgﬁﬁiqéhﬁ#thg“broﬁﬁﬁﬂﬁkﬁ%kln@rbf
(C1- C630 al kyl , didlifegemtandubgbituntandnde the Broup con_siétii!migdiazol yl
radical may be Wrsulaid d mno- trigsihstdt uted identical or
different 15 substith£#%§§%0g$ E%ngﬁgu léon5|§f%%% o§95g¥hy§§658n
(Cl- 08) - al kyl , FRPEgd:-Rstralkghambnoe, mono- 4C1{GECsa Ry kakaméno,
di - (Cl1- C6) - al ky hg@irdey 1 hy@roxy) - alkd=&0) nahkox¥xyberayvh@xy,1 cafdoxyl, (Cl-

_ -a 1- - al koxycar bonyl am_no or
C6) al_koxycar bo@é; ’-ai]go;c}(r:ggrgonyiy (Cl—C_yg)—alkoxycarbonylamino or
15 (C1-C¢) -alkyl which is mono- or polysubstituted by

fluorine, preferably trifluoromethyl, (Cg-Cig)-aryl
and (Cs—clg) -aryl— (Cl—CS) -alk'yl;

a 1-, 3-, or 5-[1.2.4]-triazolyl radical or 1-,
20 3-, or 5-[1.2.4]-triazolyl-(C;-Cs)-alkyl radical,
' where the {C1-C¢) ~alkyl radical may be
Linsubstituted or wono- or polysubstituted by
'identical or different substituents from the group

- consisting of hydrogen, (C;-Cg)-alkyl, halogen and

_25 oxo (=0} and the 1-, 3-, or 5-[1.2.4]-triazolyl
‘radical may be unsubstituted or mono- or
"disubstituted by identical or different

substituents from the group consisting of (C;-Cg)-
alkyl, halogen, nitro, aminao, mono- (C;-Cg) -

30 7 alkylamino, ' di-(Cy-C¢) -alkylamino, hydroxyl, (C;-

Ce) -alkoxy, benzyloxy, carboxyl, (C1-Cg) -

alkoxycarbonyl, (C;-Cg)-alkoxycarbonylamino or (Ci-

- Cg) ~alkyl which is mono- or polysubstituted by
7 fluorine, preferably tri.fluoromethyl, (Cs-Cio) ~aryl
' 35 and (Cg-Cy) ~aryl- (C;-Cq) -alkyl;

a 1-, 4-, or 5-[1.2.3]-triazolyl radical or 1-,
4-, or 5-{1.2.3]-triazolyl- (C1-Cé) ~alkyl radical,
where the {C1-C¢) -alkyl radical may be



: Cl1- C6) - al kyl which is nmono- or polysubstituted by fluorine,,preferab
- 'Er'ifl uZ)rome%/hyI (C6-Cdo)-aryl and (Ce6-Cl0)-aryl-(Cl-C6) - ]r?< ‘fanuar ié’%’f’
4-, or '5-pyrazol yl radical or 1-, 3-, 4- 25 or 5-pyrazolyl- (Cl C6) - al kyl
radi cal, where the (C1-C6)-al kyl radjg¢al may be unsubstituted or nono- or
pol ysubstituted by identical or different substituents fromthe group
consi sting of (Ginémstﬁshwéd halogemand oxe (p@hg/@%@sttﬁ%u%e’d 3-py 4- or 30
5-pyrazolyl radigc ﬁe una ta)gtltuteng o tri substltuted by
i dentical or dlf]f%?rét?‘n’t a5 uBst PELERTSE Fr § Fﬁét&fe&?ﬁ &&eg difsFrsup

‘ .hydrogen ( Cl- Cogomt kyt indpabdgelG: -] F 8l kabj nfmfldgmg alﬁ&;‘lo%) @:ld<)%| an} no,
- (C1-C6) - al kyl 35 hydr oxyl al_kax nz car boxy

(Cl Co6) - al koxyc %F%ony? §(C1g06) X'al kogycar é& I*él’?l ﬁ’(} g‘ lya(c%fyaéG Al kyl

whi ch i & nono- dpe pd#rg&mftlttm@@l byr fiarer- near prasfearal cutred | tor onet hyl

| J 0 5 10 15
(6,002, il et Lyl iy e 2 10 L

5-pyrrolyl-(d - @n%}wngadéém hydpesen, t h C(@sJC@)Ufanlkw haddiasal. may be
unsubstituted ornit@EnO- a@ineQl Yeauhst itpted -by hdemtikeal a5 -dif fenent

substituents fro e roup onsi sting of (Cl - “al Kyl ., hal ogen and oxo
(=0 and the 1-, nﬂﬂ(hlai‘% g]? ‘% fol yFCr4di Bt KREY - be MERadSS % ut ed or

nono- 1O tet raSLmasrihctxche,d by [ dent—lCeC}ngabkoxyltéﬁbbﬁp]L subs:i taents fromthe
group consistin r.o, amno, nono-
(C1- C8) - . al kyl a%lr@x}%y (b%%%“@h ?Q nférfo s f gl‘ggyf"hlf 128615 %oxy,

' benzyl oxy, carb®yl, c@gysubstltuted fluorlne, preferably
: trifluoromethyl, (Cs—Cm) -aryl and (Ce-Cio) -~aryl-

(Cl-CG) —alkyl,-

15
a 1- or 5-[1H]-tetrazolyl radical or 1-, or 5-
[1H] -tetrazolyl- (C;-Ce) -alkyl radical, where the .
(C1-Cs) ~alkyl radical may be unsubstituted or mono-
or polysubstituted by identical or different
20 substituents from the group consisting of (Ci-Cs)-
alkyl, halogen and oxo (=0) and the 1-, or 5-[1H]-

tetrazolyl radical may  be unsubstituted or.

substituted by hydrogen, (C1-Cg) -alkyl, halogen, '
‘ nitro, amino, fuono— {C1-Cs) ~alkylamino, di- (C1-Csg)-
25 alkylamino, hydroxyl, (Ci-C¢)-alkoxy, benzyloxy,

carboxyl, (C1-C¢) ~alkoxycarbonyl, (C1-C¢) -

alkoxjrcarbonylamino or (C;-Cg)-alkyl which is mono-

or polysubstituted by fluorine, preferably

- trifluoromethyl, (Cs-Cy)-aryl and (Cg-Cio)-aryl-

30 (C1-C¢) -alkyl;

a 2- or 5-[2H]-tetrazoyl radical or 2- or 5-[2H]-
tetrazolyl- (C;-Cs) ~alkyl radical, where the (C;-
Cg¢) ~alkyl radical may be unsubstituted or mono- or
35 polysubstituted by identical .or different
substituents from the group consisting of (Cp-Cs)-
alkyl, halogen and oxo (=0) and the 2- or 5-{2H]-
tetrazolyl radical may Dbe unsubstituted or
substituted by hydrogen, (Ci-Cg)-alkyl, halogen,



- C6) -al koxycarbonyl, (Cl-0C6)-al koxycarbonylam no or (Cl- Cﬁig ak)élar\{;h&g& S
nmono- or polysubstituted by fluorine, preferably trifluoronet §71 ,
(C6-Cl0)-aryl and (C6-Cl10) -aryl- (Ci1-C6) -alkyl; a 1-, 3-, or
5-[1.2.4]-triazolyl radical or i-, 3, or

5-[1.2.4]-triazolyl-(Cl-C6)-al kyl radical, where the unsubstituted

(Lo 05) ol Ryl T o aal e pto o e eI ENcti o byt T er ent

- -al kyl radical may be or nmono- or_pol ySubstituted by
substituents fr@?ﬁ’iﬂé"@r%irp Wi vgeh, (1) alkpryY haPsgén 1and . the 1-,
3-, or 5-[1.2 4ledrticagal,yl be unschstalkbedcaFb8BND; ir by(c{iefgl_ kt):_cal or
di fferent substituyents fromthe .group consisting,o - - a ,

hal ogen, nitro, aezlLlr%‘oﬁc ,canlbbnooqyl(a&fgﬂ&)c?r a{)%l;zgnﬁﬁg%{ygi g"’%&fg%)g FPRYrani no,
hydroxyb, (Cl- €8) - alt@Xysulbemizyitzed/, day boxglpotChe(6) alkedryeabiponyl,
(C1- CB) - al koxyc Yl-ad (C1;6)~ al | i i S ,pDNO- .0 B

pol ysubsti t ut edq{)ﬂcmfl uornimr%gg}’ldr ef g%ﬁ@ rér/+¥¥muo§§%et Ag?n@’(‘%e‘["@@) -aryl
and (C6- C10) far(ﬁﬁ-‘cébla@e?ﬂial kyl; a 1-, 4-, or 5-[1.2.3]-triazolyl
radical or 1-, 4-, or 5-fl.2.3]-triazolyl-(Cl-C6)-alkyl radical, where
~the (Cl-C6)-al kyl radical may be 19 January 2005 17 unsubstituted or nono-
or pol ysubstitufedby %dentFcd” %7'3di53f“&%rﬂ23§})ﬁst?f?§éﬁ@% fA%n¥the group
consi sténg of (@, Copral &y(1.hasbgeniantheXo(¢r@s) -alkyl radical,

where the (C1-C¢) -alkyl radical may be

unsubstituted or mono- or polysubstituted by
3 identical or different substituents from the group

consisting of hydrogen, (Cl—CG)'—alkyl, halogen and

i5 oxo (=0) and the 2-, 4-, or 6-[1.3.5]-triazinyl
radical may be unsubstituted or mono- or
- disubstituted by identical or different

substituents from the group <consisting of

hydrogen, (C1-C¢) ~alkyl, halogen, nitro, amino,

20 mono- (C1-Ce¢) —alkylamino, di- (Cy1-Ce) -alkylarﬁino,
| hydroxyl, (C1-Cg} -alkoxy, benzyloxy, carboxyl,

| (C1-Cs) ~alkoxycarbonyl, (C1-Cs) ~alkoxycarbonylamino

or (Ci-Cs)-alkyl which is mono- or polysubstituted

by fluorine, preferably trifluoromethyl, (Ce-Cio) -

275 ' aryl and (Cs—clg) _—aryl— (Cl—CG) —alkyl;
a 2-, 4-, or 5-oxazolyl radical or 2-, 4-, or
5-oxazolyl- (C;-Cs) ~alkyl radical, where the

(C:-Cs) ~alkyl radical may be unsubstituted or mono-
30 or polysubstituted by identical or different
substituents from the group consisting of (Ci-Cg)-
a_lkyl, halogen and oxo (=0) and the 2-, 4-, or
5-oxazolyl radical may be unsubstituted or mono-
or disubstituted by identical or different
35 substituents from the group consisting of
hydrogen, (C1-C¢) -alkyl, halogen, nitro, amino,
mono- {C;-C¢) ~alkylamino, di- (C;-Cg) ~alkylamino,
hydroxyl, (C1-Cs) —alkoxy, benzyloxy, carboxyl,
(C1-C¢) ~alkoxycarbonyl, (Cy3-Cg) —alkoxycar.bonylamiﬁo'



and the 1-, 4-, or 5-[1.2.3]-triazolyl radical nmay 5 be uns |tuted
nono- or d| substltut ed by identical or different substitueﬁ?s‘jt rrthj‘rﬂéjd’5
group consisting of hydrogen, (Cl1-0C6)-al kyl, halogen, nitro, am no, nono-
(C1-C6)-al kyl am no, di-(Cl-C6)- al kyl.am no, hydroxyl, (Cl-GC6)-al koxy,
benzyl oxy, 10 carboxyl, (Cl-C6)-al koxycarbonyl, (Cl-C6)- al koxycarbonyl
~amino or (Cl-C6)enl K¢i-Odi-edkys rvﬁn’a:hoispmbylsubstri tpﬁlqdnh:;sm‘:]umiédle,
preferably trifjuon é}_:]ng Ly ary.
(G - 06)-al kyl : 1%yafqﬁ€’&%l°‘[ L] kfg 4o g’} (Ss-Gr00 -
[ 1H] - t et r azol yI -4t @&)d af KeyiCae d%fal (@hé?sé taﬁ.écyl((:l C6)-al kyl radical may
be unsubstituted or nono- or polysubstltuted by identical or different 20
substituents fromthe group consi sting of (Cl1-C6)-_ al kyl, hal ogen and oxo
(=0 ang the 1-,% 0P 5-[7TH] -°Fetr érfé’l’%ﬂzorlé(& At berursubstit uasd or
substituted by F\S/dimﬁzox}ﬁl- @B)-b kaukymal Og8A:icali,t I Owh@fenO, HHRNO-

(C1-C6) - al kyl am Cl- C6) - al koxy,
-benzyl oxy, car bt(;‘?x’ylccrgs (é&%?%%{%%%@ Un@é% ¥Ut§§ik8%y5‘§’f“5’onyl ani no
or (Cl1-CB)-al kylomhi phlysuh@hbtuoedpolbwsubsiertumm byot| udiiffferepref er abl y

L1 T uor et hy 1o 8 O o phonenb CeCl) e 0 G R el 2 2

or 5- [2H] tetrazaqyl radical razo IkyI
radi cal9 where tHe&Ylc1- h@é?gﬁPkyﬁm? a@ﬁ@al (=rﬁ9)y Béduriﬁlﬂ)sﬁrt ut4ed oPrnoNo- or

- 35 pol ysubst i tutms@cazﬂﬂw C@ddeEaI“rﬁ.i}erﬁé‘tun§ﬂﬂ9§€iﬁﬁ€@&so§:r %hbhe group.
consi sting of (Cl- C6) gk% al.ogen and, oxo ,(:i 5- [2H
tetrazolyl radi &4 ndySH8S FlgHB?{dl uP¥d otdenirsa tutoé”d b91ﬁ§§‘r’6§§n

(C1- C?) - al kg/l X rmihrgemuelg;slamfafo}n 20&51;1?3 Birbi®, hagbﬂ@ﬂ.lstl?g o)f ™
mono- (Cl1- C6) - a i y 1 NO ydro , (C1-C6) - al koxy,
benzyl oxy, car ll%)xyl 9%?101 é§§‘ o%%%)é bonﬁffl, ?édi ce) Ptto; | amin

15 mono- {C;-Cg) alkylamlno, di- (C;-Cs) -~alkylamino,

hydroxyl, (C1-C¢)-alkoxy, benzyloxy, carboxyl, (Ci-

C¢) ~alkoxycarbonyl, (C;-Cs)-alkoxycarbonylamino or

(C1-Cg) ~alkyl which is mono- or polysubstituted by

fluorine, preferably trifluoromethyl, (C¢-Cio)-aryl
20 and ({Cg-Cig) -aryl- (C1-Cq) -alkyl;

a 1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl radical or
1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl- (C;-C¢) -~alkyl
radical, where the (C;-Cq)-alkyl radical may be

25 unsubstituted or mono- or polysubstituted by
identical or different substituents from the group
congisting of (C;-Cg)-alkyl, halogen and oxo (=0)
and the 1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl
radical may be unsubstituted or mono- to

30 hexasubstituted by identical or different
substituents from the group consisting of
hydrogen, (C;-Cg)-alkyl, halbgen, nitro, amino,
mono- (C;-Cg) -alkylamino, di- (Cy-Ce) -alkylamino,
'hydroxyl, (C1-C¢) ~alkoxy, benzyloxy, carboxyl, (C;-

