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57} Abstract: The invention relates 10 novel heteroaryl derivatives of pencral formula (1), the production thereof and the use of the

{57) Zusammenfassung Die Erlindung beiriflt acuc Heteroaryl-Derivaie der aligemcinen [Formel (1, deren Herstellung und Ver-
wendung als Arzncimittet, inshesondere zur Behandlung von Tumoren.




10 in which 15/ H2), XR N R Rlr R2, R3 can be attached {9 any, g& thE:
guinoline carbon atons C2 to C8, are identical or different and

i ndependently of one another denote hydrogen, straight-chain or branched
20, (Cl-@®) ozaldealoz (C3-C7) -cycloml kyl, strai ghtecehrpolpospsanched
(C1-C8) -al kyl carbonyl, straight-chain or branched (Cl-C8) -al koxy,

hal ogen, aryl - N6Ga1 Bitedbkeyy, g d mno- (Cl- - C4)

-al kyl am no, di 30 (CI-T#) ?gleéﬁzéﬁiiiﬁs ~1;£he'q§fkybﬁfﬁﬂﬁuas ani no,
(C1-C6) -al koxycarbonyl am no- ( = cyano, straight-chain or
branched cyan- (Cl-C6) -al kyl, carboxyl, (Cl C8) -al koxy- carbonyl,
(C1-A4) - I t t n | war t car boxy-
() %gk@é 1mﬁ@1¢§ %‘é;i%_t'_etaélj ggy gg%oggnehgé P@g% &ﬁ%flp%tﬁ %@(3 %0
.Janué?y 9§0§¥? §QﬁWQﬂ?-ﬂ0 & t%?k%nQFeP%€2t€E¥ anélk9n§h61§tpéﬁght chain
or branchedmeyaremefCl,Can pattkidul &F Wor Wit i dda @t r adi cal may' be
unsubstituted or nono- or polysubstituted by identical or different
substitgents fron1the gr oup conS|st|ng of hal ogen, stralght chain or
branche g@i €89 LI {yF, 232l rclisatekyion, there is provided

nollne derivatives adcor ing to the formula 1

10
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 : (C1-Cg) —alkyl, (C3-Cy) ~cycloalkyl, straight-
chain or branched (C1-Cg) ~alkylcarbonyl,
straight-chain or branched

(C1-Cg) -~alkoxy, halogen, aryl—(Cl—CE)~a1koxy,

25 : nitro, amino, mdno—(cl~c4)—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-




carboxyl, straight-chain or branched (Cl-C8)- al koxycarbony|q J@ﬁuary 2005
trifluoronethyl, hydroxyl, straight-chain or branched (Cl-Ca)-al koxy,
benzyl oxy, nitro, am no, nono- (Cl-C4) -al kylamno, di-(C 1- C4)

-al kyl am no, cyano, straight-chain @r branched cyan- (Cl-C6) -al kyl, where
additionally R and RL or R2 and R3 may - forma fused aromatic 6-nmenbered
ring with the quindté'n@semyf-ormi ng’ an acridine ring whi éf-Gdr- its part
may be substituted afllapyylC atom ring position by the radicals R Rl, R2
and R3 having the neani ngs ntioned above;, 25 Z is oxygen or

sul fur, ' where the ra%‘i’%aa]tgqfﬁé“%ﬁn Hz <%~ r Pr3BcBiffst i FRBd- &% 1%e -qui nol i ne
heterocycle may be altiyiched to C atons C2-C8 of the guingli gRerk NG

skel etgn; P, Q inde ent of e._anot her represen xygen .or gem nal
hydr oggn atons} mH2) Q %gl% \féla(nért}éfra?/L 2065 BEQ iélnﬁ}l%?géé L&A COR5, where
R5 represents hydrod&noor ¢IC1-@8)ysubdkyd tutredn i lepeddenityl of oene anot her

denotes an integer & fRiMeaN 0-3p W tdh),d pr oy t in case n = 0,
X denotes a CR5R6 group where R5 and 1R6 r?%dep%%%ﬁtlcé%? o‘népgﬁgt her
represent hydrogen GPR AN -of kyhadpgernat e ight-ogenimt onradj acent

to the C=Z group is mthafidait eddhyca ydaggen at@n,) -cycloalkyl,
10 carboxyl, straight-chain or branched (C;-Cy) -
| alkoxycarbonyl, A
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

édditionally R and R; or R, and Ry 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




10 or a (G- C6) -alkyl group; R4 is a straight-chain or brapghed (Gl-629) E
al kyl radi cal which nmay be saturated or unsaturated, with one to three
doubl e and/or 15 triple bonds, and which nmay be unsubstituted or may
optionally be substituted at the same or different C atons by one, two or
more- aryl, heteroaryl, halogen, cyano, (Cl-C6)- al koxycarbonyl am no,
'(Cl- CB) - a¥ koxyls aRilhg O9RON®R20C {1G - Caheral Ryl ampresenid - h{EloGéh

-al kyl am no; axf C@Cl_@]g4)_a1ﬁ5,v¥|; radical, (C6-Cl4) -aryl- (Cl-C4) -al kyl
radical or a (C2-CIO -heteroaryl or (C2-Cl0) - heteroaryl-- (Cl-C4) -alkyl
radi cal which contains one or nore heteroatons selected fromthe group 25
consi sting of Mddpersiphere she (GloGhix - dldideod adhcal By, be
unsubgtitut ed 19! ono- , or ﬁo%%su}l%)stitut ed by_ identical or different
subst"tuents fromthe group” tonststi RFESESpcthes) in 4ihg/1cagmidgen and oxo
(=0 and wher &t heX (CéeBidgs 38 aCRbROr Kl oyhehet ergar yhdr agical may be
unsubsti tuted 4 ol ys tituted b identical or different
substituents fl%dmt e e‘?%ll}g A%o%?‘?s??ﬁ%ﬁgf %?Pﬁieﬁﬁ’fl-tcﬁ'ﬁ’l(fr%e‘br%ched
(Cl-CB)- al kyl(,Cl(“@Bl(ﬁka%yélndalﬂi}ﬂ‘% hhkogert, rayenoat 6Gl-db)ace RS

al koxycar bonyligmoyy -Gl- 5 o, | . d - - al koxycar bonyl ,
stra'ight-chai n or brancheﬁu&?i%%ggfﬁﬁggﬁ%{cﬁyié éla/g%?g[eu ea&cm\i one or.
mor e*%f | uor i n€Fafon',~Cehyat 5X¥1 9¥8bPaj ght - chain or branched (Cl-C8) 19
January 2005 4 al koxy, where adjacent oxygen atons nmay al so be |inked by
(Cl- C2)-al kylRerie gr otpsigheraykfx¥r Pl Qeqafl ng, ,mono- (Cl-C4) 5

al kyl ami no, di- (Cl-C4) -alkylanmino, aryl, whic¢h-#ér its part 'may be
unsubstitut ed@adkydonoradical  which may be saturated or

unsaturated, with one to three double and/or

15 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, (C:-Cg) ~
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 straight-chain or branched ((fl—Ca)—
alkyl, (C3-C9) —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) -



pol ysubstituted by identical or different substituents fr ug% UPhos

consisting of straight-chain or branched (Cl1-CB) -alkyl,

cycl oal kyl, carboxyl, straight-chain or branched (C1-C8) -aI koxycar bonyl ,

by trifluoronethyl, hydroxyl, strakght-chain or branched (Cl-C8) al koxy, -

benzyl oxy, nitro, am no, nono- (Cl-C4) -alkylamno, di- (Cl1-C4) - 15

al kyl am no; cyaslkosy[ai ght-chain or branched cyano- (Cl-C6),palkyl; and

their structural lsorrers and stere0| soners, | articul ar t aut oners,
ralp?%rgrﬁ

di ast ereoners and S0 enaftyentr £EARI PR cddttked 1 v ad€ept abl e
salts, in partlcl‘n)l—@rlkazdmdlead@hrtam,salts Thus, for exanple, the corrpounds

of the fornula, (1) to i nvent j on which hav e nor e
centers of chirali g’%%%&qﬁ%g’r’e p%"t'e}genf as T Hemat §87%A 1bg Eeparat ed
by net Rods knomlﬁé{af%@qrnt@ltKn@n&bﬁhkb@llamzsmreraryﬂ e whanant ferers or
di astereoners. ikhe sgparatign Gsp b%n%%{ﬂéﬂ%&@d by, gol ypm, sepagation on

- 30 chiral phases or recrystall | zation_from an optical I% active sol vent
or using an opHTATYPSEWeEdci dP8r  bedancal depirvat idbfforemi th an

optically actiwabsteiagentts sudiraas, fiHe examhg arb&gig,,@:{rl@ aq;f' ve
renpval _of the radical 5 Furtherrmre

3{;?\)2?: neaggr?\%ﬁs%\%ﬁj o e £ 8F miTRE S adar G g Yort he pﬁV@T‘?ﬂ on can be

" convetfed i nt o wiedicaldallt,s warhokpdr, gastcadghorghaiia a@rdsnrar[themirtl cul ar,

for pharnmaceuti @alc %l]{‘,\j‘},&%ﬁr‘%&ﬁyﬁg Janugry 200&'%’ E%SI ol otg} éal LY

accept abl e sal ts are Yslitabl e¥for tHhis
exanpl e, hydré?é’ﬁilréﬁa’qY(,lfam rayahbbebaie actd, Sulanotied aci(d; -cphosphori c

acid, funaric aqkel,,xysucm nic acid, lactic 5 aC|d C'tr'%e%(é'f)zqo etic acid,
triflu

tartaric acid, n%|IC aci d, enbonlc aci d nalonlc acid ordacetic
aci d ; amlno mono- (C1-C,) -al lkylamino, di-(C;-C4)-

15 alkylamino, cyano, straight-chain or branched

cyano- (C1-Cq) -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 ghiral 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




or maleic acid. Mreover, the conpounds of the fornula (1) rdi n% %\@ 10
the invention can, if they contain a sufficiently acidic gr pJO 0
car boxyl group, be converted, if desired, into their salts with inorganic
or organic bases, in particular, fos pharmaceutical use, into their

physi ol ogi cal |y acceptable salts. Bases which are 15 suitable for this .
pur pose ar qqh}fsfro]e)gaiqﬁ]ely sodiuapthpdeoxigid,t 0t assidy hyariex deyrecal ci um

hydr oxi de, C ohe mn et hanol am_ne, et hanol anmi_ne and
tri et hanol am ne AC%&JI:dI nélxtk% a' gBFBP??r ed %&fodi Fi B iSe
deri vat i vedusiradiel dwkqrulac id ar diystonimeei d n ashidh Iaulﬂ?ﬂmd?z adid, X, Z, P,

Q n and mdibHAE dreaRiRgs %M@Plca%ﬁ angu§| Ca? e00 &S alatgztlc

strai ght-chai n or branched (O -C20) -alk whi ¢ € saturated
or unsa?uraat%di i ERIENE i ¢ hﬁ@@taéum%l%nd/:@rt@mm ea%@dsmadm: whi ch

may be unsufsid t usiisbofc optianakdan orswhsdd it eQrQBl&B%ﬁée‘é‘ler diitf erent C
~atons by 3%rone t.Wwo or, re aryl, heteroaryl hal ogen, (Cl- C6) -al koxy,
~am no, nono- ("Efedf) ac&l yl am no or di- (Cl- C4) -al kyl am no a phenyl ring
or a naphthyl ring, each of which 35 nmay be unsubstituted or nono- or

pol ysubst i i fferent substitu s from.the roup
consisting o 1£ g)tral g%?{%:hcgﬁ% cgéra%]ghtgl % 3&5’ ?g k?Fcofdéfs‘gC’f%

- cycl obf kylthehaligyertiogar @@lel ifCl1tt8y- akkoxypdar benykpfsticaeghiychai n. or
19 January 22308 6 Fanshedutfl- SCGQ cékgéﬂ{y\i\h'g%dps ﬁg@sEbfﬁ}E?‘gegy one or

rmrefluorlrjl:e toms,, preferably.trifluoro- r oxy strai ght-chain
~or branched (‘% 1rE8). 1%’?‘?(05'(961&éﬁéF&le%t%@&B@rl%t%@x?rg\'meﬂe 5
“adj acent obpges,at ans paytaksdabe | ifBkedphyrmhGiu€2)adl kykene greyps,

preferabl Y e BeTRt E%E’% 181031241 yb%rgzcyep%xa}gleméglots ar%a?ges rrv?lq(l)c Carg4)_
15_ suitable for this purpose are, for example, sodium
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




al kyl am no, di- (Cl-C4) -alkylamino, aryl, which for its p

unsubstituted or mono- or 10 pol ysubstituted by identical o afnflérr%n%()%
substituents fromthe group consisting of straight-chain or branched
(C1-C8) -alkyl, (C3-C7) - cycloalky, carboxyl, straight-chain or branched
(C1-C8)-al koxycar bonyl, by trifluoronethyl, 15 hydroxyl, straight-chain or

. branched (Cl- C@)fan§lhb?§1xy(c pfef erdlbyy mtl@@xytsorsmmwwa@nbyl axye, nitro,

am no, nono- Al P d 1. A | s
strai ght - chai ﬁlg%r cg(%)ar?ghg%q%g%- é(l%;cjf(lg Cﬁg‘ﬁEy?gg¥g mtg'(iflff%%
6-pyrim di nyl PEGF¥&r orhpdroxyl. 5. Stb?agglbgqq:kpﬁl%ﬁlnypr( Clb@@ylcaleldyl

radi cal , where (ct hey) (@My,allkzyéféﬁéﬁb:@ﬁm@@uobﬁ HASHPREKL U @Re@E MDNO- or
ponSlébstltuted b |d ntical or 25 different substituents fromthe group
consi sting of ? FBYen Hht oxb°¢ =0y anditkede- by 4-, 5- or

6- pyri m di nyl r(éoh@ﬁl aidgyMe ur@mama;,tutpﬂeﬁéramhp &0 tnéthyméhbt Ut ed by

i dentical or d ent nts fr mthe £ Qup 30 cons

-hydr ogen, (Ci- %%iﬁgl' kylééjlﬁ%f ni t(r}:o am %o t%@ 49al kyl am no,

di - (Cl-06) - alkylawine, IWdT@wF?,». @k@f)lmlabkmayylbenﬂyicdxyforcarboxyl

(Cl-Ce) -al koxyegrb t (g Cohe al&?@%s@f\é@@&y' ag!rnon%{)rf JC1-68) -al kyl
RS

V\/nicgls nono- { g Esubstltuted by fluorine, prefe tritluoro-
met hyP, (06- ABYIYEMDFEARHEEEs- CRY) a%??nt%€&1C6)C¢'alk§¥f ggenhnuary 2005
a 3-, 4-, 5- osubspyrudazsnyl fradi cather roﬂp Sonfisting of

SR G sy e e, L UL R T
. substituents fepededbkgl oupaodnsisti ngtrefi gh€l-cBa)inm abkylbrditacl:mgen and oxo
(=0 and the 3(Gl~CAE;'7 ’—a§ko%fcg'rm§'hiyq6}2i nyl Hyadi Caltr@llpc?romethyl,
- 15 hydroxyl, straight-chain or branched (C1-Cg) -
alkoxy, preferably methoxy or éthoxy, 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; | |




unsubstituted or nono- to trisubstituted by identical or different
substituents fromthe group 10 consisting of hydrogen, (G -%%)J""&iuﬁ‘w 2005
- hal ogen, nitro, am no, nono- (Cl-C6) -alkylam no, di- (Cl-C6) -

~al kyl ami no, hydroxyl, (Cz-C8)-al koxy, benzyl oxy, carboxyl, (Cl1-C6)

- al koxycar bonyl %’Cl C6) - _al koxycarbonyl am no or (Cl-C6)-al kyl which is
mono 15 or pol ySuBsti t4ited® by Of| fomAedazimstleraspiicat r pEl or.omethyl |

