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(57) Abstract: ‘The invention relates 10 novel pyri-
dine derivatives of general formuta (13, the produc-
tion and wsc thereo! as medicaments, in particular
{or the treatment of tumaours.

(57) Zusammenfassung: Dic Lidfindung hetrifit
ncuc Pyrdin-Derivate der alleemeinea Formel
{1}, dcren Hesstellung und  Verwendung  als
Arcneimittel, insbesondere xur Behandlung von
Tumeren.




pyridine derivatives according to the formula 1 (PH 2 ~X~Ri9 NahuaPly( &9 m Q
0 formula 1 in which 15 R, R, R2, R3 can be attached to any of the
pyridine 20 25 30 carbon atons C2 to C6, are identical or different and.

i ndepend&at log /@fs1eme anot her denote hydrogen, sty@rghber £6gseor branched
(C1-C$) -alkyl, (C3-C7) -cycloalkyl, straight- chain or branched

(G - Cg) - al kyl catdvelly hetetbarght 6htr ot DredrAREhat dhda® Lo al koxy,

hal ogen, aryl- (C1-C8) -al koxyntiHtdfor HBdiphs MONO- (G - C4) -aI kyl am no,
di- (C1-C4) -al kylamno, (Ci- 08) -al koxycarbonyl - am no, (Cl-C6)

- al koxycar bonyl am no- (Cl cyano stra ht -chain or branched
cyano- %&‘ cegl“"%ﬂfte;ﬁ“ éﬁrlcgﬁ;ﬂ C}IIOES r BEA}IVaLA@ESCA) - al kyl
whi chb i so§uh1$1bl tfotredh 1 sbyl ,one o:rhenim @ﬁéwamﬂox&t on8, teakhexy- ukel- C8)

- al kyl | Lkoxycarhonyl C-Co6), -alk (C2 19 January 2005 2
.10 15 2%% &géé}gg)nef]% Ayl ih %all%%#\éylla(r sftorra td: té‘ry{’aq Kyl the aryl

According to one aspect of the invention, novel

pyvridine derivatives according to the formula 1

10

formula 1

in which

15 R, Ri, Rz, R3z can be attached to any of the pyridine
carbon atoms C; to Cq, are identical or
different and. independently of one another
denote hydrogen, straight-chain or branched
(C1-Cg) —alkyl, (C3—Cy)-cycloalkyl, straight-

20 - chain or branched (Cr{h)malkylcarbonyl,
straight?chain or branched

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

nitro, _amind, mono~(C1—C4)—alkyiamino, di-
25 . (C;—Cy) -~alkylamino, (Cl—Ca)—alk0xyéarbonyl—
amino, (Cl-Cg}-alkoxycarbonylamino—(C1¥C3}—
alkyl, cCyano, straight-chain or branched
cyano— (C;-Cg) —alkyl, carboxyl, (C;-Cg)-alkoxy-
carbonyl, (C;-C4)-alkyl which is substituted
30 by one or more fluorine atoms, ' ’
carboxy— (Ci—Cg) —alkyl
or (Cy-Cg)-alkoxycarbonyl- (C;-Cg) ~alkyl, (Cs—




mono- or ~different (C2-C6) or branched cyano- (Cl1-C6) - arylgantaeye2o0s
radi cal may' be unsubstituted or pol ysubstituted substituents consisting of
hal ogen, branched (Cl--C8) -alkyl, carboxyl, straight-chain

al koxycar bonyl., by identical or fromthe group straight-chain or (C3-C7)
-cycloal kyl, or branched (C1-C8) by trifluoronethyl, hydroxyl,
straight-chain or bradcRé&ePE@E-C8) - al koxy, benzyloxy, nit%oCeani no, nono-
(Cl1-C4) -al kyl am no,axdiynyiGl- C4)--al kyl am no, cyano, straight-chain or
branched cyano- (Cl- -alléﬁgl_z where addition- gl Iy Rand RL and/or R2 and
R3 may form a fused ArdHhti ¢ B hentér ed°FPRGEGFE h THAOpiFidishe ring
formng a quinolineadkwcridine ring which for its paktlpaywhersubstituted