35 C¢) ~alkoxycarbonyl, (C;-Cg)-alkoxycarbonylamino or

| (C1-C¢) -alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (Cg-Cip)-aryl
and (Cg-Cio) ~aryl- (C1-Cg) ~alkyl and the isomers, in

particular tautomers, diastereomers and



al koxycar bonyl am no or (Cl-C6)-al kyl which is nono 5 or ldégsébsu t ut eo%sby
fluorine, preferably trifluoronmethyl, (C6-Cl0)-aryl and ( y%

(C1-C6) -alkyl; a 2-, 4-, or 6-[1.3. 5] sdriazinyl radical or 2-, 10 4-, or
6-[1.3.5]-triazinyl - (Cl CG -al kyl radi cal where the (Cl-C6)- aI Kyl radl cal
may be unsubstl?rtﬁré"dl%?elfﬁmo arﬁ¥ EBEy sRibR¥ T cR s 63l 1Y dertqantialoie di f f er ent

substituents framdde Of quprt CONBAST ANOA CdadyEiogesal £ £1- Earrabkyl, hal ogen
~and 15 oxo (=O and the 2-, 4-, or 6-[1.3.5]-triazinyl radical nay be

unsubstituted or nono- or disubstituted by identical or different
subst i t uertszdrdimd he gooupaconsftst&hr@rof efpdddgent , ( Cl-G)rcdl oy |

hal 0, 6 | Ak
horont . USSR RS b it B (R A
(Cl-CB) - al chrﬁmoth@ﬁ‘ RCIRGH)Rzal Ryl #hi 8h Ps fone a;d m

pol ySUbSt'Héi;éedth@)’mfajaﬁﬁ?ﬁggeglwe@f emwey éﬁafhg%eﬁ%eghm(g@l - 25 aryl
and (C6-d Q) - aryl (C1- )-aI 4-, oxazol yl or 2-, 4-,
or 5-oxaZByAl (&€5- EeE Wt"r‘%ﬁﬂcalr ‘sihsitd tred (ox- @B aFRyIE 1FV§dI cal may
be unsubstllddﬂtﬁﬁ:alr rgano csﬂfmr@@&yscmlsiaeu uh@ﬁohy l@@@h@@@l Qhedief f er ent

substifuents. fro roup consi st n | ogen and 0X0
(20 Hhd” B, | SRR CahS) Sy it By B Sihe 5t (E mono-
or di substalﬂﬂlﬂ@dlebwncclmﬂl caI or different 35 substituents fromt he group
consi sting of hydrogen, (Cl-C6)-alkyl, halogen, nitro, amno, nono-
- (C1-C6) - al kyl am no, di-(Cl1-C6)-al kyl am no, hydroxyl, (Cl-C6)-al koxy,
benzyl oxy ASCASERA | YT1- CB) - alIRBERaH bongMbod tnetms) - al RsipediBeny| am no

119 Januar 1e205ti9e<d 4€1e88) Fhia Wi chaire PRI PRhYSHbatt uted by
fluorjne, preferably trifl u%rorret hyI (RCG ClO) aryl and
1r

(C6- C1) - &FFACEEFEEFariRy Ik . X, z) »,Q, n and m

have the meanings given above and R, represents 3,5-

dimethoxyphenyl.

According to a further embodiment, guinoline

20 derivatives of the formula (1) are provided which are
characterized in that R4 has the meanings given above,
R, Ry, Rz, Rz each represent a hydrogen atom, 2
repréesents an oxygen atom and X represents a nitrogen
atom, P and Q each represent geminal hydrogen atoms, m is zero and n

25 1s the integer 2.

According to a further embodiment, quinoline
derivatives of the formula {1) are provided which are
characterized in that R, Ri, Rz, R3 each represent a
30 hydrogen. atom, Z represents an oxygen atom, X

- represents a nitrogen atom, P and Q each represent geminal
hydrogen-atoms, K _ m is zero, n represents

~ the integer 2 and R, represents a 3,5-dimethoxyphenyl
radical.

: According to yet another aspect of the iﬁvention, there is provided a

- use of quinoline derivatives as defined above in. the manufacture of

a medicament for treating tumors in mammals.
According to a further aspect of the invention, a

process for preparing qulnollne derlvatlves as defined above
characterized in that

a quinoline carboxylic acid of the formula ({2)




5 a 3-, 4-, or 5-isoxazolyl radical or 3-, 4-, or '

5-i soxazol yl - (Cl- C8) -al-kyl radical, where the (Cl-C8)-al kyl® rP44esY ##y be
unsubstituted or nmono- or polysubstituted by identical or different

- substituents fromthe group consisting of (Cl-C6) 10 al kyl, hal ogen and oxo
(=0 and the 3-, 4-, or b5-isoxazolyl radical may be unsubstituted or nono-

- or disubstituted by identical or different substituents fromthe group

consi sting of hydrogen, (Cl-C6)-alkyl, hal ogeM, nitro, am no, 15 nono-
(C1-C6) - al kyl am no, di-(C1-C6)-al kyl am ns hydr oxyl, (Cl-C6) - al koxy, _
benzyl oxy, .carboxyl, (Cl- C6) (C1- C6) - al koxycar bonyl am no
or (C1-C6)-al kyl which is nono- pol ¥ysubstituted by fluorine,
preferably trifluoronethyl, (E6 ¢ ’ 20 and (C6-C10) -aryl- (C1-C6)
-al kyl; a 1-, 2-, 3-, 4-, 5-, ifd®yl radical or 1-, 2-, 3-, 4-,
5-, 6- or 7- i ndol yl - (d -CB) - alNs {cal , where the (Cl-C6)-al kyI radi cal
may be 25 unsubstituted or nRp substitut ed by identical-

di fferent substituents fromthe group cdnsisting of (Cl-Cs)-al kyI haI ogen
and oxo (=0 and the 1-, 2-, 3-,f@grmuba 26- or 7-indolyl radical may be
unsubsti t uted or nono- to 30 hexasubstltut ed by identical or different
substituents the rou conS|st|ng of hydrogen, (Cl-0C6)-al kyI

hal og APt 8 1C 5ﬂ rF??n RY 2%) Lhe G amiMeS divepcsbous) z

- al kyl ani denotbﬁdraxxybxy@@h- (E:) ahR @t @emyla@@y Ycadfélt@@/éent(&la%

C6) - al kox al koxy- c kyl which
. i s mono- ngw gsu stlgFute V99 udit Oege%'r e?l]?-:-‘(‘g‘b ’(}Y{'rl f I(Egr Sﬁéfhyl ,
(C6- C10) - GWPXYand (C6- C10) - aryI (Cl C6) - al kyl and tbe ticsemer s -0kn

particul apekayt ngerj'gmlgégéi feo g‘fé‘? JAapuary, 298?11%0 ~£NgALI oners,

- and the pharnmaceutically actepta Ie in par ar acid-addition
sal t £° t h&PEBRL2AdEbrding to a further der| vatives of the fornmula (1)

(CH)\ - R,

PPN

formula 3
_ 15 in which R4, X, P, O, m and n have the meanings given above,
and

the desired quinoline derivatives are formed.

Synthesis route:

20

The compounds of the formula 1 can be obtained
according to Scheme 1 below:




characterized in that R Rl, R2, enbodinment, quinoline are provided which
are R3, X, Z P, Q n and m have t he meani ngs gi ven above ahd3RFary 2005
represents phenyl which is unsubstituted or substituted by one to five
identical or different (Cl-C6)-al koxyzgroups, where 10 adj acent oxygen
atonms may al so be |inked by (Cl-C2)- al kyl ene groups. According to a
further enbodi ment, quinoline derischemesi of the formula (1) are provided
which are 15 characterized in that R Rl, R2, R3, X, Z, P, Q n and m have
t he meani ngs_given_above and R4 represents 3,5- dinethoxyphenyl. According
~to a further enbodlnent ﬂU|noIine 20 derivatives of the formulg (1) are
provi ded whiljch are cha®¥@etlerized in that R&Chgs -t he meani ngs gi ven above,
R Rl, R2, R3 each.epiesent a hydrogen_atlom Z pyeppesents an oxjygen atom
and X represgents ~oyen 25, af omy, P Q each—represent gem nal
. hydrogen atdns, m ZeLo aﬁd n \|sxth eger @-mefweording to & further
“enmbodi nent qui nol 'ne Nderivatives of the Xornul @ophdiingr e provi ded which
are charactlerized in that R Rl, R2, R3 e2hhrepresent a 3.0 hydrogen
~atom Z reprlesents an oxygen atom X represents a nitrogen atom [P and Q
each represgnt gem nal hydrogen atons | mis zero, n represents | the
~integer 2 and R4 represents a 3., 5- dlnethonyﬂﬁpyl radi cal . Accdrding to
~ yet anot her [aspect .of the |nvent|on there i g prrovided a use of jquinoline
derivatives fas defined above fop. yﬁ \nan ‘ture of a nedicanent for
treating tunors in mammual s. C t her aspect of thejinvention,
a process fior preparing quinoli iva‘ #es as defined above '
characterizdad in that a qui g._car boxylic gd of the formulai(2) 19
January 200§ 21 5 in which R1, IR2; R3 have the neani ngs given |above, Z

5 'The starting materials (2) and (3) are either
commercially available or'can be prepared by procedures
. known per se. The starting materials (2) and {(3) are
useful intermediates for preparing the gquinoline
derivatives of the formula (1) according to thé

10 invention.

The solvents and auxiliaries to be used, if
appropriate, and the reaction parameters to be used.,
such as reaction temperature and reaction time, are
15 known to the person skilled in the art owing to his

expert knowledge.

The quinoline derivatives of the formula (1) according
to the invention are suitable as medicaments, in

20 particular as antitumor agents, for treating mammals,
in particular man, but also domestic animals such as
horses, cattle, dogs, cats, hares, sheep, poultry and
the like. |




denotes an oxygen or sulfur atomand Y represents a |eavin ngoup such as
hal ogen, -hydroxyl, (Cl-C6)- al koxy, -0-tosyl, -0- nesyl or }Hi'@areryl2043xs
reacted with an amne of the 10 formya (3) HZ\ HN X (CHZ)m fornula 3 15
in which R4, X, P, Q mand n have the mneani ngs gi ven above, and the

desi r edageimuhignecdlera vaimes asgpd &, Medhe SytRageh §n r QUles 120 Hi%ﬁngﬁ?ﬁl?gunds
- of the formila 1 can bg obt ai ned according to Schene 1 below 19 January
2005 22°Cehad VE55 Hhe ST Sty A i AP% (P ai tByrape eheferding to

- commer cambiheravaisbabt e otheaniberpriepar edobyqdd ocadur 65 kR@wn PEL-$€,, The

starting mat «%ri;fggsaQZ)deand. 3 internedi ates for preparing the

re useful
qui nol i ne ~ deri vat ives “of “thE f‘?a)k?‘?ﬁﬂ 1) e ctRthiRgtieet RE a1aedaganeilon.
The sol fenttseahdn@uxiddar i asmimmndie, usfdpaific1APRI ARPKI ate, and the reaction
par anet}_eféfegrgﬁpe ug@%eas%uch as_reaction téenperature and reaction tine, are

15 known to0 the' petson ki PTad e MBC T ot Ty St BEhie fexpEte khowsedge.
The qui nadihei seeiyat tyes abmkdde fior M anlchin@cePf&iiigre t fot hend nvention
are suitable as madlfcaments, in 20 particular as a |turrg agents, for
treating-HRMEFRE O bRF ¢ FHmeE- = b r&lfj?bltdﬁ‘f‘gé‘ﬁ’i cEhheral ¥ such as
horses, dwd¢| eof dogse catibnobiames,dsheeq;ipoul i¢yobdingt heol ikiee 19 January
2005 23 fesogding o a[HdDer aspeet s L he, i pyentd on provi des, gui nol i ne
derivatives as describ above Tor “use’in therapy. Ccor&ing 0
' the treatment depends inter alia on the nature and the
stage of the oncosis, the age and the sex of the
_patiént, the type of administration and the duration of
the treatment. Administration can take place orally,
rectally, buccally (for example sublingually),
parenterally  (for example subcutaneously, intra-
muscularly, intradermally or intravenously), topically

or transdermally.

According to a further aspect of the  invention,

- medicament

\ characterized in that it comprises, as

ractive ingredient, at least one quinoline derivative as defined above.

These can be solid, semisolid,
ligquid or aerosol preparations. Suitable solid
preparations are, for example, capsules, powders,

- granules, tablets. Suitable semisolid preparations are,
for example, ointments, Ccreams, gels, pastes,
éuspensiqns, cil-in-water and water-in-oil emulsions.
Suitable liquid preparations are, for example, sterile
aqueous preparations for parenteral édministratioﬁ
which are isotonic with the blood of the patient.

The invention is to be illustrated in more detail by
the example below, without bDeing restricted to the

example.




anot her aspect, the i-nvention provides the use of quinoline derivatives as
descri bed above for the manufacture of a nedicament for - treat PRl in-
manmal s, in particular man. Preferably, at |east one quinoline derivative
of the fornmula (1) is admnistereddso a manmal in an anount effective for
the treatnent of the tunor. The therapeutically effective dose of the
qui nol i ne derivative according Workimg Erggpléon in question which is to be
adm nistered for the treatnent depends inter alia on the nature and the
stage of the oncosis, the age and the sex of the patient, the type of
~admi nistration and tid3dSrdimethokyphieaytl) edt-fgniguisddivdi-st rat i on can t ake
pl ace orally, rectally, bucc f ) ubl i ngual I'y), parenterally
(for exanpl e subcut aneously, %%]%%193;%%?%%%% ntradermal |y or
intravenously), topically or transdermally. According to a further aspect
of the inventgon(11 Medine@BNt of -qulhed Aed &1 iZethdh 1 hat ddiLogrrkses, as
active ingred ent dat | east onf quinol i ne derivative as defined.above,
These can B&SRANdRT sdmi sBPi 0™l 1Pquildor dBrtdsoPtirasacati éndd Sditabl e
soIb: d opr enaﬁatz'btmﬁﬂar eof f @r-nexmmppmps.weesam?ow@hs,a | goanulies,
tablets.. sem id preparatjons a r..exanpl e, ointments,
creans, geggfl, %a??ess gﬁib%ns‘?%%?, &ﬁo-?P{:@Fer(gﬁ‘aeﬂéggﬁéﬁ%ﬁ‘
emul si bhs. tripviraild dingphdgphepdat | onbearé lubgppbrapbhés) st erahé aqueous
pr epar at i 0gs cf-0r re adnk ni stsaki i ! i i.Lh the
bl ood of t%é ESStgl gﬁFitlf%tTE%ﬁ%ln)vgﬁi ic')nt(!lgégtggﬁgﬁ\ﬁ#fﬁﬁégﬂegﬁgﬁgiﬁ%%ﬁ etail by
the exanpl éMpélPoW! it R wWsiehgddad rietideis guirerrex dfpe enixzbuganuary
goog 24I ;M;v&'»sn@@sem : %1%—‘1%@,550@4 lntegth?xy@h@n?zﬂvﬁr- 4:2(84-&&#{@%1}/&@ ofg

ar bonyl ) pi per azi ne .5 Mo ui nol i.ne-4-carboxy]ic acid were
suspended Pﬁggff AeBIC .r?ﬁgﬁf?%t‘i)*?‘?i HB? f.e?&g{:‘e (“BF ?‘h‘%’oﬂe%f‘m

N- et yd noephselilheaangel hesolumol utKigsselgel 60, from Merck AG,

Darmstadt) using the mobile phase dichloro-

methane/methanol/25 percent ammonia (90:10:1 v/v/v).