(C6-CZ0) -aryl snd 4£6- EC@rrcsz}’iny](—QClc@q) QM& b f‘aglcaﬁ

6- pyrazi nyl radjcal 8 2| nyl - al ky%radl cal,
where the . (Cl- a{ﬁky% raagji]géf rafinal u éPééF &tlﬁﬁﬁ@d oY
~pol ysubsti tuted IBVHCP-dém peéysmsimtfuftedem 1®mmgtaﬁuent!s fromt he group

consi sting of (& rfB)enel I xQ (=0 __and the 2- 5- or 25
6- pyrazi nyl radc;ﬂcal She th?nss%u%q]t ut e 8’8 (r%](neo %Fguprl scﬁbsslﬁ'illﬂged by
i dentical or di®¥ eﬁ@m S@Béfﬁ’lt:uémlsﬁg‘errbmmdlemgv olipOt oasistrhrg 30f,

hydr ogen, (G - Gﬁ; al kyl, hgloges, no, (C ) I kyl am no,
di- (C1-C6) -al m no, 30 hy roppﬂagmﬁ% afrﬁg)%%%l en%lyggxy, car boxyl ,
(Cl-C6) -al kox;)'b‘é?‘ﬂ%%%ﬂr a!r‘%stycart@onyfwéw%stbtuwi OBy - al kyl
whi ch is nono- merpn:lqahbsflcﬁﬂfeérebu Bhb@thﬂﬁen@éeffﬁ-bﬂlmtﬁet %;'r%hgpr onet hyI
(06-- - aryé d C6- Cloe -ﬁgcrlgl-rg P@ ? XL 35. a - 6-,
7-, 8 ci nnoliny dl%al °gs 5Cs S - EPAREERAYI -

(a- C4) - al kyl mrtam,calamlwl@er emohe- (Gl——@él}aakgryhmliadi cadii ey, ag) -

unsubstituted Q1PN POlYAMASEIL Ut ed. nuary 2005 8 identical or
di fferent substi t}il?gnts T omthe gr%%p canS| it ai%ox%’ (cr® Yﬁgi’%yl hal ogen

‘and oxo (=0 &"FhHei3-, 8 -Cel - allvoxy@arkg:@yhnm i nyl (Cy- adh eal may be
unsubstituted @akmy@am@mmraﬁ%ted ueed-Byid-denhi cal 1Qr ndhbierent
i5 or pelysubstituted by fluorine, preferably

trif'luoromethyl, {Ce-Cyo) ~aryl and (Ce-Cio) -aryl-
(C1-C¢) -~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)-alk

" hal ogen, nitro, amino, mono- (Cl-C6) -alkylanino, di- (Cl-©6)’3" ﬁF‘WI%\Qﬂ%o
- hydroxyl, (Cl1-C6) -al koxy, benzyl oxy, carboxyl, (Cl1 10 C6) -al koxycarbonyl,
(C1-C6) -al koxycarbonylam no or (QGL-C6) -alkyl which is nono- or

pol ysubstituted by fluorine, preferably trifluoronethyl, (C6-Cl0) -aryl
and (C6-d o) ajr@dntj(c@ﬂ_l QB) d'afﬁéyi'entiSSabQ jtdents- £rbm, the, g@bup

8- quinazolinyl
8- qui nazol i nyl - (Cl C((J”?lg) r% E 4 édl ?:alal 1er eh?%%‘(aala&i) a)f‘%yl Pédl cal may
be unsubstit utaE orth?oné* :or 4po| ySubst ft-ut ed-by ©irdeBtcéahodingilf f er ent
substituents fromida or ey 29e00n§ﬁ§&ﬂ)§@1@a‘1tecﬁwdf&99nmo%l Coy pal kyl

7-

~ hal ogen and ox a% and the or [sic] 2-, 4-
8- qui nazol i nyl Rf‘ééi Sty edins Ubst | t%ﬁ%‘éltibffal rmn@r todbéﬁﬁ’ééﬁbstl t ut ed
by identi caI orsukfhtfaftereﬂtIs sulfsddnt ueltlh% f r gotipe 9&@&@1@@%?“ i pg 25 of

hydr ogen, - al kyI I ogen tr m no, npno-
- al kyl ami no ary s “E8) - Fanﬂ‘l]ﬁy ’ hS}a‘? YT (ALERY- af“i%‘i%?

~benzyl oxy, car bwag- (C@&s) all@ﬁl)amahdmxycar by G, -Ce) - &B)kylamino,

- al koxycar bony ka4, 29 ? nonQ-..or._poly ubstltuted
by 30f|uor|neh§’@ref rably trlfluoro Th}w%bg ]O%§ ogrgrgilci[? rg (C6-d o)

“aryl10 (- ce) Cs a@kwxyaagbonzl 5461& alkozsycarmnmammwozrad| cal

2-, 3--, 5-, 6-(c 7€) Qs[ll@lqlkbllilﬂéq@' LBY ho’5-( Gl %13;@16%16@68 wher e the
(CI -C4) nono- pol ySLH)StI tuted

- al kyl 1 adi, cal e%c@#ﬁ substlsft uted or
by identical of *4PFf-BFenP Yueth”( L}Qﬁﬁr‘EEffé‘Ydrroubcﬁc&sﬁ HINRY O
.(C1-C6) - al kykndhdlcpgen)andyaxdci=Q) aldkytihe 2-, 19 January 2005 9 3-, 5-,
6-, 7-, or 8-quinoxalinyl radical may be unsubstitut ed or nono- ta
pentasubstituted by identical or different substituents fromthe group
consilsting of BAydregén, ECl- &6).- Alkylor Halpgemzolinyl radical or
' 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-Cig) ~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-,




S nitro, amno, nono- (Cl-C6) -alkylamno, di- (CL-C6) - alkyla g 05
hydr oxyl, (Cl-C6)-al koxy, benzyl oxy, carboxyl, (Cl-C6) -al oxycar Igny(f
(C1-C6) - al koxycarbonyl am no or (Cl-C6)-al kyl which is nmono- or

pol ysubstituted by fluorine, preferably 10 trifluoronethyl, (Cs-Clo) -aryl
and (C6-Cl10) -aryl- (C1-C6) -alkyl; a 1-, 4-, 5-, 6-, 7-, or

8- pht hal azi nyl . Badi cal, a&g-, 17 ,,4ﬂrfﬂ,q&hnoﬁhllﬁyl radical may

8- pht hal azi nyl - E 15 radi cal vvhere t 1- al radl cal

may be unsubstlélg 'tl%‘)’(l)gur%ﬁo- %8r PSPPsubdt t RS é’&ab%)'&?%{% ol?y different
substituents freﬂetlhecglogp d@@lﬁgﬂfsntnguafst@@ilem)& ddopl ,tHealopgerp and oxo
(=0) and the lzsndsst i £ Thva@bq8 vyl or may be
unsubsti t ut ed o(rmrrlro]h%- ?% pgnt asgbst?t ut ed Phég cﬁ] orl—?agﬂ(? at'ent
substitents frBht¥Pe GOUP cofersrilRy o W@f]@g@m (C@-ledﬂaaqfek)yﬂ

hal ogen, nitro, aﬂﬁyl@nlnﬁpnOhyﬂgéxf@ Qbk—)’d‘é}mall@go ek Boxnal kyI am no,
25 hydroxyl, Cﬁ%ﬁ koxy, bfgz car box '(l 1- C6) -al koxycar bonyl ,
(C1- C8) - al koxy%%lf am no o OXXFR? O\WM ch is miko=Car

pol ysubsti t ut edal]hyxyéarmmpbamm@f@f abty-dgni- fallutgﬂomtlt&yll ,1s( @(OHOC10) -aryl

~and (C6-Cl10) - K 30, a 2- ,

8- qui nol yl radl cal oég})é%?ﬂ t)‘(8515- P¥. bfclE)IPrénﬁw noIF‘VEfe(réfléfél) -al kyl
radi cdl0, where ‘tlh?eﬂ(@lr@d‘ﬁ)tla’fkyl fadical - amylbeandnsulﬁstcmt-ettydr— mono- or
pol ysubsti t ut ed(day §5 hegpiical or different substituents fromthe group
consi sting of (Cl-Co)-alkyl, hal ogen and oxo (=0) and the 2-, 3-, 4-, 5-,
6-, 7- or 8--quinolyl radi cal may be unsubstituted or nono- to

| hexasubst i t ut ech by- i dentisa) er, dvffesens- éﬁtﬂamaﬁﬁﬁyZOQédiQaiug%t' tuents
“fromthe group consd stlgpg og hydr ogen, Eghjha(ilgzmyfy(cl ?f grl%bw net hyl
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-quinolyl
radical may be unsubstituted or mono- to

hexasubstituted by identical or different




articularl referably 2-nethyl, hal ogen, nitro, am no,

Pal kyl am no?/ gi - (Cl-0B) 5 alkylanino, hydroxyl, (G -Cs) %’1 a“(“gryc%"f’

benzyl oxy, carboxyl, (Cl1-C6) -al koxycarbonyl, (Cl-C6) - _

. al koxycar bonyl am no or (O -C6)-al kyl 2ehich is nono- or polysubstituted by
~fluorine, preferably trifluoromethyl, (C6-Cl0) -aryl and (C6-Cl0) -aryl--

10 (d -C6) -al kyepbgtitueBts 4- frém 6ehe7- g@rodpi sogphadsyingadieal or

1-, 3-, 4-, 5- r 8-| 0 Cl-C4 K radi cal ere the
' (Cl C4) al kyl raﬁl caigge8 la 5] %Xh, ut ed ]rfen%n%{)ialgr po[l1 %%V\@tl tuted
by identical orpﬂrﬂé%mﬂgu@gﬁfﬁx@mléf f2 onethel gr baéogte@nsngitng, of

(4 -C8)-al kyl, hé‘thi?ﬁ@” and @R d7@, -canda 19¢1 dmind; . 4 A -
8- 1 soqui_nol yl %f mag be unsubstltute or nono- to 20 heiasﬁbstltut ed
by identical or ffY@?‘éh’ﬂ subBYFFogHt s f#Sm@ﬁeaerfcort@%%ﬂ@(w

hydr ogen, (Cl- Coyasbdyyl, hal ogeng, 1 Ebgﬁlk@my&grbo P10~ (Cll- _cglk%l ar_r} no,
di- (Cl1-C6) -alk 2m no h [0):4 enzyl oxy, carboxyl,
(d 25 C6) -al ko‘%ear%%%ﬁ 1){diﬁ““\(‘&%)é’ |(§6x§ﬁ8 Fﬁ%ﬁ@ ér%wd%/olrs “(%Pte)

-al kyl which is @ono-potypebgsibstediut ebyby fllusatimee, prefeiabinl

trifluor orret hyI : Hatgapgmggﬁ(ll angcé(@l(gé:lg):ylar %l (Cilcrscgm)- al I%I 30 a

2-, 6-, 8- or urin rad purinyl -
(Cl- C4)10 al kyI “aﬂ\hé'ile the .(Cl-C4)-al kyl radical may be
unsubstituted or nono- or pol ysubsti tuted by identi cal or different

substituents from Z{h oup con5| sting of (Q 35 al kill hal ogen and

oxo (=0 and thé 5-9- [f9H 'bur?ﬁyﬁ Fﬁﬂﬂb‘épo stituted
or nono- to tncszubsiutm,echby sd,enm,ca’v O@rdaiigb‘g@inowpst(c;ugnts from

52&2?3“2088”?33&@ R St aiRo, (G S e kb
be unsubstltuted. 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, (C1-Cg) —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
' (Cyix)-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 consisting 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,




» hydroxyl, (Cl-C6) -al koxy, benzyloxy, carboxyl, (Cl- C6) -alkoxycarbo
- (C1- C6) -al koxycarbonylam no or (Cl1-C6) -al kyl which is m#}%-}%nruary 5%5
pol ysubstituted by 5 fluorine, preferably trifluoronethyl, (C6-Cl0) -aryl

and (C6-C o) -aryl- (GC-C6) -alkyl; @a12-, 6-, 7- or 8- [7H] -purinyl
radical or 2-, 6-, 7- or 8- [7H -purinyl- (Cl-C4) -alkyl radical, where
- 10 the (Cl-4)- ahdyd- (@diGGalalylhainasubst i t giedcorc, )MAIGcy ¥mino,

pol ysubsti tut ed j ical qr.different substituents fromthe group .

consi sting of (&%Yd(%%nfhl ﬁ{sﬂ ?faﬁala&gé)%yanéje&?é’ 2% a‘?ﬁﬂ?‘?fé‘l’n}zt , ?%l‘, 7- or
8-[ 7H] - puri nyl r@di-ediorayraydamydubst(iCt u€ed- ark Sy amrtoenyt taiinhs ulst i t ut ed
by identical or different, substituent m t he i.sting of
hydrogen, (Cl-C6 -1aICE£/I , hgl ogen, nit rgﬁégﬁi n%,p p%%%%?lb%%%_%%ed_ qiykyl am no,
di - (C12C6) -al KyhutiiE . ByREeRgPly (Eri€dnoramrelyl, beifzy CoXy,amar boxyl
(01 20 CO - al koxytedr bony ) {2y 106)c-al koxygatbonyl am no or (G -C6) -al kyl
whi ch is nono- or polysubstituted by fluorine, preferably trifluoronethyl,
(C6-C10) -aryl "and (C6-Cl10) -aryl- (Cl-C6) -alkyl; 25 a 1-, 2-, 3-, 4-,

5-, 6-, 7-, 8- @& B-acéidinyl oxr & [H] @urlinyl?-radica¥-orS2~,6%-,7-, 8- or
9- acridinyl- (GCL- -al radical, where th 1-C6). - alk radi cal may
be unsubstitut e?lo?é%mn%-!%)!{] PE%L%}%%SW% ﬁéaa§§§'fde?ﬁ4]c‘%ﬁf'or¥”§i’i¢1eerent 30
substilfents frdma h€Cgrelpadbndi stadigraof (8f- €8) unabbytitheédger and oxo
(=0) and the 1-mciro- &n dsifundticdred by Ofadaerhsll oyl qradical, my be

t dyby 0 rfrer

unsubstituted. or .nono- to octasubstitute 1 dentica r ent

substituents fr &R SyERGS B5% okae seragPotompdesden, G ({GHCsakky!
hal ogen, nitro, aaMynq, HalRer Glnd6dxoalky) amihROcrd - (G- CBY_- o1

al Koxycar bonyl 5 (E1-E5F 107 oSy EaTooNY aRFnouBPUBBELERF S8 KSF whi ch i s
nono 1Bk JanuarymM@@Q5 12 trisubstituted 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,
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-




and (C6-C10) -aryl- (C1-C6) -alkyl; 5a 1--, 2-, 3-, 4-, 5-]

9- phenant hridinyl radical or 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- _
9- phenant hri di nyl - (C1- C6) - al kyl radijgal, where the (Cl1-C(;) -alkyl radical
may be wunsubstituted or nono- or polysubstituted by 10 identical or

di fferent substbiruenpslfysabstdie gclip woONSi Slhdwigd, hydpegearably

(C1-C6)-al kyl, balogen and. .oxo (=Q _and the.1-, 2:, 3-, 4-, 5-,. 6-,
or 9-phenant hr?ﬁﬁgg CFSEFERY ray @é gh‘gubas%}f]’[ utHef or:(%c‘froq'h")2 tovl
oct asubsti t ut ed (By-¢demtlikydl; or different 15 substituents fromthe group
-consi sting of (Cl1-C6) - al kyl, halogen, nitro, am no, nono- (Cl-C6) -

“al kyl am no, di-(d -C6)-al kyl am no, hydroxyl, (d-C6) -alkoxy, (C6-Cl0)
-aryl - YC1-06) 2al Koxy, 2preférabl ¢#-henByi-oxys- carBoxyl 8-(C0WwE)920

al koxycar bolnyl, ﬁ@ﬂaaﬁ@hgi%hhﬁ?&l}’%ﬁﬁ%ﬁw o@n}lrlq %Ir- ,(t@-_-,f l@),-aék%”hsslml ((:?:6' 56:10)
mono-- or pol ysubstitute ‘uorine, prefera ri_fl uor onet hyl , - (
~aryl and (8- C&ro) 8—’ar‘§/ll'-¥( ?%?tgﬁﬂéﬂlmflzéca'éﬁ),'a:}-k,ylﬂf-?a%lc%lff 6- pyri dyl
radical where thkeerd-, Zhed-, (& -ar) Galyyl dyl deadiceal rr}aylape fl?e
unsubstituted o - trasubstituted by. i.dentical or different
substituents frglrjﬁ ﬁgté%‘gﬁ%ﬁ qg)nrsi SEYHY of Chy dPSgET o6 _t@%e_.dgl K

hal ogar?, 30 nit tdenbatad, oroAdL felents pubsthiyuemtiso, fin (@ -G6)up )

al kyl ami no, hydegxylsc{&h- 08) mRlken, PEAZY 9X¥%1iy5ar hoxy dB)