at any C atomring it by, nadical s, R, -an having the
meani ngs nentioned a ove;[%:ls of%@lg:r?lorh(sé Ift}JDF, W é{rﬂést ﬁgugsgigc%f: ~Hz J~n,
R4 N X' 30 substitf¥®on Phe PFypet heteedcyley e hdgntbeahttached to C

atons C2-C6 of the pumrafdideet ri nguisdel@ians P, f}&{gdep@@gent&yo% one
anot her represent oxygen r.n%emcr)lgl hg)idro%en at ons;

Sisti oge straight-chain or

_ branched {Ci-Cg) —alkyl, {C3-Cq9) ~cycloalkyl,

10 carboxyl, straight-chain or branched (C;-Cg)-
alkoxycarbonyl,

by trifluoromethyl, hydroxyl,

straight-chain or branched (Ci-Cg) ~alkoxy,

benzyloxy,

15 nitro, amino, mono-{C;-C4)-alkylamino, di-(C;-

C4)~alkylamino, cyano, - straight-chain or

branched cyano-(C;-Cg)-alkyl, where addition-
ally R and R; and/or R, and Ry may form. a
fused aromatic 6-membered ring with the
20 pyridine ring forming a quinoline or acridine
ring which for its part may be substituted at
any C atom ring position by the radicals R,

‘Ri, Ry and R; having the meanings mentioned

: above;
25
Z is oxygen or sulfur, where the radical
CH.)n R
/L 2L\ o
N X
z
\\\
= (CH,Jm g
30 substituted on the pyridihe heterocycle may

be attached to C atoms C;-C¢ of the pyridine
ring skeleton;
P, © independently of one another represent oxygen or geminal

* hydrogen atoms;
- 35




35 19 January 2005 3 X is nitrogen or C-R5, where R5 repr esggrtjsdnlﬁ)gggom
"(C1-C6) -alkyl; n,mi ndependent|y of one anot her denotes an integer 5
betvveen 0-3, with t he proviso that in the case n = 0, X denotes a CR5R6
~group where RS and R6 independently ®f one anot her represent hydrogen or.
(Cl1-C6)-al kyl and that the nitrogen atom adj acent to the C=Z group is
substituted by & h)HFE 5B aPEMC 1B - orwhee {eC-86) remf «sAn g obpgirRgens a
strai-ght-chain o fraeghegikgl; C20) al kyl radical which may be saturated
. or unsaturated, with one to three double and/or 15 triple bonds, and which

may be unsubstrtut ed or may optionally be substituted at the sanme or
di fferent rCrat cmsldperoientitywoolr oms e aajther hedesoed yla,n h@h@ggar

(CL- C6) - al koxy,, ( ni,no_ or
- al kyl am no; (E&Ipéﬁég’ gr%] -“ilaﬁ% &@ Ykl}léc(a 5H" dthe Caf%l- -C4) - al kyl
radi cal or a (@Qr CP0) demrtervary| ‘éRaaF(sCZg@D@lP Whetrer oélrsyl an@iClRsC4) -al kyl

radi cal which fiCHH é’iﬁie@ﬁ@ yr e dederoat t QFOUIO
consi sting of e’%J S, vvhere the (Cl-C4) ’?(g}?k 25 ra é;(?ﬁ 89

unsubsti t ut ed orC rrSaSo alyhopPuddatt utles B&tFééﬁﬂr @élonbra%l] W%ﬁa%nt
substituents framtiee cgrmtgrca@s:mtmngs@aftdt@d @) -a awdddgenaboggn and oxo