. Yield: 3.4 g (78.3% of theory)
20 m.p.: 146-148°C

1. Antiproliferative action in wvarious tumor cell

lines

25 In a proliferation test, the antiproliferative activity
of the substance D-43411 was examined using established
tumor cell lines. In the ﬁest used, - the ceilular
dehydrogenation activity is determined, which makes it
possible to determine the vitality‘ of the _cell and,

30 indirectly, the cell count. The cell lines used are the
human cervical carcinoma cell lines KB/HeLa
(ATCC/CCL17), the murine lymphocyte leukaemia L1210
(ATCC CCL-219), the human breast adenocarcinoma line
MCF7 /ATCC HTB22) and the ovary adenocarcinoma line

35 SKOV-3 (ATCC HTB77). These are established cell lines
which are very well characterized and were obtained
"from ATCC and cultured.




- of 8.95 g (17.2 mol) of Py-BOP (1-benzotriazolyl 10

tripyrrolidi nophosphoni um hexaf| uor ophosphate) and 2.56 g tAY25UaRHI300x
1- (3, 5-di net hoxyphenyl ) pi perazine in 25 m of DV were added to this
m xture. The mixture was stirred ato&T for 12 h, the DMF was distilled off
under reduced pressure and the residue was purified on 15 a silica gel
col um (Ki esgé gedeid.t o r efubMar ckn AGab Dannsgagdbhstehng tHige nqﬁig{(}gyphase
- dichl oro- nethane/ ne hanoil.JZ_S ggrcent anmoni g (90:10:1 v/v/v). Yiéld: 3.4 ¢
(78.3% of tROFY) BorRfpliEeidkiTF8ect AN proTi et ht Hoe tEt it n
vari ous tunbinegl | SKbVRas 25.412 10 prehdf eHaliaguBt. estowidge anbi preld ferati ve
activity bst.an e 1 usi ng establ i d, tunor
cell [i nes%?%l&t?%g test %g%g %&%ytglel %I gﬁg de ydfiolgrgen’at %ﬁﬁ f?tkl%\ﬁtty is
det er mi ‘Bed, oWhPcA3fakesin t thpodsisH epevia@t efni4fe hheisvi balit wrefllt he cel |
and, 30 indiigstiphisheiselde coungd . c [ [ human
cervi cal ca&ci noma cell |ines KB/ Fbit%-}}@l('A?éé/lgCCLN é,&t eagrrf'rfl.ér:)g' | ynphocyt e
- | eukaem a L1210 (ATCC CCL-219), the human breast adenocarci noma |line MCF7
| ATCC HTB22YalmndL t hmn -oxiarnb asledicst £d O d i fienddd RKQV-Bi kAT CC HTB77) .
These are established cell lines which are very well characterized and
were obtained from AT %nd RSB do JahtidPy 20085 255UPREAREEY| ts
shown LA Tab. 1 demnstardtmattiend)i ghly potent antiproliferative action of

D- 43411 in the cell lines SKOV-3, L-1210 and HeLa/KB. Onm ng to the
parti cul arfry—stow—growth—of—the Mo+ +Hre—the—efHfeet—b—o+—DbB43411-in the

test periqd of 48 h is only snall (18%inhi)ﬁ]I‘t+@ﬂ8@tIG§?JIﬁg4ndﬂm; tthus
stated as 33. 16) | sfalpude | N-Vitro Cyk ot Qxieity] J unvr (lrnesi (val ues

- deternined from5 substance 10 copcenfrati gns)ﬁ%#f - Kg ay I(%ﬁf m] D
"Struct ur eNNEREE 3| 1210KB/ Hei aFCF7? .

D-43411 429 | <0.0003 | <0.0003 | <0.0003 | >3.16

2. Method

15 ZXTT Test for cellular dehydrogenase activity

The adherently growing tumor cell lines HeLa/KB, SKOV-3

and MCF7 and the L1210 leukaemia line, which grows in
suspension, were cultivated under standard conditions

20 in an incubator with gas inlet at 37°C, 5% CO, and 95%
atmospheric humidity. On Test Day 1, the adherent cells

are detached wusing trypsine/EDTA _énd pélleted by
'éentrifugation. The cell pellet is then resuspended in
RPMI culture medium at the appropriate cell count and

25 transferred to a 96-well microtitre plate. The plates
are then cultivated overnight in the incubator-with gas
inlet. The test substances are made up as stock
solutions in DMSC and, on Test Day 2, diluted with

culture medium to the desired concentrations. The




rUTLer D-43411429<0. 0003<0. 0003<0. 0003>3. 16 2. Method 15 XTT Test for

cel lul ar dehydrogenase activity The adherently grow ng tunot® JePHaFYy ndds

HeLa/ KB, SKOV-3 and MCF7 and the L1210 | eukaem a Iine, which grows in

suspensi on, were cultivated under stamdard conditions 20 in an incubator

with gas inlet at 37C, 5% C32 and 95% atnospheric humdity. On Test Day 1,

t he adher ertulzgldrs-esarn debacked tusengetiiypsiare/ Bl aadd@@l tet edeby

- centri fugat/ T t e ende ul.ture nmedi um
oS at}?dcejler}é ubSedl nljé 1_2%@ f'né& &Pt gh a988- Nhfa%mfﬁ’irotl tre

at the appropriate ¢ count a trans erred't
pl ate. The %{)aiﬂes Catbst Henigyl thars edodvebaeghttienttdd iwicibatestwi t h gas

inlet. The it SRS tl6RsS A &dpde,up as stock solutions in DVMSO and, on

Test Daé 2, diluted with culture nediumto the desired concentrati ons. The
19 Janudry 2005 26 substances in the culture nediumare then added to the

cells and imaubated KwTt hgskagybal ormydih @Fs ixniret (keuiufe B/ -@ells which

~ have not been tr ated vmthte bst ance rv s control 5 For the XTT
~assay, 1 WS% en %ﬁ? ﬁé 3[% %etrazo %um %15(4 methoxy- -

(phenyl ami m@anol)@mz)ar@smnf@moacm Hiss (dis®bdhoxd- Gn RPMI-1640

t b f | 164Q t t
Pheno! | Red e Pl Bnetof Reg) T Afa R NG CRE )
(N-methy| diFBeNESEY azPrfg et | %W%\ﬁ@liw@mﬂaﬁme f emeclh}shl i ne
(PBS) is puepaced. O."LnTeS%hQ@tﬁhétezéukf%Eh of sé*D?né(TT ﬁ@gate yre are

pipetted onto the cell now  have been inc W th the

whi ¢
test subst BREBETFGr 4%“ Tept TBaYhi % e\ﬁé théwsdrr «ff uthen ¥ETrRN&d with
the PMS soliutiioe ameapn@reltﬁzefa}f cbltcl the \YelshgtdneDef i B-wss, ndhe cell

pl ates are n u he. .i.nc bat Wi_t as inl for afurther 3
h, and theh%gtgl (I:DEIE% ?sgﬁﬁFeFH'FﬁgﬁnF ot'ohet er .

USI ng ¥the ©P49dvm o@ﬂdu netdlle t HET| mllmtmocmn im panceelntwu:h the PMS
solution in a ratio of 50:1 (v/v) shortly before use.

The cell plates are then incubated. in the. incubator

with gas ‘inlet for a further 3 h, and the optical

density (ODssomm) is determined in a photometer.

20
Using the ODassonnm obtained, the inhibition in percent
‘relative to the control is calculated. The
antiproliferative activity is estimated using
regression analysis.
25 |
Example I _
Tablet containing 50 mg of active compound
Composition:
(1) Active compound 50.0 mg
30 {2) Lactose 98.0 mg
(3) Maize starch 50.0 mg
(4) Polyvinylpyrrolidone 15.0 mg
- (5) Magnesium gtearate 2.0 mg
Total: 215.0 mg
35 .
'Preparation:

(1), {(2) and (3) are mixed and granulated with an
aqueous solution of (4). The dried granules are admixed
with (5). This mixture is tabletted.




relative to the control is calculated. The antiproliferative activity is
estimated using regression analysis. 25 Exanple | Tabl et cObhtHMWRAY 500y
of active conpound Conposition: (1) Active conmpound 50.0 ng 30 (2) .
Lactose 98.0 ng .(3) Maize starch 5970 ng (4) Polyvinylpyrrolidone 15.0
ng (5) Magnesiumstearate 2.0 ng Total: 215.0 ng 35 Preparation: (1),
(2) and (3) are m xed and granulated wth an aqueous solution of (4). The
dried gra-nué}@%mg{% %gm xed wth (5). This mxture is tabletted. 19 January
+ 2005 27 Exanple psul e containing 50 ng of active conpound
Conposi ti onfaBsylls Pentgentoapbndg 50f Caaive Jomdardst arch, dried 58.0 ny
(3) Lactosecppyedelc p9n0 My (4) Magnesium stearate 2.0 ng Total: 160.0 ny
10 Preparation: (1) is ground with (3). This ground nmaterial is added
with vi gor ols mi&FHE e oCPRROWRSt ure of 5020 &9d (4). This powder mixture
is, on a capsul emditdi @gareEhi @eied> fi5I8I.@dggnto hard gel ati ne capsul es
size 3. 19 f)nugg%/?/ZOOS WD 02/ 08192 Patent ai nrs 28 PCT/ EPOL/ 08261 1.
(Y

Qui nol i ne d EEARIY g to the Polfnil¥a 1 N Hz X', R4
, (4) Magnesium stearate 2.0 mg
Total: ' : 160.0 mg
10
Preparation:

(1) is ground with (3). This ground material is added

with wvigorous mixing to the mixture of (2) and (4).

This powder mixture is, on a capsule filling machine,
15 filled into hard gelatine capsules size 3. |




5inwhich R formula 1 10 R Rl, R2, R3 can be attached to any of the
~quinoline 15 20 25 30 carbon atoms C2 to C8, are identical of YadPFFéreht®
and i ndependently of one another denote hydrogen, straight-chain or
branched 1 yl, (C3-C7)-cyglyoal kyl, strai - in or_ branched
(Cl-CB)-aP&?IEg?EggéF, straight-cha%g or branched %?%¥ﬁ§§iéh§&ﬁw, hal ogen

~aryl - (Cl- C8hrahko¥yYaiftist ro, amno, nono -(Cl-C4)-alkylam no, di
(C1-A4) -al kyl am no, (Cl-C8)-al koxycarbonyl - am no,

(C1- C6) - al koxycar bonylam no -(Cl-C8)- al kyl, cyano, straight-chain or
branched gyanoo(ThoCfoheabikyliva€atBaX¥bcotGnBlAl onyl,
(C1-CA4)-al kyl which is substituted by oneg%Pgﬁgfét %ﬁﬁFFﬁgﬁgkghs, car boxy-
(C1-C8) -alkyl or (d-C8)-al koxycarbonyl-(Cl-C6)-al kyl, (C2-C6) -alkenyl,
(C2-C6) - alkynyl, straight-chain or branc Byang-REC1- C6) - al kyl, aryl
where the aryl radical may be ungsubstit d or ~xbno- or pol ysubstituted by
identical or 19 January 2005 29 4 ' ifferent substituents fromthe
group consisting of hal ogen, strafght-chain or {branched (Cl-CB)-al kyl,

C3-C7) -cycloal kyl, ®&arboxyl, gtrai —ehal anched (Cl-(C8)-
( ) Y . (CH)m Q

formula 1
in which

10 R, Ri, Rz, R; can be attached to any of the quinoline
carbon atoms C, to Cs, are identical or
different and independently of one another
denote -hydrogen, straight-chain or branched

o (C1-Cy) —aikyl, {C3-Cy) —cycloalkyl; straight-

15 o chain or branched {C1-Cg) ~alkylecarbonyl,

' straight-chain or branched

(C1-Cg) -alkoxy, halogen, aryl-(C;-Cs) —alkoxy,

nitro, amino, mono- (Cy-Cy) - alleamino . di-
20 {C1-Cy) —alkylamino, {C1-Cg) -alkoxycarbonyl-
ami_no, {C1-Cg) - alko'x-ycarb‘onyl amino- (Cy-Cg) -
alkyl, «c¢yano, straight-chain or branched

cyano- (C;-Ce) -alkyl, carboxyl, (C;-Cs)-alkoxy-
carbonyl, (C;3-C4)-alkyl which is subgtituted

25 . by one or more fluorine atoms, | '
' carboxy- (C1~Cs) -alkyl

or (Cl—Cg)'—élkoxycarbonyl— (C1-C¢) -alkyl,

(C2-Cs) ~alkenyl, (C2-Cg) -

alkynyl, i T S
30 straight-chain ‘or brianched cyanoc- (C;-Cg) -

alkyl, aryl, where :
the aryl radical may be unsubstituted or
mono- or polysubstituted by identical or




al koxycarbonyl, by trifluoronmethyl, hydroxyl, straight-chaig o, hranebgd
(C1-C8) - al koxy, benzyloxy, nitro, -am no, nono- (Cl-C4)-alkylam no, "di-(Cl-
C4) - al kyl am no, cyano, straight-chain or branched cyano-(Cl-C6)-al kyl,
where additionally R and RL or R2 andgR3 may forma fused aromatic
6-menbered ring with the quinoline ring form ng an acridine ring which
- for its part may be sulfskirkuied auratitwaitm rfRGPOSELEON B¥OEBe
“radicals R Rl, R2 and R3 havi ngl%g he n&ani ngs nentioned above; Zis oxygen
or sulfur, where the“PRELELLTZ0 NEL QISR s ubEt TR e Frethe §Hi nol i ne
heterocycle may be bttached to (C,atgmall2 B of (¢the guipelbhtkyli ng

skel eton; P, Q indep of ot her. represent oxygen or, gem nal
hydr ogen atoms; X isgﬁlg??%géh osrt(}%?ilgg&mceraeuhS Fe%’trég’éjﬁ'teéi h(flaﬂ‘;@ A or (O-
C6) -alkyl; 30 n, middkpsrdenbPyydi one 'another denotes an integer between

0-3, with the proviso that in theycasq & ot es group
where R5 and R6 indegendently of ane anot huer C?n(%a%pr sent hﬁ%(rg:g(ge lbr

(C1-C6)-al kyl and t h3tTeh8RhiEhadBn stom hapeekad 19(Qakubr 512095, 30 to the
C=Z group is substituted by a hydrogen atom or a (C CG)bé@nymgrroup; R4
is a straight-chain or_branched (- C20). 5 aLk%L]Fradi cal which may be
saturated or unsat PhtER; MEHConEYE t el orbrelanirer diri(fre bonds,
and wAilch may be uns@istaltitlednioro, maycyopic onal $yrdbigistibshaint edbat the

same or different G,afomg. by One’cﬁ%ﬁuQIUﬂ9%§)§5¥le, where
' additionally R and R; or R, and R; may form a

fused aromatic 6-membered ring with the

guinoline ring forming an acridine ring which

i5 ' for its part may be substituted at any C atom

' ring position by the radicals R, Ry, R, and R,

having the meanings mentioned above;

Z is oxygen or sulfur, where the radical
20 | ‘ '
- (CH.)n R
~ 2)\ 4
//;J\\\ //jr
7 ergm o
substituted on the quinoline heterocycle may
-be attached Lo C atoms C,-Cy of the quinoline
25 ring skeleton;