- al koxycar bonyl | (Cl?%%-al koxysi- car boni?laﬁszo ory?(:l-%-géﬁrﬁ%nv\hl chis
mono- or  pol yse®st {8t eBNBy Eheudri-né - -pPefedtabl ytr ifucto F mt hyl ,

- (C6-Cl10) -aryl onghé&iBnfBP)diayy! radSta®)may abKyunsdbéti tdtedd-or 5- OF

6- pyridinyl-(Cl-C6 -aékyl radi)cal_,t whgr% t he (ﬂCl- ) - al ké/,l tradl cal may bd
19 January 2005099 - to octasubgstitute y idehtical’ or different

o 15 substituents from the group consisting of (C;-Cg)-

.or ol ysubstituted by fluorine, preferably trifluoronethyl,,(C6- JPEF:1aY]
pol y y p | 196&&u§%§ 20H Y
or

7-, 8-

“alkyl, halogen, nitro, amino, mono- {C,;-Cq) -
alkylamino, di-{C;-Cg)-alkylamino, hydroxyl,
(C1-Cs) -alkoxy, (Ce-C10) ~aryl-(C1-C¢) -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




unsubstituted or nono- or pol ysubstituted by identical or ﬂ% gre 005
substituents fromthe group consisting of (Cl-C6)-al kyl, hal ogen a oxo
(=0) and the 2-, 3-, 4-, 5- or 6 -pyridinyl radical nmay 5 be unsubst_ltuted
or nono- to tetrasubstituted by idepical or different substituents from
the group consisting of hydrogen, (Cl-C6)-alkyl, halogen, nitro, am no,
mono- (C1- C8) airkwwﬁr@t@tﬂ 6€l- Gbho~ aldwy| apdnpsubydiOXvda b

C1- C6) - al koxy, c box , (C1-C6 car onyI, {Cl-CG)
EaI koxi/ car bgnyllcgemz%o aﬁl? db% ’%(tky?&?\f]‘f%ﬁl?%t%gﬁgmofz € group

. polysub. stitut e:tbrtgaef.tllmgl oé (mhef:e)reda]l}gyl b rhaﬁlugeﬁnamlgiylzxcﬁ C(iSl @1021 - alryl
and C6- ClO) -ar -al kyl; thie yl ,radical or
2-, g - ?ﬂ%ﬂ eny I- CG;il -aISkyI radlpégllpldé}% r?(%lc?gl- - al kyl
r adi cal 5rray be @%uﬁ@ﬁpbatéﬂuéﬁdm M@RO - p@bysﬂﬁbsrtaauhseutby:actiehw cal or

ﬂ. }‘ferent 30 SUQL(Siédd&QﬁdlS &F Omff@r&ﬂ@%méé%w %%@Cérﬁgg% 'ng' -
al ogen and oxo an
unsugstl t ut ed orc‘?ﬂigrﬁ g t?ﬁsdﬁé‘ﬁ‘ﬁﬁrbd bAF1i-Geht # &5y or B@Wﬁ?’ént

substituents fraentdhe gamipogonabsdi gtgl—@‘s 2%1163‘]3&@9@6, (cg_i- ((éaé)-c jﬂél I

hal ogen, nitro, nono- 1 - m - - al kyl am no,
hydrgxyl (Cl- C@ﬁrﬁéﬁf@ ©rhe Cﬁl'car §a) n‘%iox%) DeR RO CAr bony! |
(C1- C_:6}0- al koxy catronytlam nOCD'rCG)( €lko@gfarhbkyl , whi @h -Cs) naNKexpF
T e
4-, 5- t hi az®Hysubetitaited| kyl bvadi cafluehéne, t he (L@le@r)abl}BS al kyl

radl caI may be @&ilfb_sltjrw{ee:@lyqr Mo~ o agg,llys%lt ed b%/ ntical or
different ~substitu rBt rwgnhe group consisting of ¢1- s al kyl,
hal ogen and oxo( *O iRk 4-, or 5- thiazolyl radical may be

unsubststuted or nono--or

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




- 19 January 2005 14 di substit ut ed by identical or different ue
fromthe group consisting of hydrogen, (Cl-0C6)-alkyl, hal O%%;{P%tua% o,%&5

am no, nono- (Cl-C6) -alkylamno, di- (C, -C6) -al kyI am no, 5 hydroxyl,

(C1-C6) -al koxy, benzyl oxy, carboxylis4 (O - C6) -al koxycarbonyl, (Cl-C6)

- al koxycar bonyl am no or (Cl-C6) -al kyl which is nono- or polysubstituted

by fluorine, prchifa.tl:adzﬂ:lycutreicfluoﬂ:grrret hytien(:@&a@lO) oaryl dandeE8+CL0)

. -aryl- (Cl-CB) - - , 5-1isat hi azol rad cal or 3-, 4-, or
5-i sot hi azol_yl--?q%ﬁé@t)@%f%yl X o) Ehe o aYPHR éﬁ?“ él“ﬁyl Pgdi cal may
be unsubstit ut edysIrIasO- o?&p@k&s@lﬂsﬁi utle@il@yemdenmtab or adiihiberent 15
substituents frogmide (g_r @gp &R{Eﬁj_é{ﬁiﬂ}g of (ClyiCB)c -~ Al ké{ikﬁgg{ngﬁgn and oxo
ot

(=O and the 3-, 4-, i azol radi cal may DBe uns ufed or
nmono- of di substl'mdcrtcé’ﬂ’l fby(CFldgﬁ)( |%]a}FO%Y: db‘?lfléfr’é%yl s@bsbpryént SChrom t he

group consi sti ng:&tamo&yda@g@ 1(Clt@ﬁ)cgaLKykoxpab%@ﬂylahahe 8pi no,

nono- (Cl-C6) - y -al kyl am na, hydroxyl,

( C1- CB) - al koxy, a‘f"B |lS(@?“°ce)°r RUsgRF Gt ed (y- o5)

- al koxycar bonyl eﬁijumo:me (pﬁf—er@&jly— aimlmmuzgdrmnoegmmp%ﬁybstl tuted

by 25 fluorine, efera I r onet hyl (C6 C10) -aryl and (C6-C10)
-aryl- (C1,-0C6) = qek&rﬁ;E %rlyfzjt Lt% ge) r‘%ka’r “7- benzot hi azol yl radical or

2-, 4-105. - 6-, or 7-benzothi azol yI (Cl C6) -al kyl 30 radical, where the

(G -Co) -alkyl padjcalsnpyspes- i@@&ﬁ§$é$ﬁ%ﬁdr9&159fOoroﬁ—pOLySUb ituted by
i dentical or di ffer en substituents fro he group consisting of (d -Co)
-al kyl , hal ogen>an§osxdaZody L -dhy tHedkyla- Tadical, owhprgenzoiei azol yl

35 radi cal may' e, vogubsiiiutiediiefalMaRe, Heo ud&iﬁéﬁltbﬁ:téé Wedndyo i denti cal

or different substlt enéu%stl%ute%e ggoup 882?535”90

r different
15 substltuents from the group consisting of (Cy-Cg)-
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, (C1-C¢) ~alkoxycarbonylamino or
(C1-C¢) -alkyl which is mono- or polysubstituted by
25 fluorine, preferably tiifluoromethyl, (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 may be
unsubstituted or wmono- or polysubstituted by
identical or different substituents from the group
consisting of (C;-Cg)-alkyl, halogen and QXO (=O)
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,




. hydrogen, (Ci1-C6) -al kyl., halogen, nitro, am no, nono- uar 00
--al kyl am no, di- (Cl-C6) -alkylam no, 19 January 2005 15 h roxyl YC?tL (5’6)
-al koxy, benzyl oxy, carboxyl, (d - C6)-al koxycarbonyl,

(C1-C6) - al koxycarbonyl am no or (Cli€6) -al kyl which is nono- or

pol ysubstituted by fluorine, preferably trifluoronethyl, (C6-Cl0) -aryl
and (C6-Gi 0) -arlyjrdrcﬁﬁnmch«ﬂgkylalk@xir l—%nzﬂoxyor &tmgyazol yt, radical
‘or 1-, 2-, 4-, 1km dazolbyla,( k[adl cal \A}/gfre t he

(C1- C6) - al kyl A Libsti t1u é? ao]r P TR ot 2By s st i t ut ed
by identical or (ﬁl:f Ry eaﬂkyiub@uc&luem snémom bhepgﬂwnbmﬁs;i@teidnggyof
(C1-C6) - alkyl, ) .~an , dazol yl
radi cal may be unsu st tu?g 9é9algr t?(nf%}hggo%‘gﬁ]?&fed(% 8f“denaﬁ E:Tal or
differeft 15 suba®qt {faarCso )fTW]tﬁéclgrc@ﬂlpaéliMilfStl ng of hydr ogen,
(C1-C6)-al kyl, hal ogen, nitro, am no, nono- (Cl--C6) -alkylamno, di-
(C1-Co) -al kyI am no hydroxyl k%ém (6),-.al kox benzyl oxy, carboxyl, (Cl-
C6) - al koxycar borfyl ¥~ ( C£-@6)%"al KdxycarBoRFFOAM n&FaGLCEg (T- B8) Zai kyl "

whi ch is nono- of- ,polqz:sulsshmtlwaed:lw (fchugg)mﬂ,k)plr efﬁ@biyltrldﬂéi@r orret hyl ,
(C6-As) -aryl 0 saryl - C6

5-pyrazol yl radi caer gge ,J’%-l,kyi- ﬁjo(fals é‘?y ?&yy‘anlé}PS%B‘}uS?a Xy adl cal ,

- where flRe (Cl- Cojorzt kT reafivatbsmyt beedinsybstiéehul edl oormoidfeaent

pol ysubstituted Qy,d t@ﬂﬂlérf@ F n‘i’ Eﬂsrs% S%%%(\;' “&%r% cH] '('Eit '}S%Q”’Up

consi sting of (Cl-C6) a ogen and - or
30 5-pyrazol yl rEdpeal Q?é“-lﬂiéchb?t@t(ﬁ%b c'mdnfi»)h@ 1teo Brisdbstioruted by

~identical or di fﬂc—qrnﬁ.laazoilﬂ/kls'fﬂaidi%ﬁls thd P b h@ngulgé'@le&@é&ébkn%o%—

hydr ogen, (C1- hal pgen, .nitro, am no nono- (.
-)al.l ky?am ng CtCI L(%:Bﬁ%ubﬁ?k PeRfno P35 RAGERbLGRL (@?L(Cg)lffﬁzfﬁé%y,

‘benzyl dxy, car bcsq}dstl(t@.’bnt@G) falkoxy caebonygleoupCl- €6b)is@likexycarbonyl
am no or hydrogen, (C;-C¢)-alkyl, halogen, nitro, amino',
. mono- {C1-Cs) ~alkylamino, di- (C;-Cg) —~alkylamino,
hydroxyl, (C;-C¢)-alkoxy, benzyloxy, carboxyl, (C;-
Cs} ~alkoxycarbonyl, (Cl Cel) - alkoxycarbonylamlno or
20 (C1-Cs) -alkyl which is mono- or polysubstltuted by
' _fluorlne, preferably trifluoromethyl, (Cg-Cip)-aryl

and (C¢-Cio) -axryl- (Ci-Cg) ~alkyl;

al-, 3-, 4-, or 5-pyrazolyl radical or 1-, 3-, 4-

25 or 5-pyrazolyl-(Ci-Cg)-alkyl radical, where the
(Cl—Cs)—alkyI_L radical may be unsubstituted or mono-
or polysubstituted by identical 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- (Ci-C¢) —alkyl;




(C1-C6) -alkyl which is nmono- or polysubstituted by fluori pref er
trifluoronmethyl, (C6-Cl10) -aryl and (C6-Cl0) -aryl - (Cl--(%%e aéll ﬁﬂ,
January 2005 16 a 1-; 2-, 3-, 4-, or 5-pyrrolyl radical or 1-, 2-, 3-, 4-,
or 5-pyrrolyl- (Cl-C6) -alkyl radicaig where the (Cl-C6)-al kyI radi cal may
be unsubstituted or 5 nono- or pol ysubstituted by identical or different
substituents fromthe group consi sti ng of (Cl1- 06) al kyl , hal ogen and oxo

(=0) and the 1- 2 e unsubstjtuted or
nono- to tetrasuab%ll‘ti%eti %y |éeht| g é?’r qéfrc[f F@&gﬁt‘a si¥stituents from
the group consi sting?-of olydr-ggermol(Ql- (&) Cal kylkyhakadéralni twigsreani no,
Mo koxy. benayi oy col iy EeRieal) B0 B Puns b Ak gal G &)

- al koxy€ar bony| %0 F H‘Blf(@llb%}tuﬁ@@yb}f\/\hd@ﬁtmaﬁm@aﬁ- dyrfferent

pol ysubsti t ut ed shhbstflt!i%dtﬂ? f?&ﬁf Eh@b@fohrp' fédipglogﬁe}rgg"of(% Cé )_ aryl

and (C6-Clo). -ar (C al k 3=, or b5- triazol radi cal
or i-, 20 3- ]%f]fl Jhgg %/Iﬁ‘ilia‘i’é‘?yl( =0y OED@GFheaFkyI radi3cal 4‘vvhere t he

(d-08) -alkyl radi (Salpyrr&y)]lgﬂ unslibsil t wd e m&@ub@tmt)éwa%@ht gt ed by
i dentical or dif rent ubst i ents fra he G n5|st| g o ydr ogen,

(C1-C6) - al kyl rﬁJﬁ%ogen chd o8 UC b(f)t %yp % rl

5-[1.218] -t ri azelyifenead; caubﬂaytbenuﬁsuﬁ:simt uhed group)naon@;rlstlng

di substituted byd @5 &_fén or (gi fdarent 1suq§§igrﬁéqpt SHHQQ t h% %goup

consi sting of (Cl halo en, nitro

al kyl am no, di - (T@nocé)clapkf//TWh%athr oxyl , Cé-'CfL(C]C&)s) aﬂk(ﬂyﬂmlbenzyl oxXYy,
car boxyl, (Cl- C@)ydroaquy&qr b@ﬁyam&ﬁl C@énaykeaeycaela%h@m oL (Cl-

- C6) - al kyl whi Chc' Nf’?ﬁ ubs i.tut uorine, prefer abI y
trifluoronethyl ft% 6¥0a ‘Fmrc(s yearppnylenios) oal kyl
15 {C1-Cs) -alkyl whlch 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




- al-, 4-, or 5-[1.2.3]-triazolyl radical or 1-, 4-, or 5-

" “triazolyl- (Cl-C8) -alkyl radical, where the (QL-C5) -al ky?l“"zaln $4120Yy
be 19 January 2005 17 unsubstituted or nono- or polysubstituted by
identical or different substituents {gomthe group consisting of _
(C1-C6)-al kyl, halogen and oxo (=O and the 1-, 4-, or 5-[1.2.3]-triazolyl

radi cal nmay 5 beunsstibsittusad @fr mmqmnr cslfsug%t_wrs%%%%tédderﬂ}t cal or
di fferent substlt ent s f omt grougt S|st|n of hy rogen,

(C1- C6) - al kyl , %‘g‘éﬁca nPEr §Lifeenes) Lrgnk hG SHOURI -

~ (C1-CB) - alkyl ammm:,sﬂ:mdgOT)EICG()CQC]:;D@MBYKQXMI@@Z]l y!| oy, oko C&rda)oxy:i( I
Cl- C6) -al koxyc C XY.C ani.n al ky
\(/vhi ch i)s m)no-y E%%o y%u%gtl tut’egrby fﬁuér? %ﬁgp&r blrféjtcrailf I"ﬂ]%? onet hyl ,
(C6-C10% -aryl aml (wes@s)itarsd- ¢iCl-€6)o~ alckxyl dikhilstlitwred- HylH|
-tetrazolyl rad'ﬁfén@icé—I’oPrd§ffe£:éth: SEBEEQE le}ﬂ:s (fg%tltgi% ﬁ  ONO-

radi cal, where the (Cl-C6)-alkyl radical nmay e unsu
pol ysubst i t ut ed W?%Fé?&‘i‘%al obr Wydresent 20Csubdtiedderts hadmasie group

consi sting of (Girtz_%,) 'amih‘by,',mbﬁbog@{l—@gf)da@k@rl@nr@ncﬁnddﬁh?c% @) 5- [1H