(=0) d where t ( aor. _(C2-C10) - het er oaryl radr cal may be 30
unsubﬁ?ltut ed orrh%‘ong-c}cgrl %s?l (t ed by identical or different

subs.tituents fromthe group consr sting of straight-chain or branched

(C1-C8)- alkyl, 1£ G-sethigeyctalKyr, bhahegean, (cgyappe. (CL--C6) -
.al koxycar bonyl am ng, (Cl=C6. é al koxy carboxyl, (Cl1 35 C8)-al koxycar bonyl ,
st r ai.ght - chai n 3Gk Yy an(?ﬁ@‘éic(el 1- @B?—C al k’S’?PYV\hllé‘h i sSaubsttedit edby one or

more fluorineuvalsaterated, with one to three double and/or

15 triple 5onds, and which may be unsubstituted or

may optiocnally be sﬁbstituted at the same or

different C atoms by one, two or more aryl,

heteroaryl, halogen, {C1-Cé)-alkoxy, amino, mono-

(C1—Cq) —alkylamino or di-(C;~C4)-alkylamino; a (Cg-

20 Ciq) ~aryl radical, {Cs—Cig} —aryl—-(Cy;-Cy)—alkyl

radical or a {C2-Cy1p) ~hetercaryl or {C~Cip) —

heteroaryl-{C;-Cs}-alkyl radical which contains one

or more heteroatoms selected from the group

consisting of N,-O and S, where the (Cr{h)-alkyl

25 radical may be unsubstituted or mono- or )

polysubstituted by identical or  different

substituents from the group consisting of (Cy~Cg)-

alkyl, halogen and oxo {=0) and where the (Ce—C14) -

aryl or (C2-Ci0) ~heterocaryl radical may be

30 ' unsubstituted or mono; or polysubstituted by

identical or different substituents from the group

consisting of_stréight—chain or branched (C;-Cg)-

alkyl, (Cs~Cy)-cycloalkyl, halogen, cjano, (C1~Csg) —

alkoxycarbonylamino, (C;-Cg)-alkoxy, carboxyl, (C;-

35 Cg)—alkoxycarbonyl, straight-chain or branched (C;-

A Ce¢)—alkyl which is substituted by one or more
fluorine . atoms, ' ,

~hydroxyl, straight-chain or branched (C;-Cs)-

alkoxy, ' ' _ where




hydroxyl, straight-chain or branched (Cl-C8)-- al koxy, whergg I Japiasdns
2005 4 adj acent oxygen atons nmay al so be linked by (Cl- C2) -alkyl ene
groups, benzyl oxy, nitro, am no, nmono- (Cl1_C4) - al kylamno, di- (Cl-C4)
-al kyl amno, aryl, which for 5 its part may be unsubstituted or nono- or
pol ysubstitut.ed by identical or different substituents fromthe group
consi sting of 3%Faryht- eH¥ORoratIhched @EsoChe - bl ked ©E3- C7)- -
cycloal kyl, carbgxdLkatdrai ghfr-khai n or branched 10 (Cl-C8)

--al koxycarbonyl, by trifluoronmethyl, hydroxyl, straight-chain or branched
(C1-C8)- al koxy, benzyl 8P2Y1e o, BhFRY; neHdNorCL-'ayo- AFkydam no, di-
(C1-C4) - al kyl abknemiayanodist catght—aahailamanohr ancfied whibncyaro- (Cl - CB)
- -al kyl x 20 and ir uctural jsonmers. and.stereoisoners, in particular
fautonsrs, di as%ggeoﬁé%g a&nn%lfen}gnti blrz}glrlg,sgéﬁﬁg? ei P phafAceut Peal |y
accept abl e sal®RalySHestitwredxanple, tivenddmpdundscnf tdéffferemlica (1)

according to thadwentdans which,dave.pne ghJpre 2, néi%%&lh%rs gf chirality
and which are present as racenates can be “separat ed by met Hods known per