P, Q independently of one anocther represent oxygen or geminal

hydrogen atoms;
X is nitrogen or C-Rs;,where Ry represents hydrogen
or (C- C¢)-alkyl;
30 n,m independently of one another denotes an integer
between 0-3, with the proviso that in the case n =
0, X denotes a CRsRg group where Rs .and Re
independently of one another.represent hydrogen or

{C1-C¢) ~alkyl and that the nitrogen atom adjacent




10 heteroaryl, hal ogen, cyano, (Cl-C6)-alkoxy- carbonylam nNpy s.nuary 2005
(C1- CB) - al koxy, anmi no, nmono- (Cl-C4)- alkylam no or di- (Cl-C4)

-al kylam no; a (C6-Cl4) -aryl radical, (C6-Cl4)-aryl-(Cl-C4)-al kyI radi cal
or a (C2-C10)-heteroaryl or (CZ-ClO);,@eteroaryl-(Cl-C4) 15 al kyl radi cal
“whi ch contains one or nore heteroatons selected fromthe group consisting
of N, 0 and S,tavhghe the éﬂ)u@)is %Ubké'tl"t@i@e@ialbm f%r&ﬁ@ybﬁ{.rﬂm ed or
nono- or Pol ysubstl t&}) elntl cal or different substituents fromthe
‘group 20 consiStithg of S48HE 7 hal ogen and oxo (-0) and where the
(C6-C14) -aryl or (C2- ClO) -het eroaryl radi cal may be unsubstituted or

mono- or. pol ydubststingiedtbyns demd ¢ahnlhedi {d erent, _ substituents fromthe
group consi'sting of 25 strai ght-chain or br anche O(Cl C8)-al kyl, (C3-C. 7)-
cycl oaPkyl, hal . Cy@tcHICL- @8)ichal kavapcar Beny| ardmoat(<Cl- C@r al koxy,

carboxyl, (CleBzalkpecar bpnwh, shrai ght- ‘ER%'Q of %ﬂ%’é‘:h%% /

(C1-Co) - aI kyl which is substituted by one or Uor ihe ‘at'ons,
hydroxyl , st raitgiREhaPRNE# - bradid haliich] -y - b@l k‘@&?ab&hetete@djcacent

oxygen at ons rrmayal @@th%dalrﬂyedﬂw dﬁsﬁ&)uc@i K\dteng 1 oupsee 3%,,benzyl oxy,
nitro, am no, (ér al kyl am_no, -(Cl-A4) - al kyl am no, aryl, which

for its part may eﬁ]ﬁ:sugstlat d &Y m?ﬁ’(? oF %o l9Fs uFSEe uead Loy
i dent}®al or diflfert@tr@taurylsubsthﬁa@gtemfronbybeogroup(cprtsgl Stiim@xef- 31

- strai ght - chai n QLR (Cl, L9 C3-C7) - cycl oal ar boxyl ,
strai ght-chain or br ?1%&&210 Cﬁ %oxy ar BORVIC bY°rYT ﬁ»‘uo‘%ﬁm hyl, .
hydroxyl , straPglvlemdne o lﬁlanhq?m& mlﬁB}aﬁlabko&y (CbeBzyl-exyl nitro,

~ani no, nono- (%d@é)alal k)(b?-fﬂ‘ﬂ@,—aﬁ!?l( Gt Cé))l' k&&]@fﬂ APNR YA 4

“straight- chaln r nched cyano-
9 (8 ? Eeteroa&*yl 2~-Cig) vheteroaryl (C1-Cy) -

15 alkyl radical which  contains one or more
hetercatoms selected from the group consisting of

N, O and S, where the (C;-C4)-alkyl radical may be
unsubstituted or mono- or polysubstituted by

identical or dlfferent substituents from the group
20. consisting of (C;-C¢)-alkyl, halogen and oxo (=0}
and where the (C¢-Ci4)-aryl or (C,-Cio)-hetercaryl
radical may  be unsubstituted or mono- or

polysubstituted by identical or different

substituents from the group consisting of

25 straight-chain or branched (C;-C) -~alkyl, (C3-C7) -
cycloalkyl, halogen, cyano, {C1-Cg) -
alkoxycarbonylamino, - (C;-C¢) -alkoxy, carboexyl,

(C1-Cg) -alkoxycarbonyl, straight-chain or branched
) {C1-C¢) - alkyl which is substltuted by one or more
30 fluorine ‘atoms, ) o )
hydroxyl, straight-chain or branched {C1-Ca) -
alkoxy, where
adjacent oxygen atoms may also be linked by -
_ (C1-C;) ~alkylene groups,
35 - ‘ benzyloxy, nitro, amino, mono- (Ci-C4) -
alkylamino, di- (C1-C4) -~alkylamino, aryl, which for
‘its part may be unsubstituted or mono- or
polysubstituted by identical or different

substituents from the group consisting of



10 and their structural isoners and stereoisomers, in parti€Wy.ar v 2005
tautoners, diastereoners and enantioners, and their pharmaceuti cal?y

- acceptable ‘salts, in particular acid addition salts. 15 2. Quinoline
derivatives of the fornmula 1 according; to Caim1l, characterized in that
R R, R, R3, X Z, P, Q n and mhave the neanings given in Caim1l and

20 R4 denotes asstaagpbtcBhann & branehed (@f—@%@lalﬁ{/!ﬁw f@diccal whi ch
ble and/or triple

may be saturated 1(% ggsgturat d, V\ﬂ'eth one tqQ three dou
bonds, and whi chY fTa§*beY unsuBst? e ed Straitordlaip sabst PrareEdn the
same or. differek€:; 2%)Cadkony dayrbansg;l t wo orbyor e afyi £1 et ehoanyl ,

hal ogen, (d - - , a . 0-, (C1-C4)- al kylam no or

di - (Cl-C4)-al g%)ém %%?yé pkrlgegrgﬁlﬁgc%a(rl% napht %g?ﬁ?lﬁﬁg ealh 68 which 30
may be>unsubsti&bkedyor nono- or poly substituted by i demnzalower, different
substituents fremthe copsisiimg_efy _ styrai.ght - chaiyy _gr. branched
(C1-CB) - al kyl , mc:s@’cﬂ)%{“é&g%l ’oa?%ll%, (gl gb)ena}slﬁc"?a%m?tlﬁgagcé5éﬁ

al koxycar bony! a6l aPEAC Cp) SxPRSRy, - TaFdbalyt s Shaial- CeY- altmadwmdonyl
strai ght - chai n ®yandr anclgg -aCky@6) - al kyl which is substituted by one or
nore fluorine atons, hydroxyl, straight-chain or 32 branched

"~ (C1-C8) - al koxy, benzyl oxy, nitro, am no, nono- (Cl-C, )- alkylam no,

di - (C1OC4) - al kydradi thoeimr gt yushiichl fisbmeks paft sty e sersulst istut ed or
substituents fromthe

| ~ nmono- or 5 pol wpcs]téd}g;d by .i j or dif.ferent
group consisting of _straight -dcﬂal ndfe(c:)r;%'br ancﬁie:L SRS Kyl 2PEC3- C7)
-cycl oal kyl , c&BFHGACMeS i hd - Ehain pharpearohedalTy- G2cegitkddycar bonyl ,
by trifluoro 1@amidhylin M@i?‘d’dla:?te{@icgkﬁdﬂ?i&r o, pranched (C1l-C8)
- -al koxy, benzyloxy, nitro, am no, nono-(Cl-C4)-al kyﬁ‘-
15 2. Quinoline derivatives of the formula 1 according
to Claim 1, characterized in that R, R1, R2, R3,
X, Z2, P, 0, n and m have the weanings given in

Claim 1 and

20 R4 denotes a.-straight—chain or branched, {C1-Cyg) -
| ' alkyl radical which wmay be saturated or
ungaturated, with one to three déuble and/or
triple bonds, and which may be unsubstituted or
optionally substituted on the same or different
25 C atoms by one, two or more aryl, heteroaryl,
halogen, (C1-C6) -alkoxy, amino, mono-{C;-C4)~

alkylamino or di- (C;-Cy) ~alkylamino;

| a phenyl ring or a naphthyl ring, each of which
30 may be unsubstituted or mono- .or poly-
substituted by identical or different
‘substituents from the group consisting of

_straight—chain. or branched (C1-Cg) —alkyl,

(Cﬁ-C7)—cycloalky1, halogen, cyano, {C1-C¢) -
35 alkoxycarbonylamino, (C1-C¢) ~alkoxy, carboxyl,
(C1~Cg) -alkoxycarbonyl, "straight-chain or

branched (C;-Cg)-alkyl which is substituted by
.one or more . fluorine atoms,

hydroxyl, étraight—chain or




am no, di-(Cl-C4)-al kyl am no, cyano, straight- chain or brapgh
cyano- (Cl- C6) -al kyl : 15 20 25 30 35 alkyl: a 2-, 4-, 5- or ggp%?}“ﬁ%r gi fy1°
radical or 2-, 4-, 5- or 6-pyrimdinyl- (Cl C4).- al kyI radi cal , vvhere t he
(Cl-A)-al kyl radical may be wunsubstgputed or nono- or pol ysubstitut ed by
by identical or different substituents fromthe group consisting of -
(Cl-Cp) -al kyl, hal bgancaed 00 FOr1886ythe 2-, 4-, 5- or 6-pyrimdinyl
radi cal may be unsubstitutek()j or no- tq_tri substltut ed by |den)t| cal or

different substituents fron the FFoup doisist?hPof R dgenC
(Cl- C6) - al kyl, hal agkmlaminpe, @bt (0;- Cqﬂ'ﬁﬁ@kyq.@&l-lﬁa) ahkylammch

di - (C1- C8) - al kyI am_:gg t(@/ I ]%9? benzyl ox car boxyl
(C1-C6) - al koxycar bon . C%Eé’iééé a koxycar%l ony - Cﬂ X, "té CEB - al kyI

whi ch i° nono- or B@f{ysuéabst:pta@ed hniy f Rderitieal( CG@::lO)dHaﬁeyﬂeraﬂd

(C6-C10) -aryl- (@uﬁ@iﬁ:ée&:s Afroar W¥hd- péffb Z' @Sln %(Eé&% Q:ir( -
5- or 6-pyridazinyl - Cl -al kyl radical, radl cal
“may be unsubstitute b?hﬁoﬁ}aal’ar p&rysuH%JEﬁui“E}?@%l by (Sy Fdertlikedl, or

di fferent substituény-<C/f repctibal k1] ansaryo:2005 §§rQE§HB @HQ%SHrSQ of I
6- pyri dazi ny

(C1-C6) -al kyl, hal o.(=0 t he
radical may be uns Q%I?llt?%‘?edpéc(}r ¢ %l%f”éyc???g%%tl i e&rﬂyﬁ%"@éﬁt‘l cal or
diffetént 5. substiellnts finohredel gr cupraigisi-sitaig ofor hydregerd

'(Cl C6) - al kyl, hal ggem,) nhgkgxyam no, nmono- (Cl-C6)-al kyl am no,

-(CL1l-Co) - al kyI am no, . hydroxyl, (Cl-C8)-al koxy, benzyl oxy, carboxyl,
benzyloxy, nitro, amino, morno- {C;-C4) -alkyl -

amino, d.l—(Cl~C4)—alkylam1no, cyano, straight-
chain or branched cyano- (Cy-Cg) -alkyl;
15
a 2-, 4-, 5- or 6-pyrimidinyl radical or 2-,
47, 5- or 6-pyrimidinyl-(C;-Cy)-alkyl radical,
where- the (C1-Cy) —alkyl | 'ra-dical may be
unsubstituted or mono- or polysubstituted by
20 by idAenticail or different substituents from the
' group consisting of (C;-C¢)-alkyl, halogen and
oxo (=0) and the 2-, 4-, 5- or 6-pyrimidinyl -
radi'qal may be unsubstituted 6r mdh'o_— to
trisubstituted by identical or different
25 substituc_ants from the group consisting of
' hydrogen, (C;-Cs)-alkyl, halogen, nitro, a-mind,_
mono- (C;-C¢) -alkylamino, di- {C1-C¢) ~alkylamino,
hydroxyl, (Ci-C¢)-alkoxy, benzyloxy, carboxyl,
{C1-Cg) ~alkoxycarbonyl . {C1-C¢) -alkoxycarbonyl -
30 - amino or (C,-C¢)-alkyl which is mono- or poly-
substituted by fluorine,
| (Ce~Cio) —aryl and (Cg-Cyo) —aryl-(Cy-Cq) -
alkyl;

35 a 3-, 4-, 5- or 6-pyridazinyl radical or 3-,
4-, 5- ox é-pyridazinyl-(C;-Cy) -alkyl radical,
.where the (Cl C4) -alkyl radical may be

unsubstituted or mono- or polysubstituted by

by 1_dent1cal or dlfferent substituents from the




(C1- C6) - al koxycarbonyl, (Cl-C6)-al koxycar bonyl 10 am no or {£1s(
whi ch is nono- or polysubstituted by fluorine, (C6-Clo) -aryl %()3‘ ?éé’é& 0)

- -aryl (Cl1-CB)-alkyl; 15 a 2-, 3-, 5- or 6-pyrazinyl radical or 2-, 3-, 5-

or 6-pyrazinyl-(Cl-C4)-al kyl radical,zzwhere the (Cl-C4)-alkyl radi cal may

be unsubstituted or nmono- [lacu - identical 20 or different substituents
fromthe group congrs{lpng;cgfsﬁs@rr@)ogl kol - chel oaem anda 9X8en (= dand t he
2-, 3-, 5- or 6- pyrazin radi ng be unsubstltuted or “nono- to

trisubstituted by 1‘8en dal 23 ent 4substi t B&ntSs BGAazHEYA5 gr oup

consi sting of hydrn@éng:aLClm@@) aekylynsihigdopacedi t &9, aBhRO, MENO-
(C1-C6) - al kyl am no %‘Eﬁ Cl; al kyl am n hydr.oxyl (C - al koxy,

benzyl oxy, carboxyl>™" é&?%%i%oxtg rbolh%l}ty?aél- CAE a zfﬁ%nyl ani no
or (C15CB)-al kyl .S@bshithenssnohdgomor tPm ysyibstp t utedsbytihgor iofe,

(C6-C10) -aryl an #@o%ﬂ é@lyé —(ag:kﬁfs %‘iéﬁém, n)?tro m§|no 6-, 7-, or

8-ci nnolinyl radica 8-crnnbdlin (Cl C4)
al kyl radical, whePPhiCy-el-edkyARRyPor adi dat (Cres) b@1M§absnmUt ed or

nono- or. pol ysubstmgrdjf@;dypy |@gntkpaé1péx§dl ffkgéﬂl;lo)gwbstclatrggg&g fromthe

group consi stl ng o c éC_,l anuar 200 C(‘G -aI Kk hal ogen and oxo (=0
and the 3-, 4-, 1§ - Oﬁycg RPA¥ h nyKCy4ai ca kﬁ’&YCBE ofidabst i t ut ed
or moko- to pent asnius:tcbtubed bir: - Celend1lewl owndthfer;@nt weist i tyents from

the 5 group consi st Cl- CG) hal ogen, nitro, am no,
nmono- (Cl-C6) -al %ﬁl&gﬁ @/tg’rto%%l c&ﬁym k | 8 *hydr oxyl , _
(C1-CB) - al koxy, benzyl oxy, carboxylGs-(Gd -Gyl kmdy(éaghbﬂayl—aryl-