- tetrazolyl radi bst utﬁg tituted by yd6 rogen,

(Cl- C8) - al kyl ﬁ8’91(3 NGy 1 1oy séci‘ nyalk VSHRHEXYdi - (Cl - CB)
25 al kybani no, fqa:iﬂ’mer (.C1- Cﬁ)riﬁilskeaykohﬁ@ayboxyl car boi(%l CG\(/)\El ﬁ:e_)

- al koxycar bonyl ,_ GGk ar n a ichis

~ nono- )c/)r pol ysubs]tltt}é@dr%or%%]lgﬁﬁﬁ?ne&o rﬁgbfﬁf{y Pllﬁ %(‘\? (C6- C10)
-aryl and (06 dw) $P<§/1¥513®S‘(mu1@§ aID}kyI féuerlue 5- pi"ld]ferlaéﬂlyazoyl

(d- Ce) -al kyl adlcc)al aolr%ai/;gﬁe unsubJst|§ gor nono- ( 11 ary
1_ &

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, (C;-Cg)-alkyl, halogen, J
‘ nitro, amino, fuono—(Cl-CG')—alkylamino, di- (C1-Cg) -
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 be unsubstituted or

substituted by hydrogen, (Ci-Cg)-alkyl, halogen,




35 pol ysubstituted by identical or different substituents
consi sting of (Cl1-C6) - alkyl halogen and oxo (=0 and the £§QFEu§ry %@ﬂf
tetrazolyl radical. may be unsubstituted or substituted by hydrogen,
(Cl-CB)-aIkyI, halogen, 19 January 2005 18 nitro, am no, nono- (Cl1-C6)

-al kyl am no, di- (Cl-C6) - al kylam no, hydroxyl, (Cl-GC6)-al koxy, benzyl oxy,
car boxyl , (Cl C@hu&i komeabbor%no(ﬁél Q(G))-all@llié%h%ar bapykam#g or

(C1- C6) - aIkyI i'S nono or substltuted by fl'uori ne, preferably
trifluoronet hyI i@%l"’t'fijd)o' ary zé??ﬂ']z/ i0\Cs) apgKOXYEL - BEPZYAPRYL: a 2-,

4-, or 6-[1.3. 523iﬂbdﬁy]n” radlnaLCQT élkoxﬁﬁaﬂbonpl 6- [1. 3c§kkjtr|a2|nyl-

Cl-C6) -al kyl I th Cl- k di

gnsubszltﬁteé ofﬁﬂccadar O%ﬁ %ﬁﬁé|QRfﬁ%-6§ %égﬁi FCBr élFPEPent
substitfents fr@mtfmpqﬁXﬂubStxnunedlrmppf hytivogéne, (C1p€6feahbyy hal ogen
and 15 oxo (=0 gyy%jdy%éﬁetﬁ§l Or“?u%%d3g§¥irl &”VNC ? gkgqay be

unsubsti tuted or nono- di"subst | dentica
substituents frdﬁhrﬁe)g@bﬁblton5|stlng of hydrogen, (Cl C6) - al kyl ,
hal ogen,- nitro, am no, 20 nono- (Cl-C6) -alkylam no, di- (Cl-C6)
- -al kyl am no, hydroxyl (C1- C6) kaox benzyl oxy, carboxyl (C1- C6)
- al koxycar bonyl @ (€1 ) +- PRO%&?QT@O%QF&%%%?14% (vad ES?¥ éﬁky? which is
nmono- Do polysubstlturedG by. jlﬂp¥tﬂ£azpm¢1exapk% tauk@uoreaﬁibal

C6-Cr7.0)- 25 d C10 | al k 2- 4- . 0O
g-oxazolil rad?ca g$ ngﬁ )$§ § b zoygﬁ) alﬁ?ﬁ'radéﬁal, wher e
the (Cl1-C6)- aIM@BUb@@ﬂ@@KEdBy<be um@u@stltmneupmﬂysnbmtiﬁhmﬁd by
pO'YSUbSt'tUtedlﬁﬁnhQ%@T‘8¥ d%fﬂ@ﬂgﬂy*gu(féﬁgﬁéﬂ%§eﬁ£§m %Qg1épg%§roup

consisting of (Cl-Cg) - alkyl, halogen an
5- oxazol yl rad|€8psﬁﬁﬁlﬁé &H%dﬁ@@#?ﬁﬁﬂad 6F1mRmoalkyl, 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- (¢ -Ce) ~alkylamino, di- (Cy-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'



or disubstituted by identical or different 35 substituents fr t he g
consi sting of hydrogen, (Cl-C6)-alkyl, halogen, nitro, am i}%?ﬂnﬁlﬁﬁg-ﬁ&&o
(C1-C6) -al kylamno, di- (Cl-C6) -al kylam no, hydroxyl, (Cl-C6) -alkoxy,
benzyl oxy, carboxyl, (Cl-C6) -al koxygarbonyl, (Cl-C6)
- al koxycar bonyl am no' 19 January 2005 1.9 or (Cl1-C6) -al kyl which is nono-
- or polysubstituted (By-@duedikyg, vriefierabl wotorf buormergtdutgt i(tChi-«d O) - aryl
and (C6-Cl0) -arwyd,- = C - X 3 ,.: 4 rl.soxaz ' radical or
3-, 4, or 5 s%¥<a§g%°fr : )E’:i- %ﬁ%ﬁ;‘fﬁ{ acti.rég}fm\%{%'é‘g‘éhf’gé '?‘lé}llbtg)'--al kyl
radi cal may be uRSUbs?id ut@ed Cor! newvl - 6F1 860 yadbsiirt uted by identical or
different substituents fromthe group consisting of (Cl-C6) 10 alkyl,
hal ogen_and oxo (=0 -and the 3-, 4-, or _ 5-isoxazolyl radical my be
unsubst Pt ut ed or? ndno- % dPEUBSEISHREP IR, | BREIGRRI O8r id f érenor
substituents fronidexaraiyl consice) AUk hydaegan, (Cinegk- al kHe, .
hal ogen, nitro, ino, 1 no- = . -C6) sal kylam no, di- (Cl-C6)
--al kyl ani no, hyg(;?o;(&g? , a?]éﬂ?cﬁ?d}égiowg’ B’Snk‘éFB%FlE&FSE%ngF, MeED-
C6) - al koxycar borsst, pClyehsaikokgdar bonylidemtnioccadr ¢£€1- GA)Y fealekyl which
i's nmono- or pol yguhst I I Pe r - trifluoronethyl,
(C6-C 0)-aryl 20 andié(&é@%lo r(?ar Eﬁé %%f}l&?jo?{ﬁq%ﬁ&ngg #?{il r’gasg 4-, 5-,
6- or ¥Vindolyl ddtilcal hatogen, and gxo 4(=0)5. and- tgre 73rndd yi - ofCl- Cb)
--al kyl  radical 5 viledse 4d16/1( Gad3at ahdy | be adhsabsFBY1uPEI 28 URSHBS i t Ut ed
or nono- or pol ysubst.i.t uked 'bég identical or djfferent substituents from
the group consiStinGi6PPEELLBERCal kY, hdRferraind o (9fferrBtt he 1-,
2-, 3-, 4-, 5-, shbaritihdmdol ylfromadi cide mygrbapunsubakitutiag or oRoNO- to
30 hexasubsti t ut i.dentical. or_different. substituents fromthe group
consi s{isng of ﬁl%irl%\é’eeﬁf’ (élfﬁcgf)oaﬂﬁ%' ﬁg?%%%ﬁ?’ni?%’f?'an?ﬂb?o'

mono- {C;-Cq) ~alkylamino, 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_1—c_6)—a}.kyl

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



mono- (Cl-C6) -al kylam no, di- (Cl-C6) -alkylamno, hydro
-al koxy, benzyl oxy, carboxyl, (Cl 35 C5) -al koxycarbonyl, X?gl é%)lary 005
- al koxycarbonyl ami no or (Cl-C6) -al kyJywhich is nono- or poI ysubstituted
by fluorine, preferably trifl uororrethq (C6-d o) -aryl and

(06-C10) - aryl - (CREE) DGR a4 t RBe s%‘h@?‘%ac?%tl%%HYCtﬂcé?eH%H]cﬁmr s,

di astereoners angl £, Jﬁﬂt@dﬂtﬂ@@ﬁaﬁoacﬁcmamwme,s@nﬂs;heh@hebfraceut! cally
~acceptable salts, in particular acid addition salts, thereof. According to

a further enbodi ment, quinoline 5 derivatives of the fornmula (1) are
provi ded vixiahrdimey chatact ew zedfunchdmt RemBhdiRBntR3, XuifiolAn«Q n and m

have t he r@gg e and, r e t
unsubstitu "gg’lbstl ie% by onlg%1 O?? %&% %“?12% d égpf eafréent
(Cz- ©B) - alm@ﬁmp@d vmr@q@ Rdj &nerﬂz,oi?ygeﬁ aton® ., rr@y al sodben | i nked by

(Cl-C2) - k!l ene ﬁéQHPﬁgs %Wé;ii NghdRe aa har hheiegﬂeg@heempheqﬂunol i ne
derlvatlves of the fornul are pI’OVI ded which are 15 characterized in

that R RFRiRh 8, %S‘@Stljt‘@edn QRd SHPataFettate FEamnfystei vdiveabove and
R4 represenmientd,dxl digwet Wﬁ/ﬁ)éﬂﬁékyf ° t]E ecllcm.rewll-agkbgya E_;btbh@?r eRipediement ,

qui no Q0 derivatives of the fornu 1 . proyi de are
charaﬁerl FIH T nBEYRE h R ﬁ]@é’nl?‘n]g%é %’\‘? fja‘@fﬁ%, R WE%EL R, R3 each
represent adkpldmegerircatpem Z  represents an oxygen atom and X represents a
nitrogen atom P and Q each represent gem nal hydrogen atonms, mis zero and

-n 25 is the integer 2. Accordin a further enbodi nent, quinoline
“derivati véSCOFIS forfril a £1) tﬁ’ﬁﬁ/i deembpilonent e  chadaldnezed in

‘that R RberRatR<2ach I eREe FIHmA 3 mhydkeg@}@tﬂed ZyhEpRESQRt s an
oxygen_ atom X and_Q each represent gem nal

renpresents ni trogen ato
hydr oen &PerecHriieederd a}teﬁ;r'eg%nt §2'{T}?re' it eYerf2 @nd"RACFepr esents a
3., 5-di mrethexyptienymeanings 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 hydrcogen atom, Z represents an oxygen atom, X

_ represehts 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)




radi cal . According to yet another aspect of the invention, ere

provi ded a use of quinoline derivatives as defined above ij ﬁﬁ@“ary 2005
manuf acture of a nedicanent for treating tunors in mammals. According to a
- further aspect of the invention, a 2process for preparing quinoline
“derivatives as defined above characterized in that a quinoline carboxylic
acid of the formula (2) 19 January 2005 21 5 in which R Rl, R2, R3 have

t he nmeanings given above, z denotes anzoxygel or sul fur atomand Y
represents a |eaving group such as hal oge+;, hydroxyl, (d-C6)- alkoxy,
-0-tosyl, -0- nesyl or imdazglyl, is regcted with an am ne of the 10
fornul-a (3) ] H2" R4 HN X P formula 3 15 in which. R4, X P, Q
m and n have the nmeani ngs give and the desired quinoline
derivatives are formed. Synthg -—R_,0 The conpounds of the fornula 1
can be obtained according to“xCthene 'elomr 19 January 2005 22 Schene 1 5
The starting materials (2) arR, (3) aﬁ% @i ther commercially available or
can be prepared by procedures - known per®se. The starting materials (2) and
(3) are useful intermediates forfprmpbaig the quinoline derivatives of
the formul a (1) according to the 10 invention. The solvents and

auxilngries LQ . %‘used |f a%?ro riate, and the reaction paraneters to be
used in ic R2, R3 have the meanings given above, Z

denotes an oxygen or sulfur atom and Y represents a

leaving group such as halogen, hydroxyl, {Ci1-Cg) -

alkoxy, ~O-tosyl, -0-

mesyl or imidazolyl, is reacted with an amine of the
10 formula (3) o

o R,

HN

(CH,)m Q

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:




such as reaction tenperature and reaction time, are 15 known to the person
skilled in the art owing to his expert know edge. The qui ntfiffguary 2005
derivatives of the formula (1) aecording to the invention are suitable as
medi canments, in 20 particular as antgpunor agents, for treating mammal s,
in.-particular nman, but al so donestic animals such as horses, cattle, dogs,
cats, hares, sheep, poultry and thecthdde.119 January 2005 23 According to
a further -aspect, the invention provides quinoline derivatives as
descri bed above for use in therapy. According to another aspect, the
~i-nvention prjovides the use of quinoline derivatives as described above for
t he manuf actjure of a ng@Pdanment for treatoagytunmors in mammals, [in
particul ar nan. ably, at | t ong_quinol ipeaderivative of fthe
formula (1) {is \b-reg to : g an -anpount—effective flor the
- treatnment of] the Qupayr. JThe "t hergpepyti Cg ef f elldmethgl- dose of the
‘qui nol i ne dgrivatiVve alcording to the inwventionmpiphefinesti on which is to be
admini stered for the treatnent depends int&CHalia on the nature and the
~stage of thg oncosis, the age and the sex of the patient, the type of

adm ni stratilon and the duration of the treatnent. Adm nistration can take
- place orally, rectally, buccally (for exanpk§}§ublingually), pgrenterally
- (for exanpl g subcutaneously, intra- nuscul ar})y; 2 ntradermally or
intravenouslly), topically or trangdeihmal According to a further aspect
of the invention, .nedicanentOghdtact¥ri in that it conprises, as
active ingregdient, at |east one guirefi nevdefivative as defined dbove,
These can bg solid, sem solj iquid or aecﬁggl preparations. Suitable
solid prepdrations are, f » capsul es, 'powders, granul gs, _
tablets.. Syitable senm sol iNd_preparations are, for exanple, ointjnents,
creans, geldq, pastes,

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 the

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. |



suspensions, oil-in-water and water-in-oil emulsions. Suitable liquid
preparations are, for exanple, sterile aqueous preparations’ f'GRUBEY el al
adm nistration which are isotonic with,the blood of the patient. The
invention is to be. illustrated in norée detail by the exanple bel ow,

Wi t hOUtAb@cbmgnl‘gestdSI Gt eduiﬂldrheas@é@d‘fp' ehe 19 nlanuary %ﬁ@)@lgés 'nla lne
Exarrpl (3t5 di et ho?y% hen | ) - 4- (4- qui nol yl - car bonyl ) pi peraz
(11. 5 nWofY"3F VGt ol | o%&iffr‘*iec 5o d Yrer eln sliBpEtiied ﬁﬁcwmg otoDlvF

- Wt h stamasuhmg hspécy, (ﬁHeZ mmsln)tlah Npm@{rbaégmr@{pl e and thenndiine
sol utiop OP (1-benzotriazolyl 10

tripyrrori 37 nopﬁospﬁoé ﬁﬁ\rﬁ]%‘?(% T%vreop]??orspﬁhet dYEH@CtPr860§ @lIesligament of

1- (3, 5- thmetkexyphenyldpi merﬁms,l In2}5aiﬂlcﬁfla@|\/ﬁaﬂ\ere added to this

m xture, The pixture vvag red for 12 h, the DVF was distilled off
d

bt D s RSt PRSTAnE tes ke el Bie To7BuLR| [Da el

under I’EC?UCES p¥essure a

col um (é@@ﬁ@ig@ér@@ ebr amodeiel AG ammrﬁﬁtaff@mvé h@oﬁn@hée phase

di chl oro-_ net hane/ h%rllol /| 25 percent a ni a claé?l /v Yield: 3.4 ¢
(78. 3% Of*EHEBTYS CURpE-1 48 1 Ehage é{t.% &St i n various
tunor celdsel ig®s 25| rqmmbimé eréd¢idrat £8¢, idﬂ@oﬂﬂl]‘.m@r otof efladi ve

activi ty; é?éﬂ?ﬁ% st ancetP 434}11 was extam ed i.n stab) i shed tunor

ues n admird stere
cel | 1ines est UsE t he' ceI &l ar ehy rogenation acti vi ty is

~ det er mi el V\mﬂ@hmﬁakesieip@nd[@os}mtlﬂre dloiaetrr hhae neltare taald tthef the cel |
and, 30 dndidecdd VerheoneblkigountpneT @i;e'é{ndl '&?1% Ué%g age thg human

cervical carcinoma cell lines KB/ HelLa ATCC e nurine_|ynphocyte

| eukaeniRRtiet fhagcereeLof19fmiphsty ﬁnb@@éistt%ém@éﬂ@rhdﬁ% line MCF7
| ATCC HEB2?) taadthleetovandmadeneeatEbAON®at | RRke 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.