se into their VPt cHTTbHet sOTi Rranclipsht (brerd ~6d kiilast ¥ edimrs. The
separation can dye-loeIied ot rivyxgal, unBt sepgH &tttk ©N orchibrahcRhases or by
recryshal li zati gn _fron Lcally,30 actjve solyent.or usin n optically
act i vzbaci d or Rgasépg%f%?lgg(é%fég? Yation f\?\Yt h antﬁb%ilﬁﬁf:f’?eﬁgﬁf?ve

reagent, such dwd¥wiylexanpFeaightophiéal | yract bvenchkdoholGi-apH-subsequent

removal of the 413@igal - 35 Furthernore, the pyridine dgﬁéxggigﬁs of the
formula (1) according to the invention can be converted Into t B r salts
‘Wi th i nor gani c Wt gadife"8ei dRONenipall cal hylakbrophatitacenttal use,

‘into pheir © alkylamino, cyano, straight-chain or branched
.15 cyano—(Cl—CG)—alkylﬁ

and their structural isomers and stereoisomers, in
particular tautomers, diastereomers and

enantiomers, and their pharmaceutically acceptable

20 salts.

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

7 according te the invention which have one or more
25 centers of chirélity and which are present as racemates
can be separated by methods known per se into their
optical iscmers, i.e. enantiomers or diastereomers. The
separation can be carried out by column separation on
chiral phases or by recrystallization from an optically

30 ~active solvent or wusing 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 pyridine derivatives of the formuia
{1) according to the invention can be converted into
their salts with inorganic or organic acids, in
particular,' for pharmaceutical -use, into their

physiologically acceptable -salts. Acids which are




physi ol ogical |y acceptable salts. Acids which are 19 Januaryg 2Q08aPy 2005

" suitable for this purpose are, for exanple, hydrochloric acid, hydrobronmc

acid, sulfuric acid, phosphoric acid, fumaric acid, succinic acid, lactic

. acid, citric acid, acetic acid, tartardc acid, nalic 5 acid, enbonic acid,

“malonic acid, trifluoroacetic acid or naleic acid. Mreover, the conmpounds
of the formuigdapble acdordi ng-itis t pdpnent | arean, fért heyxaoptajn a

suf fi ci ent hyql@-aGldie 9hedR, SHCA-88-8mSar PQXYh, 9r oUps, Pe . conpvested, if
desired, info their salts with inaorganic or organic ases, in pafticular,

for phar meBEAFPERI 1Gse2CHtit o THIRGC pAFfiol cYHTHINYS ag€dptabl @cBaft s. .
Bases whi chcade suitabl acfier, tdistpurpesea,arearfori €xamle, s9diam 15

hydr oxi de, _pot.assi ym hydroxi de, cal ci um hydr oxi de | ysi ne,. ,

Cyel ohekyl 85He. SoHREES S He " B Lo RARoPa T he b HGY RIS o H.

" Accordi ng vo aapeéferred.enbodi nent, pyridine 20 derivatives of the
formula 1 are provided in which R R, R2, R3, X Z P, Q n and mhave the
meani ngs gi ven above and 25 denotes a straight-chain or branched (Cl-C20)
-al kyl  r alfPE&PVRAY c hhfaFop@csadsr &fedher fiprsatlar atlod, agdetdione t® t hree

doubl e andtae tihpkatbendscaand iphiehe paycbecansubst ié&lﬁ_%%n%i onal l'y
'substitdjted og.the sane or different CbatorE\r;] bg oneb_two or nore aryl,
‘het er oat yl 2RSEGgEF O (<672 alPk SBFP A oIt HBRo- PECICTHIeEedM am no or
di - (Cl- C4)£- deleylrani, ndnta ptreniyt sahgs owighnapbthghici rg, @apdnid which
may be uns Ltut - po u i d. .35 i dentical, or .
di fferent gg %tgl'tugﬁt_ gﬁ?gg%&tlﬁ%' gr%%% onés]%rgét?en%tlo?gﬁs/t rua‘oieght HHdtn or
branched tkgiegphyaiRyPaicedlgrpccepebbirkykll tihal Bgons oyandy are
(Cl1- C6) - al kaxyspibonydamtits ( GlBosk akkexy, £6ar -e LAYl e, (Glsdiin

- al koxycarponyl, .. straight-chain or
_ %X Byggoklde, po asgium hydroxide, <calcium hydroxide,
- lysine, cyclohexylamine, ethanolamine, diethanolamine

and triethanolanine.