'; (C1-Co) - al koxycar b@ybgmgpkﬂ; (C1-Co) - al kyl

15
a 2-, 3-, 5- or 6-pyrazinyl radical or 2-, 3-,
5- or 6—pyraziﬁyl~(C1-C4)—alkyl radical,. where
‘the (C1-C4)-alkyl radical may be unsubstituted -
or mono- {la_cu' °  identical

20 ~ or different substituents from the group
consisting of (C;-Cs)-alkyl, halogen and oxo
(=0) and the 2-, 3-, 5- or 6-pyrazinyl radical
‘may be unsubstituted or mono- to trisubstituted
by identical br different substituents from the

25 group consisting of hydrogen, (C1-Cg) ~alkyl,
halogen, ‘nitro, amino, mono- (C;-Ce)-alkylamino,
di-(Ci1-C¢) ~alkylamino, hydroxyl, (Ci-Ce)-alkoxy,
benzyloxy, carboxyl, (C1+Cq) ~alkoxycarbonyl,
(C1-Cq) -alkoxycarbonylamino or (C1-Ce) -~alkyl

30 _ ~which is mono- or polysubstituted by fluorine,
; (Ce~Cio) -aryl and

(Cs-Crg) ~axryl- (C;-Cg} ~alkyl;

, a 3-, 4-, 5-, 6-, 7-, or 8-cinnolinyl radical
35 or 3-, 4-, S-, 6-, 7-, or 8—cinnoliny1—(C1—C4)—
alkyl radical, where the (C;- C4) alkyl radical
may be unsubstltuted Or mOno-— or
polysubstituted by identical or different

. substltuents from the group con31st1ng of (Ca-




10 which is nono- or polysubstituted by fluorine, (C6-Cl10).4a d
(C6-CAo) -aryl- (C1-Co6) -alkyl; a 2-,_4-, 5-, 6-, 7-, or 8- a%li%lfg Pnfl?o”r)
radical 15 or 2-, 4-, 5-, 6-, 7-, or 8-quinazolinyl-(ClL C4)-al kyl radical,
where the (Cl1-C4)-al kyl radical may unsubstituted or nono- or

pol ysubstituted. by identical or different substituents from the group

consi sting of 20 h@fg)l’%l(q;l.a@%e§| %iﬂlﬂ oljsl%' g%ry ang qggg 7O £5 30 and

the 2-, 4-, 5-, 6-, 7-, 8- qui hazol 1 nyl | cal ‘may uns’ubstitut ed or
mono- to pent asubsfr tut%df by’ 1derts c&l- C‘drnnoémnfér eleddgbdt i magntefrom the

_QJrOUIO(C;l:CJ?%I)st:Egl1@11‘1&:{11;6@1:s)@@t(a%cli(G%a;c6 Cﬁblngl-lkydo B@heggubst@thrt%dg% »
nono- al ky n a am r ox al koxy,
benzyl oxy, car boxyfCrln %& %%) &ﬁﬁ%ﬁy Sugé&iteg?tél k§¥9@ar‘b‘éﬁyl ani no
- or (C15C6)-al kyl g\t\oup | SONBNS/E i0Yy pOlfySthﬁltrbt_:;uhed mclid:y)oraneﬂ,(CG Cl o)
-aryl- (C1-C6) -al ar d )

8-.qui noxal i nyl dll§ ?géng g%%)rg %J“l&g %?no (5% ‘auﬁn]g?yajﬁ‘w

(Cl- C4) - al kyl radlféh’r(cxwﬁ‘eﬁeaﬂhafl@@ln@) @mxy]r,adl(C@lernma]be:xy,

unsubstituted or nEOYz D& ol ysupsbik yt ed iden |f rent
substituents from heggjo}aypconm St ng of 18& a(?lﬁar yq%dﬁgaﬂg) -'CB) - al kyl,
hal ogen and oxo ( E‘j goxycarhonydamigo 7.0r or Sf—‘qtﬁa’im@dlh}ﬁyl radi cal

may beounsubstitutwitici BNMonbo  ReNhasELSh ¢ 1t @dedy pi dentikalnor
different 5 substituents fromthe group consisting of hydrogen,
(C1-C6)-al kyl, halogen, nitro, am no, nono- (Cl(@IS‘)CJaI) R?P—’é(ﬁ'l n@nddl -

(a-ce) -al kyI amni nﬁf,s-Ch]g/)d"ralmﬂl—, (qlerﬁ-ceaﬂayk@xy benzyl oxy, carboxyl,

a 2-, 4-, 5-, 6-, 7-, or 8-guinazolinyl radical
15 or 2-, 4-, 5-, &-, 7-, or 8-quinazolinyl- (C;-
Cy) -alkyl radical, where  the (C1~C4) -alkyl
radical may be unsubstituted or mono- or
polysubstituted. by identical or different
substituents from the group consisting of

2Q " hydrogen, -(Crﬁk)—alkyl, halogen énd oxo. (=0)
and the 2~, 4-, 5-, 6-, 7-, or
8-guinazolinyl radical may be unsubstituted or

- mono- to pentasubstituted by identical or
different substituents from the group -

25 consisting of hydrogen, (C;-Cg)-alkyl, halogen,
nitro, amino, mond—(C14C5)—alkylamino, di-{Cq-

Cs) —alkylamino, hydroxyl, {C1-C¢) -alkoxy,

benzyloxy, carboxyl, (Cr{k)—alkbxycarbonyl,

| '{CI—CS)—alkoxycarbonylamino or {C1-Cg) ~alkyl
30 which is mono- or polysubstituted by fluorine,
o (Cs-Ci0) ~aryl and

(c5‘cld)—arY1”(ca—C6)—alle; |

a 2-, 3-, 5-, 6-, 7-, or 8-guinoxalinyl radical
35 ' 2-, 3-, 5-, 6-, 7-, or 8-qguinoxalinyl-
(C;—Cg);alkyl radical, where the (C1-Cy) ~alkyl
radical may be unsubstituted or mono- or
poiysﬁbstituted, by identical or differént
substituents from the group consisting of




Cl- C6) - al koxycar bonyl, (C1-C6)-al koxycarbonyl 10 ami no or {&£1s ¥4
\(Ahich i)s m)no}/ or pgl ySl(Jbstituted by fluorine, (C6-Co) -aryl Q‘% ?(% a 0)
-aryl (C1-c6) -alkyl; 15 a 1-, 4-, 5-, 6-, 7-, or 8-phthal azinyl radical

or 1-, 4-, 5-, 6-, 7-, or 8- phthalazuyl- (C1-C4) -alkyl radical, where the
- (Cl-C4) -al kyl ~ radical may be unsubstituted or nono- or pol ysubstltut ed by
i dentical or diffet@nic,20asubsti i ged r&g@tgﬁogrpjég cg)lrllél 1sdhleng of (C1 25

30 35 C6)-alkyl, halogen_and gxo (=O and the - 7-, or
'8-pht hal azi nyl radical fay bg ansubst it ut ed~or ¥ond- %noﬁ‘@ﬁ'{lﬁzﬂbstl t ut ed

by identical or dln‘afcélrc&rﬂt Bapst bieuenirgsdby=am titer oup. cﬁhasletl g of

. Cl- C6 no- al kyl am no,
hydE(C):%erC]:G)(al kyl 351 ]ﬁh%r oXy ed C%YCG) ad;%{\}:ci)&?l beRZyl géf%@df &boxy!
(C1.-CB) -al koxyc@rtﬁzﬂﬁﬂltufi{r@ls CGﬁromaI ledvey ¢ ayhony | amanslstl(@ 6% aICEI;ylcm)
v (i el R ] B g e AR el or
- - -a
2?,ry3- 4-, 5-, 6‘“0341?’ o<rclscth%%kylam{mf C4)di - fFicyds) radﬂc@rélamlmere t he
(Cr g ol ¢ T Grap 10 S anar Y 3665 Q?udb@tllﬁxtﬁ:lt SR e ar oup.
_ i dentical or
cgnsi_s‘ti ng of (Céydg%gj ST%%O};@?%%Wgnd ot }hﬂ&:l@daé Hxﬁ’ﬁérﬁ’fsyl?,- 4-, 5-,
6-, 7A9or 8-quinolayincadiaa _ alnstbst i d drs mMifieno or
hexasubsti t ut ed b%o%fs@%’%ttii%@te%r di Lg,er en%lﬁggslk'et, uents fromthe

(Ce-Cio) ~aryl and (Cg-Cyo)-aryl-
(C]_"Cg) —alkyl;

15 al-, 4-, 5-, 6-, 7-, or 8-phthalazinyl radical
or 1i-, 4-, &%-, 6-, 7-, or 8-phthalazinyi-
(C1-C4) -alkyl radical, where the (C';__—C,;) -alkyl
radical may be unsubstituted or mono— or
polysubstituted by identical or different
20 ' substituent'_s'from the group coﬁsisting of (Ci-
| Cs) -alkyl, halogen and oxo (=0) and the
1-, 4-, 5-, 6-, 7-, or 8-phthalazinyl
radical may be unsubstituted or mono- to
pentasubstituted by identical or different
25 ‘substituents from the group consisting of
' hydrogen, (C;-Cg)~-alkyl, halogen, nitro, amino,
l'[_lOnO-l(C]_—Cs) ¥alky1amino, di- (C;-C¢) -alkylamino, .
hydroxyi, (C1-Cs} -alkoxy, benzyloxy, carboxyl,
(C1-C¢) ~alkoxycarbonyl, (C1-Ce) -
30 alkoxycarbonylamino or (C;-Cs)-alkyl which is
mono - or polysubstituted by fluorine,
' (Cs-Cio) -aryl and
(Cs-C1o) -aryl-(Ci-Ce) -~alkyl;

3s .a 2-, 3-, 4-, 5-, 6-, T7- or 8-quinolyl radical
| or 2-, 3-, 4-, 5-, 6-, 7 or 8-quinolyl-(C,-C,)-
alkyl radical, where the (C;-C;)-alkyl radical
may be unsubstituted or mono- or poly-
substituted by identical or different




group consisting of hydrogen, (Cl-C6)-alkyl, . halogen, nityg,- am.ng,
nono- (C1- C6) - al kyl am no, di-(Cl-C6)-al kyl am no, hydroxyl, %% 5BalY: 2005
(C1- C6) - al koxy, benzyl oxy, carboxyl, (Cl-C6)- al koxycarbonyl,

(C1-Co6) - al koxycar bonyl am no or (Cl-Cgy-al kyl which is nono- or

pol ysubstituted by fluorine, (C6- Co) -aryl and (C6-Cl0) -aryI (C1-Co)

-al kyl ; 15 a 1-, 3sr,1b.4t1t5ent§ : fZ:oerl' thé SOQBbﬁB' Yicod@dicalgorod-, 3-,
radi cal vvhere t he 20

4-, 5-, 6-, 7- i ol.yl - (CGL- C4) - al kyl

(Cl-C4) - aI kyI radl g%ﬂ %E Yins dbistqs e‘?:l“% °38 36%0pd dehe 2-,

pol ysubsti t ut ed by3fdeﬂﬂ cal— 06 -, di7E-f ererst- cﬁﬂbﬁillytluefﬁ&léépnﬂm&)hebegr OUD
consi st ng of (C1 | agen ox ,
6-,. 7- or 8- |soqu1'|gﬁ%')lllﬁ%1£< F%gl o “%’e unsgﬁ)st]lj?%?a'dgﬁﬁ gHﬁﬁE} 31%
hexasuBst i tut ed byl‘il%léimqf%hl Bt ddlfffﬁeﬂe@rﬁ:t substiituents f Fommt hehgr oup

consi sting of hydr@g@gp (@ngﬁgt% Yl o£hah08eRGenni t 1@, _am I no-
(C1-C6) - al kyl am no, -(C1- Co)-al ylgm n09 hy (rﬂ(})'(yl @ C% C(n%%%?’koxy,
benzyl oxy, carboxyl, (Cl Co6) - al koxycar bonyl, (Ci1- CG) aI koxycar bonyl am no
or (Cl1-C6)-al kyl which is. mhl&Qog@rn pohygy@stlatnmrgg b)ﬁoHoUQE:'l”@T (H]CG C o) I
-aryl and 35 (C6 r 3,% 8 9 puriny
radi cal or 2-, ]1(%(151 J}/@D deu o 6)('é%kéar)"““édnl?yI r dHEQXYL where t he
(C1- CA¥- al kyl radlﬁﬁal-cﬁhyabeXQ,Jammzylm{S 3Tcaurtsatbgl | t utied- @Gr) -nono- or
pol ysubstituted by ngxg r different |tu nts_ fraoamthe group
consi sting of (Ci- C6) al kyri§£ ge{né ancesl 82%8%&6?r SEYLREISC  &F 8. or .
9- [9H] purinyl 5 ri&di€el - c'r‘Tstt]gS'Ylae"\’l{}l’ﬂ@bbs‘ltsi tnemet obr Mprdystdstituted

by fluorine, {Cg-
Cio) -aryl and (Ce-Cio) -aryl- (Ci-Ce) -alkyl;

15

a. -, 3-, 4-, 5-, 6-, 7- or 8-isoquinolyl
‘radical or 1-, 3-, 4-, §-, 6-, T- or 8-
isoquinolyl-(C;-C4) -alkyl .radical, where the
20 (C;1-Cq) -alkyl radical may be unsubstituted or

mono-  or polysubstituted by identical or
different substituents from the group
consisting of (C;-C¢)-alkyl, halogen and oxo
(=0) and the 1-, 3-, 4-, 5-, 6-, 7- or 8-
25 isoquinolyl radical may be. unsu_bsti_tutled -or
mono-  to  hexasubstituted by identical | or
different substituents from the group
consisting of hydrogen, (C;-C¢)-alkyl, haldgen,’
nitro, amino, mono- (C;-Cg) -alkylamino, di-(C;-
30 T Cg) -alkylamino, hydroxyl, (C1-Cs) ~alkoxy,
' benzyloxy, carboxyl, (C1-Cg} -al koxycarboﬁyl,
{C1-Cg} ~a1koxycarbonylamino or (C1~Cg) -alkyl
which is mono- or' ;po,lysubstituted by fluorine,
(Ce-Cio) -aryl and
35 (Ce-Ci10) ~aryl- (C1-Cg) -alkyl;

a 2-, 6-, 8- or 9-[9H)-purinyl radical or 2-,
6-, 8- or 9-[9H]-purinyl-(C;-C,;)~alkyl radical,
where the (C1-C4) ~alkyl radical may be’



trisubstituted by identical or different. substituents fromthe groupyos
consi sting of hydrogen, (Cl-C6)-alkyl, hal ogen, nitro, am no, nono-
(C1-C6) - al kyl am no, di-(Cl-C6)-al kyl am no, 10 hydroxyl, (Cl-GC6)-al koxy,
benzyl oxy, carboxyl, 15 (Cl-C8)-al koxyearbonyl, (Cl-C6)-al koxycarbonyl -
am no or (Cl-C6)-al kyl which is nono- or polysubstituted by fluorine,
(C6-A o) -aryl and I -, .-( Gl=.CB) - yl sl OF 8- [7H|
-purinyl radical or %?Dgtg?t,u-t%dyo?%-c&f% i%plkurip,r?)}"l%'-sz‘?jcs,l1:9(52I3te-dal Eyl
radi cal, where thédeatical- apky| i bleeant neglist Doiemsubdtionut seor nono-
~or polysubstitutedghyugb Sh3bst deqt bgal (@r-dh Lhekent %%E}éﬂlegha fromthe
- group consisting of gC1-_ )-al kyl , hal ogen and o0ox0 g:O% and the 2-, 6-, 7-
or 8- [7H -purinyP*%r alfi%al 2Ry "B risub&tit Gredor 2mbnE! -pPerinyl
‘trisubstituted by rdditiadal nery dilhé er antubsubstitkdentss f rgsad-he gsoup

consisting of. hy .C1-.C8) -al kyl, .hal pgen, nitro, 0,
nono- ( Cl- C6) - al kyl g%g%ggséﬁg%&%éce) 23] kyf‘g%‘ln%g?alhyd?fixyl gm(tgﬁr%'i al koxy,
benzyl oxy, carboxyEubstctuesysal Kosyear blamy| greGh- Ca)orad kxdiyear bofiyl - ami no
or (C1-C(;).-al kyl hyhkehehs Qe Pr Ly- g4 i.tut fl L he,
(C6-C10) -aryl and %-%TO) E](’:n;rlyl fp(%%} a?%?%h’aq&%a%é@{ﬁg 4-, 5-,
6-, 7-, 8- or 9-acPPEPAYF: Fddidddiylgmine, 2. diz=(CiaCy) salkplamime, 8- or
9- aclroilcm@ nyl -éCl- Cgblyakkzxirlcad'(clfrlcs)\bAlaQ_kaxyhe %é@%@iygl |k<yér5 '%?I may be
unsubstituted or mnQ- _qr_pol ysubstituted by identical or i fferent
substituents from ?ﬁb %3053}{0%6’ réqnﬁ’&'of (€1-68) -t iy YYE and oxo
amino or (C;-Cg)-alkyl which is mono- or
polysubstituted by fluorine, |
(Ce-Ci0) ~aryl and (C¢-Cio) -aryl-