35 SKOV-3 (ATCC HIB77). These are established cell |ines \é]\/gé ch are ver
wel | characterized and were obtai ned from ATCC and cul tur Jf@“ﬁﬁ%t?é]r(i}
2005 25 The results shown in Tab. 1 denonstrate the highly potent

antiproliferative action of D 43411 4o the cell lines SKOV-3, L-1210 and

HelLa/KB. Oning to the particularly slow growh of the MCF7 line, the

effect 5 of D-43411 in the testwpeking PkadBld is only small (18%
inhibition at 3.16 g/m; thus stated as >3. . Tab. 1 In-vitro ,
cytotoxicity in tunmor cell lines (values determned from5 substance 10
~concentrations) M 1-ASs&y di@a®hiopyiiienyd ) Sté-Udt-wud4ic3MI-3L.1210KB/ Hel aM 17

r-r D-43411429<0. 0003<0. 0003 %@fﬁ Hod 15. XTT Test for

cel l ul ar dehydrogenase acti vf??/pk'?' oé%ent%@lgrovvl ng tunmor cell lines
HeLa/ KB SKOV-3 and MCF7 and the L1210 | eukaem a line,. which grows in
suspensi onp wgre(culgi \eﬁ{caq upderqsianpard £ongditd 1@0 a!dlcﬁ”w!e%“bat or
wth gas inlet at 37C %o CO2 and” 95% at npspheric m dit On . Test Day 1,
the adher eisRaNded 518 d@?ac‘ﬁgd Ui g™ vy it/ E@?Kr&ﬁ’@ peIlI dted9by
centrifugatiion2 Waelgel bf pai- hethyanui@moaasx@smmedhen RPhbigulibyre nedi um

t th |1 25 t f 96- wel | tit

SI at ee ?'?'E;%Blrgﬁtgg : (ﬁien cu"ﬁ Nat da 3 ﬁhkgh{ioﬂgflﬁgtﬁéﬁﬁﬁf I_I:-OV\A! t[}egas
inl et.1The tmewmsmmmm up asx@tfd;ubrOPhbaphens)l n DeB® and, on

Test Day 25 did uf ot id st Lo 1 el Wit Qo LREO8ALESS) GoRGEOLEALI OnS.  The

19 January 2005 26 substances In culture ne to the-
cells and ithc@Fated 9 e W%tﬁﬁ@ﬁd Wi @ htlyes TMFF@EIEF orThe mixture

was stirred at RT for 12 h, the DMF was distilled off

_ ‘under reduced pressure and the residue was purified on
15 a silica gel column (Kieselgel 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.




- 45 h. Cells which have not been treated with test substance serve a
control. .5 For the XTT assay, 1 mg/m of XTT (sodium 3'-[1-1° January

(phenyl am nocar bonyl ) -3, 4-tetrazol i um - bi s(4- met hoxy- 6-

nitro)benzenesulfonic acid) is dissobyed in RPM -1640 nedi um wi t hout

Phenol Red. Additionally, a 0.383 ng/m 10 solution of PM

(N-met hyl di Drezepsazisesapiviyl insubdit e) | BeRbaspRate- bukd enpdpaal i ne

~ (PBS) is prepared. On Tezt Dag 441v 75 1/ well fﬁf the XTT-PMS  mixture are
pipetted ont® The 2BHIPHPALESTAGAVEN 26T 1RBwOThR et bbkh iRctbat &&Mith the

test subst ahtmss f 0BK88-R, 13.-T@Xthi saedd, Hele /XET sdwin®n ts micked with

the PM5 s i i ratj X / S |y, before use... The cell

pl ates ar eoé e&npéhnicéu%%‘e%b?nﬁrﬁg&hllné:%bé%%r %V%Ht hllgrées’ i EP& edeSrﬁC& further

3 h, an@ thef opri#édll dehsthy CtEBIOPEFiod dét et hed s noalphetreddt er. 20

Using the ORA@OnmAeilal nad.ad e, 1aNDId On il RGN adelftiye to the

control is calculated. The antiproliferative activity is estimated using

- regression analysis. 25 Exanple | Tablet containing 50 ng of active

conpound (iuarposihtimw(t:b;‘,o ,(%qiudta?;cmmunﬂl Egilrﬁ%frg:eﬁp jgﬁeéact;)se 98.0 ny

.(3) Maize starch 50. 4) . Pol yvi nyl pyrrol i done 15.0 5) Magnesi um

stearate 2.0 ng To ‘%a}qtur%S.O %t%’énﬁ%%ar atton™ (1)? (2) gg‘ll?&g:é@Feare m xed

and gr aful at ed wi t krcaweramegousisgol uti on of (4). The dried granules are

adm xed wth (5). This mxture is tabletted. 19 January 2005

S
2005

_ XIT - Assay IC*° [ug/ml]
D Structure MW SKOV-3 14210 KB/Hela | MCF7

aber .
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




27 Exanple Il Capsule containing 50 ng of active conpound Conposition: 5
(1) Acm)ve corrpognd 50.0'ng .(2) Mize starch, dried 58.0 %r?)aflﬁ?rlf_a%fi%e
powder 50.0 ng (4) Magnesiumstearate 2.0 ng Total: 160.0 ng 10 _
Preparation: (1) is ground with (3)26 This ground naterial is added with
vigorous mXxing to the mxture of (2) and (4). This powder mxture is, on
a capsul e fdubgteggmehimethé5chilkued mﬁdmmre;tgégilwé%gﬁd@?@sunghlg! ze 3. 19

- January 20 : t ent a . I nol i ne

deri va%/i veé&al\gg’o?%%cg%]r?%l%g?oﬁw?% 1i1fr1r§1r1m%r%r 1W‘|l(r:1§vxﬁi35hli‘6gé, %ﬂf, R2, R3
can be attﬁneb-tocﬁg%sofwhi@qm% i Ret15been 25: Bt bovi tat ores€2 to C8,

N care identi GRibs¥ancd darant; and jhdapendently of one another denote

hydrogen, straight-chain or branched = (Cl- C8) -alkyl, (C3-C7) -cycloalkyl,
strai gh?- chain or branched (G -C8)-al kyl carbonyl, straight-chain or
branched (fGl CBhe- akkUXyasbaypgen, it (SEl- &&r - akketyim Nkt Lz _am no,

e Koxycar BoTY i RR SREr o) Saidc bRt eiS (- eENSaY -5al ky!
cyan, straingiprod benzepeswldochied acid) is dissolved in RPMI-1640
medium without Phenol Red. Additionally, a 0.383 mg/ml
10 solution of PMS (N-methyldibenzopyrazine methyl
gulfate) in phosphate-buffered saline (PBS) is
prepared. On Test Day 4, 75 pl/well of the XTT-PMS
mixture are pipetted onto the cell plates, which by now
have been incubated with the test substances for 45 h.,
15 To this end, the XTT solution is mixed with 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.




cyano- (Cl-C6) -al kyl, carboxyl, (Cl1-C8) -al koxy- carbonyl, (Cl-C4)-alkyl
which is substituted by one or nore fluorine atons, carbox L{a@j:la@)ZO 2
-alkyl or (d-C8) -al koxycarbonyl-.(Cl-C6) -alkyl, (C2-C6) -alkenyl,
(C2-C6) - al kynyl, straight-chain or2branched cyano- (Cl1-C6) -- al kyI,
aryl, where the aryl radical may be unsubstituted or nono- or
pol ysubstituted by identical or 19 January 2005 29 different substituents
fromthe grg prnf]tSti ng of hal ogen, straight-chain or branched (Cl-C8)
~-al kyl, (C3- -cycloal kyl, carboxyl, straight-chain or branched (Cl-C8)
5 10 15 al k@ﬁ@%lal%ommtalbyngrﬁmlu@rf@fread:ntyive hydinpoyhd st rai ght - chain or
‘branched (Q@shSdst@ikQxy, benzyloxy, nitro, amno, nono- (Cl-C4)
-al kyl am no - (Cl- &)-al kylam no, cyano, straight-chain or branched
cyano- @c1- k%b BAFRdYe GPmPRUAddditi on&O-P Rdand RL or R2 and R3 may form a
~fused aromatzc awmﬂ@eéegréhpgdmé@ thegg . q,uim@ol ine ring formng an acridine
ring which or 1jr:és C%Qe may be substltuted at any C atom ring position by
t he radi caI ' havi ng Re OnB4ni ngs nenti oned above; Z is
oxygen or s(ﬂ)f urMagmmm@téamel 202r.0zmB P/

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. |




( H2)M a substituted on the quinoline heterocycle may 25 quj holine P, %§
~independent|y of one another represent oxygen or gel ninal be af4eREYY C
atoms C2-C8 of the ring skeleton; hydrogen atons; X is nitrogen or C R5r
where R5 rgpr ydrogen or (d - ,06) -al kyl; 3 i hdependent |y of
one anothe?@dg%g?ggggn i nt eger betmégn 0-3, with tﬁéﬂaa%ﬁﬁiiﬁﬁ%éi in the

- case n = Bar&ndepglessa CRSR6 group where RS and R6 independently of one
anot her represent hydrogen or -(Cd-C6) -alkyl and that the nitrogen atom
adjacent 19 January 2005 30 R4 to the C=Z group is substituted by a
hydrogen atom gnifof EnEBlerabkyh vBEOHR oS 1A HAILHY Ghal A 01 branched
(C1 - C0) alkyl radical which my be saturaf'ed or unsaturated, wth one
to three double and/or triple bonds, and which nmay be unsubstituted or

may optionally be substituted at the sanme Hzﬂifégr%nt C atons by one, two
or nore aryl, 10 heteroaryl, halggen, qno, (Ch» - al koxy- carbonyl am no,
(C1-C6) -al koxy, am no, nono- ( 4"~ al kylam po or di- (d-C4)

-al kylam no; a (C6-Cl4) -aryl radgical, [C6-Cl4){-aryl- (Cl-C4) -alkyl

radi cal or a (C2-Cl0)R-heteroar or 10),.~ roaryl- (Cl-C4) 15

al kyl radi cal which conpakas org_ or re WHddgmoat o sel ected fromthe
group consisting of N, S5-lukere the (A -C4) -al kyl radical nmay be
unsubstituted or nono- ywybstituted by identical or different

substituents fromthe gfotp R
5 1 . 2

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-C,) - 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, (C1-C4) -alkyl which isg substituted
25 . by one or more fluorine atoms, '

carboxy- (C1-Cg) -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




o - al kyl mhlch is substltuted by one_or

20 consi sting of (Cl-C6)-al kyl, hal ogen and oxo (;0) and wpgredhe 2005
(C6-Cl14) -aryl or (C2-Cl0) -heteroaryl radical may be unsubstitute

nmono- or pol ysubstituted by identical or different substituents fron1the
group consisting of 25 straight-chainsaer branched (Cl-C8) -alkyl, (C3-C7) -
cycl oal kyl, hal ogen, cyano, (O -C6.)- al koxycarbonyl am no, (Cl-C6)-al koxy,

carboxyl,  (Cl-Cs) - abk@eyeankonylsusddiah@teLhal frg brapghedg, Eé
30 fluorine atons dr oxyl ,

straight-chain or brSABR&FCEEE cHt apg‘g?ﬁe%er%traa’cﬁ’%é%ﬂajd&yg@ﬁ at ons
may al so be |inked blpra(neﬂleGZ) {ahkgg)mwbups (@5d9§en§ybm§a;1kmtro

am no, nono- (C, - a m .no r whi ch
for its part may be unsu%gg tutﬂ%lﬁq1 m)no :Lr(‘)rz)r tfffle&yL

i denti cal or differeatkoxsypsrboogats fromthe gr oup COI’ISI sting of 19
January 2005 31 straight-chain ogyb raq_qmd%o kyI ﬁ(lﬁé

cycl oal kyl, car boxyl st raij ght - chal n or bra % 0X car bonyl

by trifluoromethyl, Shigatekyrchainai ghe - chﬁﬁﬁcbﬁdbra%hé'el {EhkaRy, 5 al koxy,
benzyl oxy, nitro, amno, nono- (Cl- C4) -al kyl am no, di -y4&1{4)
&), -a¥ky|

al kyl am no, cyano, str ht -chain or ched cyano- (Cl- 10
and their structural Jr@%%m? TAHE - SFE?F’(?O?&GWEFE alkvharineul 8¢ -t gut oners,

di ast @Peoners and en@it-adierlssmiang, t hetyamphar nm:temﬁigla&lqrh@mept@bl e

salts, in particul ar,agid agddition 52, _Quinoline derivatives of
the formula 1 accordb to ClalmlcsﬂrL r%%’tg%?zggk?’ ‘that RVEIC R R3,

X Z P, Q nand m B trabbanRngadgiRierri ®: and Ry 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
/;/L\\ //]<
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




Gaim1l and 20 R4 denotes a straight-chain or branched (Cl-{20),y;,3! %%5
radi cal which may be saturated or wunsaturated, with one to three double
and/or triple bonds, and which may be unsubstituted or optionally
substituted on the same or different 2% C atons by one, two or nore aryl,
“heteroaryl, hal ogen, (Cl-C6) -al koxy, am no, nmono- (Cl-C4) -- al kylam no
or di- (Cl-C4) to aiﬂfé’|@92n?ro§§ 32 CObwtSBhced XYL arRAYen St¢ gl oht - chain
a phenyl ring or_a n h(%sgy ri qg each of which “may be unsubstituted or
“nmono- or pol y- Fubdt it Utdd Wy Y d&EHTEM or different substituents fromthe
group consisting of straight-chain or branched (Cl1-C. 8) -alkyl, (C3-C7)

-cycl oal ky , halsogeﬂ;rﬁﬁ&ﬁ@eh&ﬁl-@brahcgégomc_arcggrlyI am no, (C1-Co)
- al koxg, carboxyl, one or nore fluorine atons, hydr oxyl , strai ght-chain or
branched (Cl1-Ce)lktikyl midictali s saibisth t utrey by ey 1®akanusrad 20Q%- 32

branched (Cl- RinsAlkied bergylRXYoni 18, apine, mRNes (CLGAH)
I I'ch ts g may be

al kyl am no, di- (CLl-C4) -alkylamno, aryl, wh for i par
unsubst it ut ed &t iRifo- PBRAS. pARR ubddichutBay bps densikationtedf faer ent

substituents fmem t RLPCEHL 1I6ONHeST idithdtfi titld@i G - Ghal N QYT ajched
(C1-C8)-al kyl, 4 strai ght-chain or branched

i(f(%' C7t; -cycl oal kyl , carboxyl, _
- (C1-C8) -al koxycar (ﬁ%ﬁ, gi FUoRy 16Tt O h{dr of{Are s@railght - chai n
or brdhched (0et€8parailkoxy, hbdogenoxy, nmytne, am (o,-a@WRelke&l—~C4) - al kyl -
' ' carbonylamino, (C;-Cg)-alkoxy, amino, mono-(cl—c4)—
alkylamino or di- {C,-C,)-alkylamino; a (Ce-Cpq) -aryl
radical, (Ce-Ci4)-aryl-(C;-Cy)-alkyl radical or a
{C2-Ci0) -heteroaryl or {Cz—ijvheteroaryl—(cl—c;)—
15 alkyl radical which  contains one or more
 heterocatoms selected from the group consisting of
N, O and S, where the _(Cl-—C4)—alkyl radical may be
unsubstituted or mono- or polysubstituted by
identical or diffe.ren.t substituents from the group
20. consisting of (Ci-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 substituted by one or more

30 fluorine  atoms,
hydroxyl, straight-chain or branched {(C1-Ce) -
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




am no, - (Cl-C4)-al kyl ani no, cyano, straight- chain or br af@ih%qlmglzg%%
'(Ci-CG) -aIkyI 15 a 2-, 4-, 5- or 6-pyrimdinyl radical or 2-, |
6- pyri m di nyl - (Cl- C4)-a| kyl radical, where- the (Cl1-C4) -al _kyI radl caI nay
be unsubstituted or nono- or polysubggituted by 20 by identical or
different substituents fromthe group consisting of (Cl-C6)=alkyl, hal ogen

nsubst1 LUt el or mone. Lo iri supst g by dcel i aav e ﬂh?’ém 25
unsubstituted or ubs uted by identica

substituents fr%%ln? l]éygUp Cé%%%?ﬁdrng g ity &é\éﬂn ( OF1-’s3ndngd|

hal ogen, nitro, (GH®d,-alkoxyeartChy(ds) -a|bkty§} am nonrﬂflu&ﬁi:réﬁ)(lcl %)
--al kyl am no, ( X enz ar boxy

-al koiycar bonyllq%?%%“y&}) E;;zjﬁ]%@)cc{/car c}(1)élnlylf 38 %é‘%(%h C%l S‘F)kyl whi ch
is nond- or pol Flkexhstituted by fl uor| ne, (C6- ClO) -arybexamﬂcﬁ)@G C10)

-aryl Cl- C6 - 3z i r lgﬁéi nyl,.r c or 3-,
_4?, y5; f)r 6- pg/rrllg%iz(?{nyla“a(%(cg' mon yI O)ra J«Ié}’]]al eré1 tf}@l ( - aI Kyl
radi cal may be 2HAEHBEER Ut e&YéP%noSt%?l%ﬁﬂélﬁﬁ)‘sm t @ted kb;ﬂl’bshadjentl cal

or different subgdnduent-<.framkihe 19 January 2005 33 10 15 group

consi sting of (Cl-08)-alkyl, halogen and oxo (=O and the 3-, 4-, 5 or

" 6-pyridazinyl radical may be unsubstituted or mono- to trisubstituted by
identl@al or didHdremirssbsuctuealsitposrshangr etiereoisiosld2g ah

_ gydr o%in,%; Ci al(;'%) I alrﬁgiylar hal ogen,¢ flid£9, anm ng,_ . mno- (C1-C6) - al kyl ani no,
- eagntlomers and their pharmaceutically acceptable

salts, in particular acid addition salts.