15 (Cl—CE) —alkyl,-

a 2-, 6-, 7- or 8-[7H]-purinyl radical or 2-,
6-, 7- or 8-[7H]-purinyl-{(C;-C,)-alkyl radical,
where the (C1-C4) ~alkyl radical may be
20 . unsubstituted or mono- or polysubstituted Ey
identical or different substituents from the
group consisting of (Cl—CG)—alkylr;, halogen and
oxo {=0) an_d the 2-, 6-, 7- or 8-[7H] -purinyl
radical way be wunsubstituted or mono- to
25 trisubstituted by identical or different
substituents from the group consisting of
hydrogen, (C;-Cs)-alkyl, halogen, nitro, amino;'
mono- (C;-C¢) -alkylamino, di- (C;-Cs) ~alkylamino,
hydroxyl, (C,-Ce)-alkoxy, benzyloxy, carboxyl,
30 " (Ci-C¢) -alkoxycarbonyl, (Cl-C's)—alkoxycarrbonyl—
amino or (Cl—Cg).-alkyl which is mono- or poly-
substituted by fluorine,
(Ce-Cio) -~aryl and (Cg-Cio)-aryl- (Cy-Cé) -
alkyl;
35
a l-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or 9-acridinyl
radical or 1-, 2-, 3-, 4-, S5-, 6-, 7-, 8- oi_‘
9-acridinyl- (Ci-C4) -alkyl radical, where the
{C1-Cé6) ~alkyl radical may be uns.ubsﬁituted or




(=0 and the 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or 5 9-acridi nylq ragdical, s®ys be
unsubstituted or nono- to oct asubst i t ut ed by identical or different
substituents fromthe group consisting of hydrogen, (Cl-C6)-alKkyl,

hal ogen, nitro, am no, nono-(Cl-C6)-atkylam no., di-(Cl 10 C6)-al kyl ami no,
hydroxyl, (Cl-C6)-al koxy, benzyl oxy, carboxyl, (Cl-C86)-al koxycarbonyl,

(Cl1- C6) - al koxycar bfaaﬁbam gy or 8% s@ékt@tlﬂéd wmf;h L 8eAPROR10T o |
pol ysubsti t ut ed by | LIIOI’I ne, 10) -aryl and -Co) -ar y? (C1-Co)
-al kyl; a 1-, greng. @u Slltyents o. |5F’Péhant Fl}r’i?dl nydreerli cal or

1-, 2-,' 3-, 4-, 5 ConﬁiSthg 8ofor (91 -ahenanikhii di nylogéll -G - abkyl 20
may, be _uns %stltut ed or nono- or

radi cal , where the, ( ky cal

pol ysubsti t ut ed by(_lgé At cg:h ot dlf oreht’. stbst Pt uefits from&heé™ group
consi sthi ng of hydrBgearidCiy06) radlkysl deayoden andsubari@®edindt he 1-,
2-, 3-, 4-, 25 5, pBpo- 1" P GE Qs&ﬂgﬁﬂ@&géad'%)trf‘g E‘!’Lc y De

unsubstltut ed or nono- to octasu stltut ed |fferent
substituents from ®héfegpblp covdIdtitwpros (01fcey1 al k‘;he halgsgem nitro,
~am no, nmono- (Cl- Gépnalkyiagi BE, Hid3QdGl- €8)-1al kyh ayynoy yl.

" (Cl- 0B) - al koxy, (0B Cl10)- lgﬂml-(g%‘ 13 ko@ t%ref erg!L ﬁe)r?zge?f-( oxy,
carboxyl, (C1-06)-atkbRycdt C%l R arﬁhb @i

(C1- Cap- al kyl whi C(h,-)l—sal]«ﬁijmlr@r pol y&yﬁ&bbcycut,ed by(djimr)l_aq,kos{ . (C6-C10)
-aryl and (C6-Cl (C1- yl; - pyridyl
radi cal where the%%n%’%éxy’zl &%}boxyg yr| ICGPaBFé‘QFcyﬁﬁﬁbﬁél 19 January
2005 39 unsubst i t uf@dCel -abhoxycarbenyhsubsoi t uted by (Ci-dRnt-ladddyior

different i”f)s“ Cupiten fE0MibRS- $rOWb GANSSH ik BYI5988%: ne,
- ( ) y (Cs—Clo)-aryl and

15 {Cg-Cyo) —axryl- (C1-Cg) —alkyl;

a .1-, 2-, 3-, 4-, 5-, 6-, 7-, .8- or 9-

pﬁenanthridinyl radical or 1-, 2-, 3-, 4-, 5-,

6-, 7-, 8- or 9-phenanthridinyl- (Ci-Cs)-alkyl

20 '~ radical, where the- (C1-C) ~alkyl radical may be

unsubstituted or wmono- or polysubsti_tutéd by

identical or different substituents from the

group consisting of hydrogen, (C;-Cg)-alkyl,

. halogen and oxo (=0) and the 1-, 2-, 3-, 4-,

25 5-, 6-, 7-, 8- or 9-phenanthridinyl radical may

be unsubstituted or mono- to octasubstituted by

identical or different substituents from the

group consisting of (C;-C¢)-alkyl, halogén,

_ nitro, amino, mono- (C;-Cq) ~alkylamino, = di-

30 (C1-Cq) ~alkylamino, hydroxyl, {Cy1=Cg)--alkoxy,

' (CG—Clp) -aryl- (C;1-Cs) ~alkoxy, preferably benzyl -

rc‘)jcy, carboxyl, (Cl—Cs)—alkoxycarbonyl, (C1~C¢) -

alkoxycarbonylamino or (Cl—Cs)i—élkyl which is

mono- or polysubstituted by fluorine;

35 ' . (Ce-Cio) -aryl - and
'(CG—Cm) -aryl-(C;-Cq) -alkyl;

'a 2-, 3-, 2-, 5- or 6-pyridyl radical whére the
2-, 3-, 4-, 5- or 6-pyridyl radical may be




hal ogen, nitro, amino, nmono- (Cl-C8) -alkylamino, 5 di-(Cl-{8)5alky i O,
hydroxyl, (Cl-C6)-al koxy, benzyl oxy, carboxyl, (Cl-Cs)-al koxycarubokfl?wgo
(C1-C6) - al koxycarbonyl am no or (Cl-C6)-al kyl which is nono- or

pol ysubstituted by fluorine, (C6-Co);garyl and 10 (C6-C10) -aryl- (Cl-CB)
-alkyl; a 2-, 3-, 4-, 5- or 6-pyridi nyI (d-C6)-al kyl radical, where the
(Q-TB) -al kyl radicalndmytheq UBSUDSLAS Ut ¢d otseapggubgﬁlestgi%%st'wt ed by

15 identical or different substituents fromt group consrs

(Cl- 06) - al kyl, halisHEiGrl %o (ibfezmratt h@ulgstlte,uenms Bromyr t@»epyr.d. nyl
radi cal may be uns;ibsjpt@&mﬁtmo of O hip@hr@@gbstl(@yl@ M 1 ent| cal or
different 20 substituents fromthe roup consi s n 30 35 Hydrogen,
(01 06) - al kyl, hal'By&¥<hi t POET G nBeme T C%; aﬂ% YAHTHEO .

i -(Cl15C6) - al kyl andlno(cl tTyma)klyjrlar@ﬁieCG}rwilrmyﬁ,, bem;-ydsoxyg,ll.;@a@boxyl

Cl- C6 | k b C | ky |

\(/\/m ch ?samgé}lcar% po ysu St tuﬁﬂﬁ%yfalrjo??é( ; Ce C@T%?E)‘YC(&‘#X?PYQHS ( C6- C10)
-aryl (Cl-6)-al kyiCi-Ca) Zalkgxycaflrb@mysammcenyl oradi cél:,-0rs)2alksd, 4- or
5-thi enyl - (CL- 06) valilof 18dhsab. wherethe, {) q AbpykLadigal my be

unsubstituted or nono- or poly- substltute entic ent
substituents fromthe group consisting of (Cl Cé%-zﬂlkilfarﬁél oged and oxo

(=0 =nd the 2-, 3Ce-dro)0aryit-hicgnyl) radign] may be unsubstituted or nono-
to trlsubstltuted by identical or different substituents fromthe group

consi sting of hydrogen, (Cl1-C6)-alkyl, 19 January 2005 40 hal ogen, nitro,
~anmino, nono- (Cl-@6)24al kgl-am4e, 5- or 6-pyridinyl-(C;-Ce¢)-alkyl
- radical, where the (C;-C¢)-alkyl radical may be

unsubstituted or mono- or polysubstituted by

15 identical or different substituents from the
group consisting of (C;-C¢)-alkyl, halogen and
oxo (=0) and the 2-, 3-, 4-, 5- or 6-pyridinyl

radical may be unsubstituted or mono- ' to

tetrasubstituted by identical or different
20 . substituents from the group coﬁsisting of
“hydrogen, (Ci-C¢)-alkyl, halogen, nitro, amino,
mono- (C;-Ce) -alkylamino,  di- (Ci-Ce) -alkylamino,

hydroxyl, ¢ Cl_—Cs) ~alkoxy, ben_zyloxy, carboxyl,
{C1-Cs) —alkoxyca_i‘bonyl ' (C1-Cg) —alkéxycarbonyl—
25 amino or (C;-C¢)-alkyl which is wono- or
polysubstituted by fluorine,
{Cs-Cro) -aryl and (Cg-Cio) -aryl-
{C1-Cs) -alkyl; ‘

30 a 2-, 3-, 4- or 5-thienyl radical or 2-, 3-, 4-
or 5—thienyl‘»((;1—(1‘5)—alkyl= radical, where the
(C1-C¢) -~alkyl radical may be unsubstituted or

mono- or polysubstituted by identical or
dif ferent substituents from the group
35 _ consisting of (Ci-Cg)-alkyl, halogen -and oxo

(=0) and the 2-, 3-, 4- or 5-thienyl radical
-may be unsubstituted or mono- to trisubstituted
by identical or different substituents from the

‘group coﬁé,isti_ng of hydrogen, (C1-Cs)—alkyl,



- (C1- ) - al kyl ami no, hydroxyl, (C1-C6)-alkoxy, benzyl oxy;q Jaarrﬁlg]%g% 005
(C1-C6) - al koxycar bonyl, (C1-C6)-al koxycarbonyl am no or (Cl- 06) %

whi ch is nono- or polysubstituted by fluorine, (C6-C o) -aryl and (C6-C10)
-aryl- (Cl-C6) -alkyl; a 2-, 4-, or 5s4hiazolyl radical or 2-, 4-, or 10
5-thiazol yl - (C1-C6)-al kyl radical, where the 15 (C1- C6) al kyl radical may

be unsubstituted onalsgan; ertﬁfd,yS&kbﬁﬁbEUh@‘i‘xoby(dld@fbt Pomi g fferent
substituents fromthe grgjsﬁ ;L% st.ing of Ky aI ogen and oxo
(=0 and the 2-, 4% &rE-Hpd gﬁﬁmltné’dl be Eﬁsﬁb’s‘téﬂt]ﬁ?’@ﬂ or nono-

or disubstituted blyenzxdbtnxycal oardokfer ent (&ybegliaﬂemﬁycfehﬂmﬁﬂe gr oup
consi sting of hydr ( gen, n|tr

(d-C6)-al kyl am no% ()j 9}%@%@%&1%15[%%#% %lFoxy Cl(@l &])k koxy,
benzyl éxy, car boxyWhl%létllQG)moalokthaPrbbﬁgubst(O:LE@&) bal kiobyeoairdeany | ami no
or (Cl-Co)-al kyI whi ch i's nono- or pol ysubstitut fLyorin 5 30 35
(C6-C o) -aryl- il -al kyl ; CG Cloé -aryl (Sd @%/'f) tIJL?frl B

5-isot hiazolyl rad Cealren - %rﬁl ( BiCeh R BVI]wazoI yl - (Cl1- CG) al kyI radi cal ,

where the (Cl1-C6)-al kyl radi cal may be unsubstituted or nono- or

pol ysubstituted by igdentical or glffer sub tltuents fromthe group
‘consi sting of (Cl-6j-al ﬁyr RalPoddr 3%9d Ydx FoEH! & £he 37: AL or
5-i sotRi azol yl racﬁﬁdilazmwbe(qjﬁﬁdbsalkmed raidimelq- owhdisubshiet uted by

identical or-diffefen u u 0 onsi.st.ing of hydr ogen,
- (C1-CB) - al kyl , e{oggnss ‘%?ﬁ’i P’%‘trﬁ'ﬁnéoa[1 rq“%g' %sq‘@)cb 1 c%
di - (Cl CB) - al kyl afaie - hy@Fox;HOl}(E@;’P%I)t‘tm%xybY 1dent1ca1 or

different substituents from the group
- consisting of (C1-Cg)-alkyl, halogen and oxo
15 (=0} and the 2-, 4-, or S-thiazolyl radical may
be unsubstituted or mono- or disubstituted by
identical or different substituents from the
group consisting of hydrogen, {C1-Cs) -alkyl,
halogen, nitro, amino, mon6~(C1—C5) -alkylamino,
20 - di-(C1-C¢) ~alkylamino, hydroxyl, (C,-Cs)-alkoxy,
benzyloxy, carboxyl, {C1-C¢) ~alkoxycarbonyl,
(C1-C¢) ~alkoxycarbonylamino or (Ci-Cg) -alkyl
which is mono- or polysubstituted by fluorine,
(Ce=Cro) ~aryl and
25 (Ce-Cio) -aryl-(Ci-Ce) ~alkyl; | -

a 3-, 4-, or S-isothiazolyl radical or 3—,' 4-,
or 5-isothiazolyl-(C;-Cg)-alkyl radical, rwhere
the (Cl—Cs)—alkyl radical may be unsubstituted
30 or mono- or 'le'yS.ubstitut'ed by identical or
different substituents from the group
consisting of (C1-Cq)-alkyl, halogen and oxo
(=0} and the 3-, 4-, or 5—isc’>_tﬁiazolyl radical
may be unsubstituted or mono- or diéubstituted
35 by identical or-different substituents from the
group consisting of hydrogen, (C;-C¢)-alkyl,
halogen, nitro, amino, mono- (C;-Cg) ~alkylamiho,
di-{Ci-Cs) —alk_y}.amino,‘ hydroxyl, (C.-Cg)-alkoxy,
benzyloxy, carboxyl, = (C1-Ce) -alkoxycarbonyl,




benzyl oxy, carboxyl, (Cl-C6)-al koxycarbonyl, 19 January 20
(C1-Co6) -al koxycar bonyl am no or (Cl-C6)-al kyl which is m)ngj?9 gJ;Ia.nuary 2005
pol ysubstituted by fluorine, (C6-Clo) -aryl and (C6-Cl0) -aryl- (Cl-C6)