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 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
25 C atoms by one, two or more aryl, heteroaryl,
halogen, (C1-C6) -alkoxy, amino, mono-{C;-C4)~

alkylamino or di-(C,-C,)-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, straight-chain or




hydroxyl, (Cl-C6)-al koxy, benzyl oxy, carboxyl, (Cl-C8) -alkgx n
(C1l-C6) -al koxycarbonyl- amno or (Cl1-C6) -alkyl which is rr%%o%/a% 99 Ybos
pol ysubstituted by fluorine, (C6-Cl0) -aryl and (C6-Cl0) -aryl (Cl-C6)

-al kyl; a 2-, 3-, 5- or 6-pyrazinyl radical or .2-, 3-, 5- or 6-pyrazi nyI
(C1-A) -alkyl radical,. where the (Cl-C4)-al kyl radical my be
unsubstituted or beaachkdacyci-@gmntkatabxg) or di fferent substituents from

the group 25 .30 35 consi stl ng Cl-Cq) -al kyl, hal'ogen and oxo (=0 and
the 2-, 3-, 5- or 6-pyrazi iyt %‘»g%‘? A nr’r&;fobe %%‘Bstlntqﬂcbo(%r fono- to

tri substl t ut ed byalgghemdab, orddi {€er@ntadubdtinti nent sarffnomx.&ﬂm:h group

(G oa ) al Kyl anp g, e PR w8y He S ycRd (36 FRRBL @ al koxy
benzyl &xy, car boxyPC’lY%}lb@B}tuﬁPﬂoxMar béldﬁlnth(ad;l CB¥ - aiicﬁﬁqnmartbonyl ani no

or (Cl-C6) -alkyl suwBse€bhci&npBNO ub te n (Cs-C10)
-ar3(/l and)(C CXO)S-ar I!-: n1 CGSEI?)EAHI quy)/é %JI:b&H @gl&%l t':{ﬂ?‘ %f
- 8-cinnolinyl radicaF*? % gin 5. C’3-’6 Franghed. ¢ r{ﬁfo’r‘i3ﬁy18-1k(y@l c4) -

al kyl _ . radical, V\hectﬁctmlec@relo@ky—lal qualrw@gﬂcal Stggygﬁg HAs§Rsty,t uted or
nono- or pol ysubstl%}%éﬁg(g gcﬁug cai3 or défferrle substltuentrs fromthe
group consisting o 99" J Fl/ilﬁg BARFRYY Ly kY AdiddaieTend oxo (=0
and tR€ 3-, 4-, Buetlgyl, 7-hydrogski nnolianiyghtr-adi=cial Imy e-andhedbst i t ut ed
or mono- to pentasylstd,j ubefdoRy,
benzyloxy, nitro, amino, morno- {C;-C4) -alkyl -
amino, d.i—(C1~C4)—alkylarﬁino, 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 mono-  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, (C;-Cs)-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




identical or different substituents fromthe 5 group consi s f
hydrogen, (Cl1-C6) -al kyl, halogen, nitro, amno, nono- (CliéC:GrE)%-ng']a§§\;l %%)Bno,
. di- (Cl1-C6) -al kyl am no, hydroxyl, (Cl-C6) -alkoxy, benzyloxy, carboxyl,
(C1- Co) - al koxycar bonyl, (C1-C6) -aI kexycar bonyl am no or - (Cl- C6) -al kyl 10
-which i's nono- or polysubstituted by fluorine, (C6-Cl10) -aryl and
(C5-C10) -aryl - (Grbhp cdieilscim?-of lrcgjrqaﬁqﬂ ha®% énql%rgjﬁzmlnw
a

radi cal 15 or 2-, el 8- qU| nazol i nyl - l[‘%h

radi cal, where the i‘%l (CEB) %ﬁ“l%ylt  atli calt~ naysbeoﬁnsﬁjwq Zédlef nono- or
pol ysubstituted. byadileali calayor bdi fftﬁﬁsaﬂbstﬁtuhsédt ugnt Smf:h@m the group
consi sting of 20 ) - aIkyI h n and oxo and the 2-,
4-, 5-, 6-, 7- nggqug%éégﬁ?%l Phdi chie V‘g%e urubs é'"(‘]'ind_rr nono-

to pent5asubst| t ut esitlpytitdemnteal fopm ditfifeer egrtowbstohaéetsnﬁr omft he group

25 consi sting of X nono-
(C1- 06)I - a: kgl am %ﬁﬁﬂg@é‘m (@33 C%) %} droH'lLl%g( C%H%:é}) - al koxy,
benzyl oxy, car boxwon?dct@s-’ apg Y}é&‘#ﬁ@nyl dl(@@x@)’ *aéﬂik’dﬁyuapbonyl ani no

or (Q-CB) -al kyl BRawmbieh, | s(oyo0Q) - e@Ik 3/8%#1%@ blﬁafrb!:@.

(C6-C10) -aryl and C al k 2- 6 7-,

or ' 8- qui noxal i nyl %dgéragggxﬁccy‘rgog % 6{Crfs, éllkS’Xé[G’PHBS?&WnyI

(Cl-Ccap -al kyl radam:a’nq wber e (tdaecg)GlaIIégl akhybh radi cakom®y ber

unsubstituted or S&Ibstl tuted identical or different

" substituents from gr Sl con5| sti kg of fgr’rﬁlgr‘y 2005 35 (Cl-C6)
~-alkyl, halogen and oxo (=0 and thé&Cs-Z1p} 3ary5-and- (CI-CrobraByfui noxal i nyl

(C1-Ce) -alkyl;

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- {lacu °  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, (C;-Cq)-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-



radi cal may be unsubstituted or nono- to pent asubsti t ut ed pé( jaqlqlggrg,cgbogr
different 5 substituents fromthe group consisting of hydrog

(C1-Co6)-al kyl, hal ogen, nitro, am no, nono- (Cl--C6) -alkyl am no di -
(C1-C6) -al kyI am no, hydroxyl, (Cl-Cg)-alkoxy, benzyloxy, carboxyl,
(C1-C6) -al koxycarbonyl, (Cl-C6) -al koxycarbonyl 10 %m no or I(CI 826% Céalcliyl)
whi.ch is nono- or ¢ 1&@9;@“&&@ IL)y fﬂ:‘l“% Lne,. C% yl an 0
-aryl (Cl1-C6) -al kgf)p Qe @ g( 1 9() 5t %?%m azi hyl

radi cal or 1-, 66, i S sﬁpm1woézunm9|-re@1c@) ma}{kylberadl cal ,
where the (Cl- C4) uﬁbk};&btltade@aloﬂfmﬁoh@ waﬁéhk:%l%ﬁ%s@&tﬁ%%@

pol ysubstituted by. %%egtl C rent BS'[I tuents fromthe group

or
consi sting of (Cl-*C8)~afkyl, 1Flal etk o)?b‘ ELoFusRE St hErem, Whe 50 6.
- 7-, or 58-pht hal aZIQW'IJPZSc:Gﬁngtmagl calf mydbeguﬁsubsbltg;)ecbmlﬁlmno- to
pent asubstituted l; nt ent mt he gr oup
consi sting of ?{og(gﬁ&Tl 5%;0' % ﬁg (%lgn {:55 ]i??{];ﬁi“
(Cl- C8) - al kyl am i - - C(stia@ylaaﬂlklplrarhmoxm,drdEerCe)({éﬂl]@ay, aI koxy,

benzyl oxy, car boxybenz{lx$6) -akkgxygar bonyl, _&GL-G) a rbonyl
am n)c/) or (Cl-Co)- at;?z)(’gh}q% IS rmnog; p)c() %/suc):stal tt?txg y udrine, (C(;
-Cl0) -aryl. and ( yalﬁchaEé?nEé?maPkw om 2- (C8=Cel4alleel 6-, 7-
or 8-yainolyl radiwgichofs2mond~, ¢k ,pdty s@bstfti_@ie@ Byl Al fCl- c4) -

al kyl, radical, where the (Cil- C4) -aI kyI radi ca (Ce-Cro) -aryl and

(Cs-Cio) ~aryl- (Cy;-Cg) -alkyld;

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

20 " hydrogen, -(Crﬁk)—alkyl, halogen énd oxo. (=0)
7 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-Cip) —~aryl and

{Cs=Cro) ~aryl- (C1-Ce) ~alkyl;

a 2-, 3-} 5-, 6-, 7-, or 8-quinoxalinyl radical
35 ' 2-, 3-, 5-, 6-, 7-, or 8-qguinoxalinyl-
(C1-C4) -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




may be unsubstituted or nono- or poly- substltut ed by ident{ga}, QL
different J 19 January 2005 36 substituents fromthe group consi stl?qg
(C1-C6) -al kyl, halogen and oxo (=O and the 2-, 3-, 4-, 5-, 6-, 7- or

- 8-qui nol yl radi cal may be unsubstitued or m)no- to hexasubstitut ed by 5
identical or different substituents fromthe group consisti ng of hydrogen,

(C1-C6) - al kyl, hal (Iglems)n!alkw afl‘le{lQ) PNnd (GkoCh)-0) abky! aiino,

di - (Cl- C6) - al kyl am no, )édrox (901 C6) _-al koxy, benzyl oxy, car boxyl ,
(C1-Ce) - al koxycarbonyl *7("C1- 06) %Tkofyear Bonyl &m fo BrEne@lios- - al kyl
whi ch is nono- or Jyﬁﬂbstmayt etbe byurfdurartineyt L6- oﬁlo)non@r yl wand

(C6-CA o) -aryl- ( 8- |squ| nol yl
radi cal or 1-, gef@?%%yéu%éorbﬁ i :sé(?dlﬁ‘rﬁﬁ]yl -= (th%) PreA Ky
radi caP, where theSLQI)?t(l(Du@t)S aI kybmr adiheal gmyumpe cosabstihgt edfor nono-
- or pol ysubstltutecj1 ti @ er tifL s fr t he group
- consisting of (Cil- %Mf %%E% & hal® )?a‘i'k&f%d gg%l Mgg{) afg'@ 4-, 5-,
6-, 7- or 8 25 |sd‘ﬁ1ﬂ°no(lcilr‘ shorthy Laginee un@idbg(f—'ﬁ%t eéldwlammﬁ to
hexasubst i t ut ed byhyidiensiical (o - cgjgm@{y S WesiAiUeAt, S fcgggbg{l}g group
. consi sting of hydr eg ) (%Q}g@%c X hal ogen, ‘nitro, am no, ~nono-
(C1-C8) -al kyl ami no;*™ df- 1%} kyl ahin&s) gdkexycarbenves) - al koxy,
benzyl®xy, car boxymingoCl- 0%) abke&éoc-@ﬂbqﬂyl wh{€l- Cak - ahd@xycapponyl ani no

~or (C1-C6) -alkyl GRSl ol ysy stltuted by fluorine, (C6-C10)
. -aryl and 35 (C6-- \M(%JS _@)g,rtith‘% 1- )be’ al ky ?
_ {Cs-Ci0) aryl and (Cg-Cyo) -aryl-

(C1-Ce) —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 (CIL—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 Ehe
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, .
hydroxyl, (C;-Cg)-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-, 7- or 8-quinolyl radical
| or 2-, 3-, 4-, 5-, 6-, 7 or 8-quinolyl-(C;-C,)-
alkyl radical, where the (cl-c4)-a1}q}1 radical
may be unsubstituted or mono- or poly-
substituted by identical or different




a2-, 6-, 8 or 9- [9H -purinyl radical or 2-, 6-, 8-
-purinyl- (cl1-C4) -alkyl radical, where the (Cl C4) - al kyI i%ldlalr 200
19 January 2005 37 unsubstituted or nono- or polysubstitut ed by |dent| cal
or different substituents fromthe gggup consisting of (C -C6) -alkyl,

hal ogen and oxo (=O and the 2-, 6-, 8- or 9- [9H -purinyl 5 radical may
be unsubstituted O:ﬁu]ﬂ@ﬂ@tuéﬁtstl’lf&@lﬂrst Iﬁ}lﬂé edggﬁubde@drp_ﬁstp{néil f{)ﬁrent

‘substituents from e grou nS|st| n ydr ogen, (Cl--CG)
“hal ogen, nitro, @ & rF}f(]J{ Y chads) @(‘%Iilaﬂfﬂo =@ - FreL-Esy 2al kyI am no,

10 hydroxyl, (C1- %)ra#koxy, ,beﬂzyr?exy;r &q&mqﬂﬁ L%diiﬂaﬁ&ha{
-alkoxycarbonyl ( ycarb | - am.n - al which is
nmono- or  pol ysubs%?%géd %Jggéuo%[ ne, g'fO) eﬁ? %35#&1 --@10) -aryI -
(C1- C6% -al kyl ; a.@den%ﬂcab Ut ShfFEHFnipusuhytltaemmal 6ro@-  thé-, 7-

8-[711] -purinyl - )colbkytihgdi gal , hyuhegent he ) ky
radi cal may be 20 uns Ibgltl tuted %)rélm)no- or po yIs]ubstlQ:t?u ?53 %Ik}g]ls 30 35
identical or different substituents fromthe group consisting of (Cl-C6)

-al kyl, hal ogen and oxo (=Ohaakdiehe Ritré;, azrl;)lrgj 8modz,|l;ﬂ(cg@r| nyII
radi cal may be uns st tuted or n stitute y i entical or
different substi tuﬁgﬂf a{?]r%?ntheg}g?rggﬂp C@&n?ﬁi‘ﬁ’ﬁﬁﬁ‘lﬁpf hyBges L ( C - C6)
-al kyL9 hal ogen, niGir6s) a«ﬁrihoxy, nmobenzyTbx@6) -adMydaym no, (¢i-cCl- CG
-al kyl am no, hydr@xy al k e X ar boxyl. (Cl1- Co)
- al koxycar banyl , (Cl Cé} -aI xycargd(lnqIP POEXLRa BB hine (GE
-alkyl which is mono- or polysubstituted

by fluorine, (Cg-

Cio) —aryl and (Cg-Cip) -aryl- (C1-Cs) -alkyl;
15

a. -, 3-, 4-, 5-, 6-, 7- or 8-isoquinolyl
‘radical or 1-, 3-, 4-, §-, 6-, T7- 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 identicall or
different substituents from the group
consisting of hydrogen, (C;-C¢)-alkyl, haldgen,’
nitro, amino, mono- (C;-Cg) -alkylamino, di- (Cq-
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-Ci10) ~aryl and
35 {Ce-Ci1o) ~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’




am no or (Cl-C6)-alkyl which is nono- or poly- substituted {y j&n‘&%ﬁ:&z”?%%
(C6-C10) -aryl and (C(;-Cl0O) -aryl- (Ci-C6) alkyl; a 1-, 2-, 3-, =

6-, 7-, 8- .or 9-acridinyl radical or 1-, 2-, 3-, 4, 5, 6-, 7-, 8- or _
9-acridinyl- (Cl--C4) -alkyl radical, ;where the (C-C6) -al kyI radi cal may
be unsubstituted or 19 January 2005 3§ nono- or pol ysubstituted by

identical or di ff@lrn%@ltbsstlitﬁlttletdwgg_s f&Qm t Qgrg %113, &%@%‘ti}t'e'?:@ Bf (Cl 06)
-al kyl, hal ogen and oxo (=0 the 1-, 2- or
9-acri di nyl radi call@%é);}:lﬁ—‘@lun%bs@%fﬁ@w%r Strhﬁmtqemtm:t émostthat ed by

i dentical or differenp substidtenys Jropethe) group: , cm&é@mgaﬂé

B hydrogen, (Cl- 06) aIkyI al o nitro, am no, noONO-
-le ky?am’ no. b‘%&s) g‘gl kKVearf o, € Ay dBoxy?s ?Ci %)PUEFRB%y,

" benzyl dxy, car boxykadqeh.lCG)man kdxeycanhemgblstltﬁie@g) l;)-xa| kys-ar b@@)(/lcgm'CIn%)
or (Cl-C6) -alkyl or,polys Ltute 0

-ar)(/l o 15 (Cb- C g%ﬁbs“%rl g Cky fégf‘hﬁf}&% 8 5 Ekﬁré‘n‘é >
4-, 5-, 6-, 7-, -8subpptytughesantirdndi nlyﬂleraduroap orccﬂnslsazz,ng’s of-

6-, 7-, 8- or 9- phﬁg@gbgéhdl ;= Cg)C af3)1; ahgxb hadlr&atlb r[\f he (Cl C6)
- al kyl radical ma unsubstl tut ed or nono- QSEOI ysu St t
i dentical or di ffe’f“@ﬁ? dfibste )t Peritve Mt he digr pcebn%llsﬂcﬁglm, hydr ogen,

(C1-Cap-al kyl, hahpgeoxghd. 0x0 dFOn1a88yt hepdnzyRoxy3- cdrboxyl,
' (C1-Cs) -alkoxycarbonyl, (C1-Cé) -alkoxycarbonyl -
amino or (C;-Cg)-alkyl which is mono- or
polysubstituted by fluorine, |
(Ce-Ci0) ~aryl and (C¢-Cio) -aryl-
is (C1-Cs) -alkyl;

a 2-, 6-, 7- or 8-[7H]-purinyl radical or 2-,
6-, 7- or &-[7H] -purinyl- {C;-Cy) -alkyl radical,

where the (C1-C4) ~alkyl radlcal may be
20  unsubstituted Or mono- or polysubstltuted by
identical or different substituents from the
group consisting of (Cl—CG)—alkylr;, halogen and
oxo (=0) and the 2-, 6-, 7- or 8-[7H] -purinyl
radical may be unsubstituted or mono- to

25 trisubstituted by identical or different
substituents from the group consisting of

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

mono- (C;-Cq) ~alkylamino,  di- (Cy-C¢) -alkylamino,.

hydroxyl, (C,-Cg)-alkoxy, benzyloxy, carboxyl,
30 " (C1-Cg) alkoxycarbonyl’ (Cy- Cs) -alkoxycarbonyl -

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

substituted by fluorine,

(Cs-Cio) -~aryl and (Cg-Cio) -aryl- (Cy-Cg) -

alkyl; |
35

a 1-, 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.ubstituted or




5-, 6-, 7-, 8- or 9-phenanthridinyl radical my be unsubstigg 80200 SBM0-
to octasubstituted by identical or different substituents fromthe™ group

consi sting of (Cl-C6)-alkyl, halogen, nitro, anino, nono- (Cl-C8)
-al kyl am no, di- (Cl-C6) -al kylam no,s;fydroxyl, (C. 1-C6).-al koxy, (C6-Cl10)
-aryl- (C-C6) -al koxy, preferably benzyl- oxy, carboxyl, (Cl-C6) -

-al koxycarbonyl, (fadn6b) & koi%gg:ggggghgm:@g orby( Cl 1§g§t?kgy| W%l‘Lch is
nono- or pol ysubstl tlé%ed b fI uorl ne (C6-C -aryl Co- C10 aryl -
(Cl1-C6) -alkyl; a grﬁn Jp%}#?rbtgﬁ raé.r@ai whefe thegreup 3-) 4- .,

5- or 6- pyridyl radbnahsﬁaygbeoﬁ9 (J@inmyyamﬁ?i 3%hansydst | 4 €d,05 NMDNO- to
tetrasubstituted bg dgntl %%8 (1r di ffer3ent %ubsgl tu nts fromthe group
consi sting of hydroge Pél ) —-dl l?yl’ hral oge ni Tani Fo, Hono-

(C1- Co6)p-al kyl am no2- BCdel(lﬂ 08)diikylmay ndye hydmmysltlt(ﬁedﬁ)or al koxy,

benzyl oxy, carbo Cl- car bonyl am no
or ?Clll )C(%) - al kyryll\gl\/?]?%h |S€Gn2)n§%ggéé{8§f§gﬁ%é?lg 3? %de #uo)r(lxne (C% C10)

-aryl and 10 (C6- cCA6fferpyt- (eltw)lt%r@a afzom 3- thne 5gmgup
. 6-pyridinyl- (Cl-Gednsistkiy ofadikBlogamer e _@)(Qlkg@ n%' 6ged adi cal may
be unsubstituted or nono- or ol ysubs t'uted 15 i dentical -or ‘di fferent
substituents from®hEgr Gip nsF‘E’c‘qqﬁg2 Gt Celcr é@}la&’f‘k@‘]’ &l offér and  oxo

(=0 and the 2-, 3c6) 4lkyS-amdindg- pyri Hiytlybxyladi cal (opycheaunsiystituted or

nono- -to tetras %# %g)g by | nt| | or differe 20 substituents from
the group consi stl ng L 30 SRR GRS e OHYE
(C1-Cg) ~alkoxycarbonylamino or (C1-Cs) —alkyl

- which is mono- or polysubstituted by fluorlne,
(CG clg) aryl and
15 (Cs-C]_o) —aryl- (C]_—CG) —alk}fl;

a‘.l—, 2-, 3-, 4-, 65-, 6-, 7-, .8 or 9-

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

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

20 ~ radical, where the (C3-C¢)-alkyl radical may be

unsubstituted or mono- 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~Cg) -

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

moeno- 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




35 hydrogen, (C1-C6)-al kyl, halogen, nitro, am no, nono- (

“alkylamino di- (Cl-C8) -alkylanino, hydroxyl, (Cl- m)--a}%‘j;?%)ary 2003
benzyl oxy, carboxyl, (Cl-C6) -al koxycarbonyl, (Cl-C6) -al koxycarbonyl -

am no or (Cl-C6)-alkyl which is mono-,or polysubstituted by fl uori ne,
(05.C10) ~aryl and (06-C10) -aryl - (AS0Ce) alkyl: & 2. 3. a

- thienyl radical @lodssr fucds Ok %ﬁgenxi--é&&@gbs&kmgam Al where

the (Cl1-C6)-alkyl, radical. may be unsubstltut ed or
pol ysubstituted byldEntGalal o8r ddffrErBht %%%ﬂlm@mg fﬁmmtrtéxegr oup

consi sting of (Cl-é@upald@{mmx@erbgndhpa@ogénm ang & eaZl 13-, 4- or

5-thi enyl radi-cal é}ag%%/ be unsubstitut.ed or nono- él’l su stltut éd by
i dentical or diff g%bs?f‘fﬁ%nt?“flr”&ntrﬂ%nog%uﬁz oRiYEiefg e hydr ogen,

( Cllkcl65 al kyl, d.' | Yilaityarcy) Qilﬁ)lizﬁyﬂﬁmhaboﬂeﬂg,drmﬂyﬂq,( a0j 1w, -Enexy( G - C6)

-al kyl am no, i - - -a ydr oxyl @)

benzyl oxy, car box;}feg € ) - alc}%})%/ég%ﬂbonyl o E‘éj( %Fﬁgg?@aﬁbonyl ani no
or (Cl-Cs6) -al kyl (%?e}ribkwmarmn:pbalysmbstl tourted b9, fdlerilkgl ( C6- O 0)

-aryl and (C6-Clo |+ ( ) I IyI r adi cal
or 2-, 4-, or 10%%11%??/61250':%%@%10%) a ky &ld:ucéeid %V%ngﬁt% ?Cl--C6)

- al kyI radi cal may be unsubstituted or nono- Héd}ﬁ‘subs@rYllt edngy

i dentical or diff(egeol,)subsii-tiggnts) Iég{]gy;g,he group consi sting of
(d-C6)-al kyl, halogen and oxo Z5 (=0O) and the 2-, 4-, or 5-thiazolyl

radi cal may be unsubstituted or nono- or di substltut ed by identical or
different substitaents. fBem the, dr-ouprcanghatidigdf - fgdkRPealkyl

.?-(Cl- C6) - al kyl, - 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,



hal ogen, nitro, am no, nono- (Cl-CG -alkylam no, 20 di

-al kyl ami no, hydroxyl, (d-C6) -al koxy, benzyloxy, car boxglisg %uary 200°

(C1- C6) - al koxycarbonyl, (C; -C6) -al koxycarbonyl am no or (Cl- CG) - al kyl

which is nmono- or polysubstituted by f§uorine, (C6-Cio) -aryl and 25 30 35

(C6-A o) -aryl- (G-C6) -alkyl; a 3-, 4-, or 5-isothiazolyl radical or 3

4-, or 5-isothi azhhybgeﬁplfﬁﬁ;)ro al ég[yindsgdh@aﬂo,_ (ehees - ghg%](g‘;l - al kyl

r adi cal may be uns&bsib nmono-_or (gé:?uﬁstltut y i dentical or

‘different substituehts from: Y&Pgﬁ-ﬁl . CORSF ST hg i Br=tBhkexwl kyl |

hal ogen and oxo (Szwhdxyhe Searbe;»:ymr 5- |(€Qt¢14 am%xy@hw@{yl may be

unsubstituted or r | dent i cal iff

substitu.ents frogp('?lh S5 ?gﬁg}%ﬁg}s&xﬁ hydroléen (%618 P]ahyayl

hal oge®, nitro, an¥isbch m])ﬁomo(net (C3)) P@lkgubﬁtnwtedl by( mltﬁi)meal kyl ani no:

hydroxyl, (Cl-C6) -alkoxy, benzyloxy, carboxyl, SCI C(}) q:))iox%% bonyl, 19
(

January 2005 41 ( il t()é - al koxycar bonyl am no or |ch i's
nmono- or pol ysubst %47 Ei)b‘:)‘rrlf]ruf)(h'ﬁé -eébyE10) -aryl and (C6-C1O -aryl -

(C1-C6) -alkyl; a 2-, 4- 6-, or 7-benzot hi azonI radical or 2-, 4-,
5-, 6-, or 7- benzot azol C yl r al, where the

(C -086)-al kyl radita g(f lr? E%éﬁztoa‘tygd S%r210 fickySdbstitut ed
by idéftical or dlﬁf@molm&ﬂ-ﬂdbﬁaﬁkﬁlomxtahhcgarlqup ﬂb@ﬁéstitmg of (C1-

C6) - al kyl , hal oge Can@ XN 7P Ang
- 7-benzot hi azol yl P(a i ca YI{)) uns EElstl Bt o éorunrﬁ)ur]f)osﬁjtt()’“ltteedt r 88ubst i tuted
mono - or polysubstituted identical or

b
i 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,




15 identical or different substituents fromthe group cons{sting.9f -005
hydrogen, (Cl1-C6)-al kyl, halogen, nitro, am no, nono- (Cl-0C6)-alkyfam no,
di- (Cl1-C6) -al kylam no, hydroxyl, (Cl-C6) -al koxy, benzyloxy, carboxyl,
(C1-Co6) - al koxycarbonyl, 20 (G -C6) -alhkoxycarbonylam no or (O -Cs) -alkyl
whi ch is nono- or polysubstituted by fluorine, (C6-C1O -aryl and (C6-0 o)
-aryl - (C1-08) -al kgl+cd5 ako¥chrbonyZramftio OF 03-1 M gazel yl iadical or
1-, 2 4-, or 5-i m{v azgl ﬁl 5{%&% CG% ayIZLligflﬁ radi_cal , , \%ale(raé’-yt ﬁ%‘ﬁ tCLJ'-CG)
-al kyl radical may B udSudttHt Ut B WSHES YA eibsEivaréacpy
identical or different substituents fromthe groupcgansi sityg ofng(Cl- C6)
-al kyl, hal ogen and~ qxo, (= and the 1-,. 2-, 4-, or 5-imdazolyl radical
may be unsubsti tut ggs ?m)rm?fg%ltgeltrﬁqss?&skﬁat’ut ed by identical or different
substitfuents fromthe group consisting of hydrogen, (Cl-C8) -alkyl,

hal ogen, nitro, amne,., 10- 5(C1-C6) 5l ky 1,00, +di - (Gl - . - al kyl am no,
hydr oxyl, (C1-C6) -.al koQa;,n bgnzyl6oc>?y,O%alﬁb%%ﬁzf&Qhégz-o ) -%%%&%:ar bonyl ,
(C1-CB) - al koxycar®onyr+« &firneor §G -©5) 7-behjepthifmizsi s (fhns) or poly 19
January 2005 42 subbityl utedibwnlf| uskéne, thief eralty -thidhuorgs; sef hyl
(C6-C o) -aryl anda(C6- J_gg--arxl-ggl-%é- al kyl; 5 a 1-, 3-, 4-, or
- 5-pyrazolyl radicalor 1--°3-, “BSUBPLELE{FPSz0l yI°F (CL-%BYC- al kyP¥ r adi cal ,
wher e10t he (Cl- C6)ral kstbsathieadd napibe ldsnbstiatut edr ordiheredf

L o Bt eeg o ek LI 2 (o 0

. C¢)'-alkyl, halogen and oxo (=0) and the 2-, 4-,
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, nitro, 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-




(=O and the 1-, 3-, 4- or 5:pyrazolyl radical may be unsup§tjgnlﬁtagg 9 05
nono- to trisubstituted by identical or different substituents fromt
group consisting of hydrogen, (Cl-C6)-alkyl, 15 hal ogen, nitro, am no,
~nono- (Cl-C6) -alkylam no, 20 di- (Cl;66) al kyl am no, hydroxyl, (Cl-C6)

-l koxy, benzyl oxy, carboxyl, (C1-C6)-al koxycarbonyl, (Cl-Cg)

- al koxycar bonyl am I'c substl tuted
by fluorine, (C6- ngig?éggge@?y Clék%briwe %ﬂesfe%%%olé% Er E?:&X 3 1-, 2-,
3=, 4-, or 5-pyrroP§Fhradi cé¢6-&10)l aryp- a@d s Cog) ﬁlpylrﬂﬂflylcﬁ)(Cl C5)
-aI kyl radical, 253wkere the (C1-C6) -al kyI rad| cal may be 30 unsubstituted
or- nono- or poI ysubstituted by identical or different substituents from-
the group consisting of (Cl-C6)-alkyl, halogen and oxo (=0 and the 1-,
2-, 3-54- or 5-pyarpkyl 3- radi—cabrrr&y@acaﬂmmstﬂatdﬂc%dl er mpno-3to

tetrasubstltuted by i tLc ren stitue rom t he group
consi sting of hydrog(%%n '(SC?YE% lh ?oga:lﬁ( Y €7 105‘ ‘noReTepno-
~(Cl1-C6) -al kyl am nehedi{Ci- @Ol—eﬂﬂﬁyl akhﬁlmamlnmaﬁSbbydjmybstiﬁit@) al koxy,
benzyloxy, carboxyby ddile Oohyr AbkaXUeaihilred ChyCh)aafl kaxycagony! -
~amno or (Cl-C6)- aliéﬁ1 whi ch |rs réoné’ Xllg?subs |t% St 8a¥| udr i ne,