-al kyl; a 2-, 4-, 5-, 6-, or 7-benzothiazolyl radical or 2-, 4-, 5-, 6-,
or 7-benzothi azolyl -(C1-C6)- al kyl radical, where the (Cl-C6)-al kyl radical
may be unsubstit ut ¢d,-ar,)MmNkogicabhRglNswisd | t uted bygi;ld@é%i_gg'& Qr
different substitu ntﬁ1 f.romt he grou% (ionsi sti.ng of (CI- )-a P(lyl,

hal ogen and oxo (=Wt§18 d NSO 40T PRLYSEbstatUrage vt ALESELPE r adi cal
may be unsubstituted or nmpno- to tetrasubstitutegbylb-deentigak or

different substituepts-fro e,~0roup gqnsi sting of hydrogen,
(CL-08)-al kyl . halogen® PV (P L3 (Cl- 06) - al kyl ani no,

di - (C1508) - al kyl ami no, hydroxyl, (Cl-C6)-al koxy, benzyloxy, carboxyl,

(C1- C6) - al koxycar bgnyl., 20 (Ci-C6)sal yea i ( ; al kyl

whi ch is nono-. or ‘EOl gsubsti tuted by 1|‘<(I9ﬁor7i %?l%(t%gl-a%%o@h- a]%?%%]d (C6- C10)
-aryl- (Cl-C6) -al®yl 2 254930 35 a 4=, 9or, Tsbengothijancdadol 4 -Fali cal or

1-, 2 4-, or 5-iaNegd| yadiChiCh)wikeky| thadi ¢@l-q,) -Wheha thes (Ll C6) - al kyl
radi cal may be unﬂsiétljbstitut ed or rmgo- .or ggl ysubstitutéd by 1dentical or
different substitusi¥s frimh t he®™GPBEPIEBRE St i nQTof ( CRIE) - al KSA, hal ogen
and @&%o (=0 and pdleysubsituded ombys-i diddarakwul radi cadi MEyrdie:

e AR e o WL G L R
“hal ogen, nitro, afisdozlkiBnohalopears)and kygranin0) dind Ol 2G8) 4-al kyl ami no,
5-., &-, or 7-benzothiazolyl radical may be
unsubstituted or mono- to tetrasubstituted by
15 ide_ntical or different substituents from the
group consisting of hydrogen, (C1-C¢)-alkyl,
'halogen, nitre, amino, mono- (Cl—Cs)Qalkylamino,
di- (C;-C¢) ~alkylamino, hydroxyl, (C;-Cs)-alkoxy,
benzyloxy, carboxyl, {C1-C¢) ~alkoxycarbonyl,
20 o {C1-Ce) —alkéxycarbdnylamino or (Cy1-C6) —alkyl
' which is mono- or polysubstituted by fiuorine,
(Cs-Cro) ~aryl and
{Cg=Cy0) ~aryl- {C;-Cs) -alkyl;

2'5 a 1-, 2-, 4-, or S-imidazolyl radical or 1-,
2-, 4-, or 5-imidazolyl- (C;-C¢) ~alkyl radical,
where the (Cl-Cg) ~alkyl radical may be
unsubstituted or mono- or polysubstituted by
identical or different substituents from the

30 group consisting of (C;-Cg¢)-alkyl, halogen and
oxo (=0) and the 1-, 2-, 4-, or 5—imidazdly1
radical may be unéubstituted‘ or mono- to
trisubstituted by identical or differ_ent
substituents from the group consisting of

35 ' hydrogen, (Ci-C¢)-alkyl, halogen, nitro, .amiho,
mono- (Cy;-Cg) —alkylamino, di- (C1-Cg) ~alkylamino,
hydroxyl, {C;=Cs)-alkoxy, benzyloxy, carboxyl,
(C1-C¢) -alkoxycarbonyl, (C1-C¢) ~alkoxycarbonyl -

amino or (C;-Cg)-alkyl which is mono- or poly-




hydroxyl, (Cl-C6)-.al koxy, benzyloxy, carboxyl, (Cl-C6)- alfgﬁ%&@ ?nyé@5
"~ (Cl- Co) - al koxycar bonyl - am no or (Cl-C6)-alkyl which is nono-

January 2005 42 substituted by quorlne preferably trifluoro- nethyl
(C6-C0) -aryl and (C6-d o) -aryl - alkyl; 5a1-, 3-, 4-, or

" 5-pyrazolyl radical or 1-, 3-, % pyrazol yl - (Cl C6) al kyI radi cal ,

where the (Cl-C6) sﬁbg}fht[l@gl:ic%y @¥?8§1HQSU%§J§§E‘-§&% A rg?

pol ysubstituted by identical erent 's titue rom Fﬁe group 10
-consi sting of (Cl-®BfbHElkyl (C«ha?h@beﬁrﬁhd WD (&eﬁadrrchlt}rﬂe- C,-C3) - 4- or
5-pyrazolyl radicahlkfmy be unsubstituted or nono- to trisubstituted by
identical or different substituents fromthe group consisting of hydrogen,
(C1-Co6)-al kyl, 15 hal ogen, nitro, am no, nono- (Cl-C6)-alkylam no, 20 25 30

35 di - 6C1- C6) - al kyhamt no3 -hydroxlr, ﬁ@yx%lq}lkwaalcablergylpxy 3car boxyl ,
(Cl1- C6) - al koxycar bpnyl Cl - al kyl
which i's nono- or %ol ysubstm’gg%ail 1)‘2?5&10 F'ne l]iy g)lcggrylw ‘?IEe(CG c o)
_-aryl- (C1-Cs) -aI 1k19'¢ (Ghotp wisybtlraglla:all- mRy , bé- ,udlaybeit i Gapydr ol yl

radi cal or 1-, g @ BY L@l ) 8l k where the
~ (Cl- 06) - al kyl o 5 Ay be . PR Btk bl yéeﬁ@?fégbs?l tuted by

i dentical or diffetehtesemstit RRSEiturnthe offreml- Co¥hal kylgrdw ogen and
oxo (30 and the leonistbng 4f ragical )UEYk?E unsabsdbbut ey  oxo
tetrasubstituted b?’ é)dentl cgkeor 5- p_)yrro yl or S-pyrazolyl radical
may be unsubstltuted or wmono- to trisubstituted
by identical or different substituents from the
group consisting of h_ydrdgen, (C1-C¢) -alkyl,
15 halogen, nitro, amino, mono- (C;~C¢)-alkylamino,
di-(Cy1-Cs) ~alkylamino, hydroxyl, (C;1-Cs)-alkoxy,
benzyloxy, carboxyl, (C1-Cs) -alkoxycarbonyl,
" {C1-Cg) -alkoxycarbonylamino or (C1-Cs) ~alkyl
7 ‘which is mono- or polysubstituted by fluorine,
20 (Cs—Cl‘o)—aryl- and
{Cs-Cro) ~aryl-1(C;-Cs) ~alkyl;

a 1-, 2-, 3-, 4-, or 5- -pyrrolyl radiecal or 1-,

2-, 3-, 4-, or S-pyrrolyl-(C:-C¢)-alkyl radical,

25 ‘where  the (C1-C¢) -alkyl radical may be
unsubstituted or mono- or polysubstituted by

identical or different substituents from ¢the

group consisting of (C;-Cs)-alkyl, halogen and

oxo (=0} and the 1-, 2-, 3-, 4- or 5-pyrroly1

30 radical may be unsubstituted or mono- to
tetrasubstituted by identical or different

~ substituents from the group consisting of

hydrogen, (Ci-Cg) ~alkyl, halogen, nitro, amino,

\ mono- (C;-C¢} ~alkylamino, di- (C1-C4) -alkylamino,

35 - hydroxyl, {(C:i~Ce}-alkoxy, benzyloxy, carboxyl,
(C1-Cs) —alkoxycarbonyl, . (C1-C¢) ~alkoxycarbonyl -

amino or {(C1-C¢) —alky’l_ which is wmwono- or

polysubstituted by fluorine,




or nono- to or different substituents fromthe group con5|f§|jggu?Ly 2005
hydr ogen, (Cl-C6)-al kyl, hal ogen, nitro, am no. nono- ( Cl- C6) - al kyl am no,
i- (C.-CG -alkylanlno hydr oxyl, (Cl-C6)- alkoxy, benzyl oxy, carboxyl,
(C1-C6) - al koxycar bonyl, (C1-C6)- alkoxycarbonyl am no or (Cl-0C6)-al kyl
which is nono- or polysubstltuted by %Iuorlne 19 January 2005 43 (C6-d o)

-aryl and (C6-Clo) -aryl (Cil-C6) 1.2.4]-triazolyl
radical or 1-, 5 3-, or 5- [1.2. 41 $H§OF§V1 Cﬁ§ Eh?%yﬁry ki cal |

_ where the (O -C6) (@l -pradiydal nay be unsubstituted or nono- or

pol ysubstituted by identical or different substituents fromthe group

consi sting of hydrogen, (Cl-C6)-alkyl, 10 hal ogen and oxo (=0 and the 1-,

3-, or 5- [1.2.4]-3rtazobyt PadBCcAL-An¢lbéringobyli redddaloromung- or

di subssi t ut ed by |ﬁent|calogr dlthﬁth4§uQ§£bEH%?§S Erqgnt@gjgﬁpup

consi sting of (Cl- C6) - hal o nitro

(C1- C6) - al kyl ani nd-2 c? 1- Y%?reaggﬁléﬁhngﬁ ﬁ?Hﬁ6kyFad€€§1CB¥¥a¢@bxy

behzyl oxy, ~ car boxylsu=Eli i) edl I(:(b(ym@hbgn)l;d)r (ﬁlﬂbs@it&%&awnw ani no

or (Cl-Co)-al kyl nono- ubstitute orine, 20 25 30

35 (C6-C 0) -arylmmgn:(léﬂcﬁ’)r %% @‘)‘bs‘éjr‘k’fz?ng% yrora thgy

5-11.2.3]-triazol grauwdi Gmnsurstljng d.f. loydbegdd, 2. B, -tdi-aaehy-| - (Cl - C6)

-al kyyo radical, whergdheaLG1-66)- qL%MI QQ'QQhanﬁy be, _unsubstituted or

nono- or polysubstltuted by identi cal I fferent éubstftuent “fromthe
: [1.2.4] -triazolyl radlcal may be unsubstituted

or mono- or disubstituted by identical or
different substituents from the group
consisting of (Ci-C¢)-alkyl, halogen, nitro,
is amino, mono- (Cy ~Cg} -alkylamino, di-{C1-Cg) -

alkylamino, hydroxyl, (Ci-C¢)-alkoxy, benzyloxy,

carboxyl, {C1-Cs) ~alkoxycarbonyl, (C1-Cg) -
alkoxycarbonylamino or (C;-C¢)-alkyl which is
mono- or polysubstituted by. ~ fluorine,
20 _ _ . (Cs-C10) ~aryl and

(Ce-Cro) ~aryl- (C1-Ce) ~alkyl;

a l-, 4-, or 5-{1.2.3]-triazolyl radical or 1-,
4-, or 5-[1.2.3]-triazolyl- (Cy-C¢) -alkyl
25 radical, where the (C;-Cq)-alkyl radical may be
unsubstituted or 'mo'né- or ‘polysubstituted by
identical or different substituents from the
group consisting of (C;-Cg¢)-alkyl, halogen and
A oxo (=0} and the 1-, 4-, or 5-[1.2.3]-triazolyl
30 radical may be unsubstituted or tﬁono— or
disubstituted by identical or different
substituents from the group éonsisting of
hydrogen, (C;-Cs)-alkyl, halogen, nitro, amino,
mono- (C;-Ce) ~alkylamino,  di- (C;-Ce) ~alkylamino,

35 ' hydroxyl, (Ci-C¢)-alkoxy, benzyloxy, carboxyl,
- {C,-Ce) -alkoxycarbonyl, (C1-C¢) ~alkoxycarbonyl -
amino, or (CI;C{;) ~alkyl which is mwono- or

polysubstituted by fluorine,




group consi sting of (Cl-C6)-alkyl, halogen and oxo (=0 anpl9 tﬂ%u;‘[ry Asos OF
5-11.2.3]-triazolyl radical may be unsubstituted or nono-

di substituted by identical or different substituents fromthe group

consi sting of hydrogen, (Cl-C6)-alkyl, halogen, nitro, amno, nono-
(C1-C6) - al kyl am no, di-{(C1-C6)-al kyl aﬁ‘?‘no hydr oxyl, (Cl-C86) - al koxy,

benzyl oxy, carboxyl, (Cl-Cs)-al koxycar bony (1 06) al koxycar bonyl - am no
or (C1-C6)-alkyl whi ch is mono- é‘ﬁbﬁlﬁytlut&gﬁi b§,Cef-|C{}g¥|%y 1419 January
2005 44 (C6-d o) -a&ily{csaﬁehl(@fi-;d o) -aryl (C1-C6) -alkyl; a 1- or 5- [1H
-tetrazolyl radical or 1-, or 5- 5 [IH -tetrazolyl-(Cl- C6)-a| kyl radical,
where the (Cl-C6)-al kyl radical may be unsubstituted or nono- or

pol ysubstituted by2i dentircdi- bkl didtferantybubsdicaknbs fl-omdthes group

consi stsi ng of (Cl- a g K )efnNd & r
5-[1H] tSt etrazol yl Eou J:Jébﬂ:azB@i;@ o a@qe@&ngjlbsrﬁﬁuct%d orﬁ%%stlﬁout ed by

r adl c
hydr ogen, (Cl-C6) - ? ﬁ‘élké’&enraﬁil?ﬁé B nde woABbSETELEsY- #kyl am no,

di- (C-CG -al kylracmldslo dﬂtydrpasyysubgilg:ﬁ},edal kaxy, iBeReykaxy, garboxyl,

(C1-C6) - al koxycar bc?n lJF é aI koxycar bonylf am no or (Cl-(C6)-al kyl
which is * nono- Q) tltLﬁ WFFUGT | ne fTEB6- O bYe- ar AT ( C6- C10)
-aryl- (Cl1-Cg) -almsuatﬂngoroﬁ [QH] Gsetadkpyl radliegénoraid @xo 5- [2H

-tetragolyl - (Cl- Galoy abkyl ¢di gal , %\{gtl te&%h!g ng_ﬁ %Lyi‘l klyad ragl cal may

be unsubstituted or, nono- or polysu cal i fferent
substituents fromiadk griitip wEiEdstihgred (ci- C6)8Lé134l,altuttm:1 ogé:nf and oxo

hydrogen, (C;-Cs}-alkyl, halogen, nitro, amino,
mono- (C1-C¢) -alkylamino, di- {C;1-C¢) -alkylamino,
hydroxyl, ({(Ci-Ce) -alkoxy, benzyloxy, carboxyl,
15 ' {(C1-Cg) —alkoxycarbonyl . {C1-Cg) -
alkoxycarbonylamino or (C;-C¢)-alkyl which is
mono - or polysubstituted by fluoririe-,
(Cs-Ci1o) -axryl and
(Ce-Cro) —aryl- (C1-Cg) -alkyl;
20
a 2- or 5~ [2H] -tetrazoyl radical or 2- or
5-[2H] -tetrazolyl- (C;-C¢) -alkyl radical, where
the (C,-C¢)-~alkyl radical may be unsubstituted
Or. mono- or poleubstituted by identical or
25 ' different substituents from the group
consisting of (C;-C¢)-alkyl, halogen and oxo
(=Q) and the 2- or 5-[2H]-tetrazolyl radical
may be unsubstituted or substituted by
_ hydrogen, (C;-Cs)-alkyl, halogen, nitro, amiho,
30 mono- (C1-Cg) -alkylamino,  di- (C;-Cg) ~alkylamino,
‘ hydroxyl, (C;-Cg¢)-alkoxy, benzyloxy, carboxyl,
(C1-Cs) ~alkoxycarbonyl, {(C1-C¢) ~alkoxycarbonyl -
amino or (C1-C¢) -alkyl which is wono- or
polysubstituted by fluorine, :
35 ' (Cs-Ciro} -aryl and (Cg-Cypg) -aryl-
| {C1-Cg) ~alkyl; |

a 2-, 4-, or 6-{1.3.5]-triazinyl radical or 2-,
4-, or 6-[1.3.5] —triazinyl— (C1-Cs) ~alkyl




(=0 and the 2- or 5-[2H-tetrazolyl radical may be unsubsid ty 5§8r9r2005
substituted by hydrogen, (Cl-C6)-al kyl, hal ogen, nitro, am no, nono-
(C1-C6)-al kyl am no, di- (C 1-C6) -al kylam no, 35 hydroxyl, (Cl-C6)-alkoxy,
benzyl oxy, carboxyl, (Cl-C6)-al koxycarbonyl, (C1-C6)-a|koxycarbony|- am no
or (Cl-06)-alkyl which is nono- or p&Pysubstituted by fluorine, (C6-Clo)
-aryl and (C6-C3.0)-aryl- (Cl-C6) -alkyl; a 2-, 4-, or 6- _[1.3.5]

-triazinyl radicaLLSg}%?l: ﬁbér rtQﬁ[{?Qf%ffﬁﬁﬁgiiﬁ?@QGEﬂ-éﬁﬁdeRyl 19
January 2005 45 radinsabgstihetedt her ( Glors) -o&ikpblyadbgahtﬁﬁydb&nr

unsubstituted or r..pol ysubstitu b entlc dlff r ent
“substituents fron1tﬁ8nt9F8§p %%né?% ée}e&% ¥“k)r&t5ﬁn fCl qk

~hal ogen and oxo (=@FosRd thengisting omﬁB Wydgogknt ﬁ&szW%akkxﬁﬁaJ nay be

unsubstsituted or ARNBHeAr Lheubsid tyLg d deptical or,_ di fferent
substituents fron1the g?ougﬁ con5|st?ng¢of ydr ogen, (Cf C6) - aIkyI
A

hal ogen, 10 nitro, lAnPné} 8zipri- cedigady| By nbe ginqubstiguted
C6) - al kyl ani no, hy@goxybnol Clogh) 'cﬂ'S'ﬁ@é&fyltuQ%ﬂZW@Xy,lcflettl@éw , or

- (C1-Cp) - alkoxycarb Cl- Co6 alkpx carbonylanlno or al kyl

which is nono- §6¥%§EB§F|th%e Py ?Rﬁ%ne fres. o oy aryﬁ%%ﬂ@ ( C6- C10)
-aryl - (Cl-C6) -alkghsisalﬁg o@-hyﬁnﬁ@axazotyk;nadﬂkgﬂ Othal-ogeh ,0r
5-oxazgl yl - (Cl1- C6) §£§¥I rpo+ﬁgl d‘bﬁ % 1am%nglk§£%f ]%ﬁ?I-nay be

unsubsStituted or nono- subs {184
substituents fron1@¢kr%ﬁkﬁhﬁmﬁdW5|stln@y@ﬁC@@i CB) &CkyCs) -edkogen and oxo

(=0) and the 2-, 4henzPloRy0Xazghyhokedi cal (FRYCHC MASHRSLLLWLEd or 25

- nono- or dlSUbStIt?t ?y Ldentical or
: C,-C¢) -alkoxycarbonylamino or {C1-C¢) -alkyl

7 which is mono- or polysubstituted by fluorine,
15 ) (Cs-Cio) -~axryl and.
(Cs-C10) ~aryl- (C;-C¢) ~alkyl;

a 2-, 4-, or 5-oxazol_yl radical or 2-, 4-, or
7 5-oxazolyl- (C1-C¢) ~alkyl radical, where the (C;-
20 . C¢} ~alkyl radical may be unsubstituted or mono-
or polysubstituted by identical or different
substituents from the group consisting of (C;-
Ce)-alkyl, halogen and oxo (=0} and the 2-, 4-,
or 5-oxazolyl radical may be unsubstituted or
25 mono- or disubstituted by identical or
different - substituents = from the group
cbnsisting of hy—drogen, (C1-C¢) -alkyl, halogen,
nitre, amino, mono- (C1-Cg) -alkylamino, di- (C1-
-C¢) ~alkylamino, hydroxyl, 7 (C1-C¢) —alkoxy,
30 . benzvloxy, carboxyl, (C1-C¢) -~alkoxycarbonyl,
(C,1-C¢) -alkoxycarbonylamino or (C1-Cg) -al k‘yi
which is mono- or polysubstituted by fluorine,
' {Cs-Cig) -aryl and

{Ce-Caro} —aryl- (C;-C¢) ~alkyl; '
35 | | | |
a 3-, 4-, or 5-isoxazolyl radical or 3-, 4-, or
5-igoxazolyl- (C1-C¢) -alkyl radical, where the
(€1-C¢) -alkyl radical may be unsubstituted or

mono- . or polysubstituted by identical or. =




- 30 35 different substituents fromthe group consisting of lkyq,raggggy 2805
(C1-C6)-al kyl, halogen, nitro, amno, mono- (Cl-C6)-alkylam no

C6) - al kyl am no,. hydroxyl, (Cl-C8)-al koxy, benzyl oxy, carboxyl,

(C1-C6) -al koxycar bonyl,, (C1-C6)-al koxycarbonyl am no or (Cl- CG) al kyl

whi ch is nono- or - poI ysubstltut ed by fPuorine, (C6-Ci0) -aryl and (C6-Cl0)

~-aryl- (Ci1-C6) -alcg -, 5-isoxazolyl radical or 3-, 4-, or

5-i soxazol yl - (Cl1- #fg?k'ﬁltradl%‘é?“%‘é‘?’ét?he faeom o) thiekyl eadbpal nmay be
unsubstituted or oobneiseatnpol ySub$¢i—tclgt)e@11ky]_I deﬁtau@,glenoragia Japyary 2005

46 different substl nts t ar consi stin al kyl,
hal ogen and oxo O?? cflci H]ﬁ hje 2or‘ 52F soxa? zorlé’& cﬁfg‘:g%'rﬁﬁlbe
unsubstituted or, mriobeomrchtmﬁtsmuuﬂcédor&nbylol—dem|@ﬂ$ul@stdt1ﬁtéﬁent
substi suent's from Epelgégggcg?nglrs 4 -éel(}f yd:{qu&rﬂit Cl- CG)dé(_)@ ﬂl@l i o,

hal ogen, nitro, amho, nono- ﬁ(yam no, |
hydroxyl, (Cl-C8)-&FReRy, copeagyindy, ofar )@94098@6:% =gk koxVikat bonyl , 10
C1- CB) - al koxycar &§&8H N0 Ak 1- al k cly

( ) - ycar bgaybaghNo nale fCl- £LRind! K¥ono Wg oct 01%?@ mo - o)

- pol ysubstituted b fI orin -C13) -aryl
' -pal )k/yl 15 a 1- y gc aggcgéé‘mlélp 7- li‘Yi‘EFEfP’W r adiCeafs 2rYeRD, or 1-,

2-, 3-, 4-, 5-, GbMZﬂm&ﬁpl yl e&Eholh) ; aljl‘(y?h C@mﬂaioxw@{&ﬁ{@t Cuted b
(C1- - al kyI r adi tituted or nono- ys stitute y
i dentC?éal or di ffetr:%nt EVHEQ%QEx?%%%E%nMEO% e grup cgﬁﬁl ‘g‘?) (Cl-
' C6) - al kyl, hal ogerwtaieh oxe (o@p-amd tihelgsubgtjtuted by fluorlne
(CG_C.'LO) —aryl and
(Ce-Cro) ~aryl- (C-C¢) -alkyl;

15 a i-, 2-, 3-, 4-, 5-, 6- or 7-indolyl radical
or 1-, 2-, 3-, 4-, 5-, 6- or 7-irndolyl- (C,-C¢)-
alkyl radical, where the (C;-C¢)-alkyl radical
may be unsubstituted or mono- or

. polysubstituted by identical or different

20 substituents from the group consisting of (C-
C¢) -alkyl, halogen and oxo (:O) and the 1-, 2-,
3-, 4-, 5-, 6- or '7—indolyl radical may be
unsubstituted or mono- to hexasubstituted by

_ identical or different substituents from the

25 group consisting of hydrogen, (Ci-Cg)-alkyl,

| halogen, nitro, :am‘ino, mono—(Cl—Cg) -alkylamino,
di- (Cl—CG) -alkylamino, hydroxyl, (C;-Cs)-alkoxy,
benzyioxy, carbo:_{yl ’ {C1-Cg) -alkoxycarbonyl,

7 (C1-Cq) -~alkoxycarbonylamino or (C;-Ce) -alkyl

© 30 which is mono- or polysubstituted by fluorine,

' _ _ (Cs-Cro) ~aryl and
(Ce-Cyo) —aryl- (C1-Cg) ~alkyl.

3. Quinoline derivatives according to Claim 1 or 2,

35 characterized in that R, Ry, Rs, Rs, X, Z, P, O, n
and m have the meanfings given above and R4
represents phenyl which is unsubstituted or

substituted by one to five identical or different




3-, 4-, 5-, 6- or 7-indolyl radical nmay be unsubstituted 0§ 7ROyt
hexasubstituted by identical or different substituents fromthe group
consi sting of hydrogen, (Cl-C6) -al kyl, halogen, nitro, am no, nono-
(C1-C6) -al kyl am no, di-(Cl-C6)-al ky] am no, hydroxyl, (Cl-GC6)-al koxy,

benzyl oxy, carboxyl, (Cl-C6)-al koxycarbonyl, (Cl1 -C) -al koxycarbonyl am no
or (Cl-Co6)-al kyk _which,li S p, bst;.tuted by fluorine, (C6-CLl0)
-aryl and (C6- @lo)d-g’gr %PF%%Y%uﬁ%(yl%%ng%ﬂ%F?ﬁe %?ﬁq}eé}i?/%%m%ccordi ng
to Caimi1l or ¥aY &8E55¢hae abieredelyi iCt Ha) -R1IKRLenR2 griR8psX, Z, P, Q n and
m have t he neani ngs gi ven above and R4 represents phenyl which is
unsubstituted or, supstituted by one to five identical or different 19
January 47 54.9%lnaking gerdppbiyesgacggrdingstpcangs)efal@@dmyrioups, where

adj acent oxygev at orehat®yr&ksgedeihi nked Ry &C1-&£2) -1l ky ene o oups.
Qui nol i ne derRiéyati ves dacco&gliﬁng éo angt of Cdains 1 to 3, characterized in
that R Ri, TR, AR Baves the JRGaRiRETe THEeaRPHEs Wi above and

R4 represent seRrahimet hoxyphigmyt hoQupmehyhe derivatives according to any
of the preceding clains, characterized in that R4 has the neanings given
above, R_Rl, R2, R3 each represent a hydrogen atom Z represents an oxygen
atom and 2X r Epriesdime g dsinirgddires omcidio) dach ampr esentthe

10 preceding claims, characterized in that R, has the
meanings given above, R,'Rl, Ry, R; each represent
a hydrogen atom, Z represents an oxygen atom and X
represents a nitrogen atom, P and Q each represent

geminal hydrogen atoms, m is zero, n

15 represents the integer 2.

6. Quinoline derivative according to any of Claims 1
to 5, characterized in that E, R;:, R, Riy each
represent a hydrogen atom, Z represents an oxfgen

20 atom, X represents a nitrogen atom, P and Q each
represent geminal hydrogen atomé, m is '
zZero, n represeﬁts the integer 2, and R4

represents a 3,5—dimethoxyphenyl radical.

25 7. Quinoline derivatives according to any of Claims 1
to 6 for use in therapy.

8. Use of the quinoline derivatives according to any of Claims 1
to 6 for the manufacture of a medicament for

30 treating tumors in mammals.

. 9. Process for  preparing gquinoline  derivatives
according to any of Claims 1 to 6, characterized
in that a guinoline carboxylic acid of the formula

35 (@




gem nal hydrogen atonms, mis zero, n represents the intege |no e
" derivative according to any of Clains 1 to 5, characterlz%%“%ulFﬁét;gﬁ)
R2, R3 each represent a hydrogen atom Z represents an oxygen atom X
represents a nitrogen atom P and Q each represent gem nal hydrogen atons,
mis zero, n represents the integer 28 and R4 represents a

3, 5-.di met hoxyphenyl radical. Quinoline_derivatives according to any of
Clainse 1 to 6 for use in therapy. Use“®f ttie quinoline derivatives
according to any of Clains 1 to 6 for tJe manufacture of a nmedi canent for
treating tunmors in mammal s. FRocess for/preparing quinoline derivatives
according to any of Clainms 1 t&n%,. etfafacterized in that a quinoline
carboxylic acid of the formul € l-@uary 2005 48 in which It, R, R2,
R3 have the neani ngs given ak
represents a |l eaving group s
-0-tosyl, -0-nesyl or imdazolVyl, gacted with an amne of the fornula
(3) %2\ HN X P {CH2)m "Q formédsrmiiadh svhich R4, X, P, Q given above, m
and n have the neanings . and the desired quinoline derivatives are forned.
10. Medi canment, characterized in that it conprises, as active ingredient,
at | east one quonothiiveh #eriRAL| R2,ackDr thavg t thanynedniGigs ngiteho 6,

above, Z denotes an oxygen or sulfur atom and Y

represents a leaving group such as. halogen,
hydroxyl, (C1-Cs6}-alkoxy, :
-0O-tosyl, ~-0-mesyl or .imidazolyl, is

reacted with an amine of the formula (3)

(CH2n R,.
HN L\ -~

PPS

formula 3

in which R4, X, P, Q, m and n have the meanings

given above,

and the desired quinoliﬁe derivatives

are formed.

10. Medicament, characterized in that it comprises, as
active ingredient, at least one quinoline

~derivative according to any of Claims 1 to 6,