January 2005 43 (CchiEaeyentyryl t(iéﬁl@lttﬂ - afyPm( C1- CB? -aIEkJS/CPUPa 1-, 3-,

or 5-fib.2.4]-tri aZ@bﬂélé@ﬂhg@abﬁ)r (o -ceb- §1k Qr Shaldgen- Anqtrdazol yl -
(C1-C6) -alkyl radj _c®l }e1 H (CL- CG% radi cal, may be
unsubstituted or nono- JF pB Fsubstitut e b?r 5d@i¥trra@é’l Yér rhdiealent
substituents frommdye be unsubstituted or mono- 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—Cm)—aryl- and .
(C'S—CIO) ‘aryj.“.(Cl—Cg) -alle,‘

a 1-, 2-, 3—, 4-, or 5- pyrrolyl radical or 1-,

2-, 3-, 4-, or S-pyrrolyl- (C;-Ce) - -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,




group consi sting of hydrogen, (Cl-C6)-al kyl, 10 hal ogen anqu%gngap} A

the 1-, 3-, or 5- [1.2.41-triazolyl radical nmay be unsubstituted nono-

or disubstituted by identical or different substituents fromthe group

consi sting of (Cl-C6) -alkyl, halogen4 nitro, 15 am no, nono- (Cl-C6)

-al kyl am no, di- (Cl1-C6) - al kyl am no; 3 hydr oxyl, (Cl-GC6)-al koxy, benzyl oxy,

‘car boxyl, (Cl1-C6) -al koxycarbonyl, hykoxyca borqyl am no or

(Cl-CB)-al kyl which is rmono- or pol g;ﬁ;u reGY. Live’; 2850 C6- C10)

~ -aryl and (C6-C10) {(Carb -al&y1E6) -al kyl; a 1-, 4-, or 5-[1.2.3]-triazolyl

radical or. 1-, 4-, or 5- [1.2.3] -triazol yl- (C. 1-C6) -alkyl 25 radical,

where the (d - 06) —al kyl radical nmay be 30 35 unsubstituted or nono- or

pol ysubstituted by? 1denticaProb -dilfReféntriabetiviluemds dardomn He-, group

consi ski ng of (C1;£B) aIky&r halogemlagd4]ogglgzgi §nqcﬂr@%p_arkfﬁ or

5-[1.2.3]-triazolyl cal unsubst it uted or

di substituted by |IEPe‘?1]tcf 4 ‘ﬁ?eﬁ%/f Fg‘reerhcl §ﬂ)bs?}r}f¥ﬂen¥§d#?6ﬁ1 ﬂﬁ‘é’ dreoup

consi sting of hydrm@xbst(ﬁﬂut@j &Hrkylnolnbal ogﬁn,pcm glgas,@mﬁ@ed ol-k

(C1-Co) -alkylanlno am no, Cl- C6 - - al koxy,

benzyl oxy, car boxy o¢ q%%ﬁi ) -aﬁ%gx ﬁpﬁonﬁ?bs% u%%¥ aé bony! -

am no or (Cl-Co) -Q:tdqx_:l mm&tsinmnosf orhy¢mobysmpst (Cuted la)lkfylluorl ne, 19

Januafy 2005 44 (GG %@n arul ahd (@Q))Clgéd at;s}/é (101 C§ aI kyI al- or
or

5- [7.H -tetrazolyl radi cal or 1- tetrazoryl él Co6)
“-al kyl radical, @ fdetriazolyl radical may be unsubstltuted

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 poelysubstituted by. ) fluorine,

20 _ _ _ . (Cs-C10) ~aryl and
' (Ce-Cro) ~aryl- (C1-Cg) -~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;-C¢) ~alkylamino, di- (C1-Cg) -~alkylamino,

35 ' hydroxyl, (Ci-Cg)-alkoxy, benzyloxy, carboxyl,
- {C,-Ce) -alkoxycarbonyl, (C1-C¢) ~alkoxycarbonyl -

c‘;imino, or (CI;C{;) ~alkyl which is mwono- or

polysubstituted by fluorine,




(C1-C6)-al kyl radical may be unsubstituted or nono- or polygsu.blgl%hh}yt%f)by
identical or different substituents fromthe group consisting of

(C1-C6) -al kyl', hal ogen and oxo 10 (=O) and the 1-, or 5-[1H -tetrazolyl
radi cal  may be unsubstituted or substituted by hydrogen, (C1-Co) - al kyl,
hal ogen, nitro, amno, ~nono- (Cl--C6%%-al kylanino, di- (Cl Co6)

-al kyl am no, hydroxyl, (Cl-C6)-al ko(xcy ksnzyl (r)L)t;y car boxyl, 15 20 25 . 30
35 (C1-C6) -al koxycarbonyl, (Cl-C6) oaf anfaT Le)r "(”@1 T6) -al kyl
‘which is nono- or (@DJC)‘gsiub@ﬂdtht ed by fluorine, (CG Cl0) -aryl and (C6-C10)
-aryl- (C1-C6) -alkyl; a 2- or 5- [2H -tetrazoyl radical or 2- or 5- [2H]
-tetrazolyl- (Cl-C6) -aI kyl radical, where the (O-C6) --al kyl radical may
be unsubstituted ®&rl-mero- 50?”@01%@3@%@11& edadycatentri dal, @mr T fferent

substiuents from bg gg@gp LSkl yl, gan. and oxo
the) 276008 k| g, 0fa1(Gh- Q@dladbeh WA LGS0

(=0 and the 2- or 5- -tetrazal yI e ‘unsubstituted or
substituted by hyfﬁ’o r)l a(éfl’lCG)TaQFR?F &Y odén, uﬂﬁﬂbﬁtléﬁﬁﬂ@ ompno-
(C1-C6) -al kyl am nfionél - (&1 C@blyghggtaﬁhﬂ@d roxmgntg@&icG)or al koxy,

benzyl oxy, carboxy Cl - C6) aI oxycar bonyl , - al koxycar bonyl -
am no or (Cl--C8) éja’f’?ég Bhi ch TLHOHEEH= ~ polt ;?ﬂlbst i H3fed EFI4Riori ne,

(C6-C10) -aryl ancl:‘cqx%l@lﬂr)g arfyl (CHOgh)aihlkyl ;hal dgen4-andr oxo

6-[1.365]-tr1azi nyl_gpdigal Ofe21. 4 8L (8 [LeBrBhorlhi BdWL (CL-CB)
-al kyl 19 January 2005

may be unsubstituted or substituted by

hydrogen, (C;-Cs}-alkyl, halogen, nitro, amino,

mono- (C1-C¢) -alkylamino, di- {C;1-C¢) -alkylamino,

hydroxyl, (Cl—Cg)—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 poleubstit:uted by identical or
25 ' different substi tuents 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, ami_ho,
30 mono- (C1-Cg) -alkylamino,  di- (C;-Cg) ~alkylamino,
‘ hydroxyl, (C;-C¢}-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-C6) ~alkyl;

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




45 radical, where the (Cl-C6)-al kyl radical may be unsubst{duyted oL ARNo-
or polysubstituted by identical or different substituents from tﬁ group
consisting of . hydrogen, (Cl-.C6) -alkyl, 5 halogen and oxo (=0 and the
2-, 4-, or 5- [1.3.51-triazinyl radical may be unsubstituted or nobno- or
di substituted by identical or differ&dt substituents fromthe group

consi sting of hydrogen, (Cil- -al kyl,  hal pgen, 10 nitro, _.am no, nono-
(C1-C6) -al kyl ani n-S,QSaF-a (fo"’%f)e- a%| é?ﬁ"r?d?‘ﬁ}&?’gx pdigad. may bey
'5-oxazol yl - radi cal uosubst idut'edor or5-maxezol Y pHEly&6hstatiykdr asy cal ,
where the (Cl- C6) . |..radi cal be .unsubsti.t uted or _.nono-_.or

pol ysubsti tut ed bylfigéﬁ%(f:@% %g cﬁhf eerreenl%t. Sé%bststtlittflﬁélnts_s F]I;%% ttrﬂee group
~consi sting of (Cl-gceypral kgpnshatogen ardd oxwdrios®n.dfd-€Che-ZkyU-f or
5-oxazal yl radical hERYgRe uhswbshid ut(gg) 0l nd™RPe 0f_ di substituted by
identical or .different substituents from the group ‘' consisting of

hydr ogen, (Cl- C8) - alkyr 2 n&rédgeanylnitaddcadni fey Rencngustdduted kyl ani no,
di- (- .06) -alkgkaninsae-hyaroxyisubeti1€&kedal kXY i ddRnRzL10X%r car boxyl ,
- (C1- CB) - al koxycar bﬁnﬁ% benzyl oxy, car bo‘_gl , (LC1-C6) - al koxycar bonyl ,

(Cl- 06) - al koxycar BbhiFhEftho orSHEtIGISNET Kyl TXRHMi ch F2S non&rBw®

pol ysubstituted bycbhabstheg tF (IGehLMHn - al¢l-@ENdalkyCo- GQogeat,y!| -

(G -2y B8R, Joatpnd il - gLIeRy Rl pOR. AT To o (EL D)

- al koxy, (C1-Cs) VWhich 1's nono- y rine,
: Cg) ~alkylamino, hydroxyl, (C1-Cs) ~alkoxy,
. benzyloxy, carboxyl, (C1-C¢) -alkoxycarbonyl,

(C1-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
- 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,
(C1-C¢) -alkoxycarbonylamino  or (C1-Cg) -al k‘yi
which is mono- or polysubstituted by fluorine,
S (C¢-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. =




(C6-C10) -aryl and TC6-Cl1l0) -aryl- (Cl-C6) -alkyl; a 3-, 4- anua 005
~5-isoxazolyl radical or 3-, 4-, or 5-isoxazolyl-(C - CG)-aI I Cca
where the (Cl-C6) -alkyl . radical may be unsubstituted or m)no- or .
pol ysubstituted by identical or 19 January 2005 46 different. substituents
fromthe group consisting of (Cl-C6)48lkyl, halogen and oxo (=0 and the
. 3-, 4-, or 5-isoxa radi cal nay be unsubstituted or. nobho- or
.disubstituted 5 by°f 'gfﬁﬂaﬁl&l orSYpFF LR eRRL S ubstinafent s theom t EEOUGr oup
consi sti ng of hydr Ogﬁﬁ;l.s(:ﬁ:ﬂlgCG())fa| I(«yjl ,cﬁl) h&lmganh glattb@ena?léfta, ggggl- coxy
Cl-C6) -al kyl am ng, C al kyl am no,. hydr ox - - ,
E)enzyl oxy, car boxy? =0 rt% %h oxy‘ca bonyt: 0 1EEK radtlai

- al koxycar bonyl am ln@Yobe( @ﬂn@ﬂ)stlaid@d @hi cbnios monodi ebpol yaubgtit ut ed

by flueri ne, -C6-10) 4z ngd_( | kyl:. 15 20 25
336 A 1?, o f, @ 1deﬁf:ﬂ:a§ gr % %Iq)erné:dl L qst(lcé]u C@s Zfaroré thg” "5 s
or 7-indolyl- (Cl- %‘}’UP aF‘RX}‘P"lﬁ'éémﬁal Ofvm@bfdrplg@n( C1- CB)Cal k@llkyhdl cal may

be unsubstituted oOfal®§en, ornlt&QJ ys&bﬁﬁétutr%glob%’gg dé{b“&]?k ﬁrr {ferent

- substituents from he rou SI sti.ng of al ogeh and oxo
(=0 and the 1- § Ky lagingy 7hYﬁ1|36fb’FX/]rfra(8ﬁlc §) Telkaney

unsubsti t ut ed or Mmzylmjaexasuasbbkyted bycltgﬁqntalq@xﬁaﬁ[;ﬁ%q ent

subst i puents from ec %89&0?%%3@;[ hg}graof hydr ogen ((81

hal ogen, nitro, am Ao, © P& no
: which is mono- or polysubstltuted by fluorlne

(CG_C.'LO) —aryl and
(Cs—Cm) —aryl- (Cl—CS) —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, carboxyl, (C1-C¢) ~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




di - (C1-C6) -alkylam no, hydroxyl, (Cl-C6) -alkoxy, benzy]Dghau&albaxyl
(C1-C6) - al koxycar bonyl, (Cl-C6) -al koxycarbonyl.am no or (Cl-C6) Zal Kyl
whi ch-is nono- or pol ysubstituted by fluorine, (C6-Cl0) -aryl and (C6-C o)
-aryl- (Cl1-C6) -alkyl. -3. Quinoline,derivatives according to Claim1l or 2,

- 35 characterized in that R Rlr R2, ., X, Z, P, Q n and m have the
meani ngs gi ven @b@/ al se en h i.s unsubstituted or
substit ut ed by(one ?o ?g\?gél é{ergﬂ cal nWﬁeg'lgf & en ro TS y* TS CB) - al koxy

groups, where %Ry stk bxyhenkedohy (fmyCal-9d kiyd enienkpwbupe ( CL- - C2)

-al kyl ene groups. 4. Quinoline derivatives according to any of Claims 1 5
to 3, characterlze jnthat RL Rl, R2, R3, X Z, P, Q and m have the
meani ngs i B U1 VR BhY 88 eAFSOBIBE| hbt H@meferﬁﬂlalﬂﬁ Qi nol i ne
derivatives acm)r:}zlj n@liﬁa@tyrpéenﬂh@n t’;ﬁaar ﬁcedk ngR;?' a18,x characterized in
that R4 has t mr.?anl ngs ghven qsl}g gch represent a

hydr ogen atom~7Z Fepresent §78h H‘eﬁPéﬁwgﬁn@l)Ye’} ePPE¥Ent:h B trogen
atom P and Qmawtegwpresesfi-digent nakyblyeiiphen atons, mis zero, n 15
represents the integer 2. 6. Quinoline derivative according to any of
Claims 1 to 5, characterized in that R. Rlr R2, R3 each represent a

hydr ogen ®at om %Wﬁﬁ'@s tes iarp tobdasen aznzcmd;rng XDCeplae&ent@ atﬂnetrogen

atomo P and Qp&%@écﬁeﬁj @%n:tméae%mfaéyéw%@ 25 OFRia MR, S a8 Fhel
represents the inte represents a 3, 5-di net hoxypheny radl cal .

25 T. Quinoli H@aﬂ’éﬂ ﬁ%%l a%lé%Yﬂr n§t Eran{2 of ROl @RAE rePEEs€Ttor use in

t herapy. Use ef l’tyhh‘c‘q;ﬂzlrn(dtldm deri&ptdyast ACLOI Skpgeh0adbi ahaClkaims 1 to
6 for the nanlff %te%ré%t:%f a canent f or éo téegtégghtumrs in mammual s. 9.

Process for preparing qui %é %aerl va‘i’ 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 R, R;, R, Ry each

represent a hydrogen atom, Z represents an oxygen

20 atom, X represents a nitrogen atom, P and Q each
represent geminal hydrogen atoms, 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 (@




according to any of Clainms 1 to 6, characterized in that q ol .
" carboxylic acid of the formula 35 (2) 19 January 2005 48 fgordlréﬁll e §n?0n05
which R R, R2, R3 have the neani ngs given above, Z denotes an oxygen or

sul fur atomand Y represents a |eaving group such as hal ogen, hydroxyl,

(C1-C6) - al koxy, -0-tosyl, -O-nesyl of8imidazolyl, is reacted with an am ne
of the formula (3) HN X (CHz)m formula 3 inyhich R4, X, P, Q mand n
have the neanings given above, ar ®d~"10. Medi canent, characterized

in that it conprises, as , at |east one quinoline

formula 2

in which R, R1l, R2, R3 have the meanings given
above, Z denotes an oxygen or sulfur atom and Y
represents a leaving group such as. halogen,
hydroxyl, (C1-Cs6}-alkoxy, f

-0O-tosyl, ~-0-mesyl or .imidazolyl, is

reacted with an amine of the formula (3)

(CH2 n R,.
HN k -~

PPS

formula 3

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