According to a preferred embodiment, 'pyridine
- 20 derivatives of the formula 1 are provided in which R,
R1, R2, R3, X, Z, P, @, n and m have the meanings given

- above and

Ry - denotes a straight-chain or branched (C;-Czo)-alkyl

25 radical which may be saturated or unsaturéted,
with one to three double and/or triple bonds, and

which may be unsubstituted or optionally
substituted on the same. or different C atoms by

one; two or more aryl, heteroarvi, haleogen,

30 ‘ (C1-C6) -alkoxy, amino, mono-{C;-C4)-alkylamino or

di-(C1-Cy) —alkylamino;

a phenyl ring or a naphthyl ring, each of which
may be unsubstituted or mono- or po;ysubstituted'
35-- by identical or different substituehts from the
group consisting of straight-chain or branched
{C1~Cg) —alkyl, (C3-Cq)-cycloalkyl, halogen, cyano,
(Cl—Cs)—alkoxycarbonylamino, {C1-Cs) —alkoxy, car-
boxyl, (C1—Cg) —alkoxycarbonyl,. straight-chain or,




19 January 2005 6 branched (Cl-C6) -alkyl which is substltultge(g,agga ezoo%r
nore fluorine atons, preferably trifluoro- nethyl, hydroxyl, strai -chain
-or branched. (G - C8) al koxy, preferably net hoxy_or et hoxy, where 5 adj acent
oxygen atons nmay al so be |inked by (&€1-C2)-alkylene groups, preferably a
met hyl ene group, benzyl oxy, nitro, am no, nono-(Cl-C4)-al kyl am no, di-

(G -C4) -al kyl &vamshegr yiGiwhi chlkel whg gparits nayb pel unsedsbi't vned - or
mono- O 10 polysubsid tut et bind degtbeal ob-dktlarent sustibygnts from

t he group consi sti n% strai ght chaj n or_ branched kyl ,
(C3-C7) - cycl 9L, caPBBX§KY st r af ght L ehar ah et Nbr aﬁ‘fbhe&ramhed
(C1-C8) - alkoxyqanbopy+alwayr|@t@ﬁéﬁﬂﬁlpyhetﬁSngd&Oéyhox§trahgﬁb chain or

g;nagghgtrjmggl_- (C}é?dj al kocxy Ci(}%r ef eraabc%ﬁlsne'zlﬁlﬁo%y %)iset h ;(/lya gz& gg/o nitro,

strai ght-chain (6n- ﬁfh@h@ﬂlewan@m'@m Copredkkgbly20aa ﬁte}:h{kiené- or

- 6-pyrimdinyl ¢ OfheRzv18s - PYL gl nyl 1 ) - al kyl
radi cal , V\hereg%%lﬁe (C1- E(3'34)Zya }I%/ ranll cral may be Unsu %I%igt u(%e or nono- or

pol ysubst i t ut ed Y liddemic i ofC18 «f pLEVARBLE RS 19 dent € ¥elonEPRe gr oup
consisting. ofitcC -6yt al iﬁw hna_:J ogens apst oxatr £50). cand ddyer2-, ord-, 5- or
6- pyr di nyl ralca ubsti tute nmono- to trisubstituted by
|dentil(£:nal or dff é’rent sxuéb |dt ue nt% fr&ﬁ]ef]ﬁécﬁ‘}oup% coﬂ;’ng?Fﬁ@tof '
~ hydrogen, (_O @@bptaltWIntShal dgem, tiher o, gamupo, moneistChgCoh)ofal

~kylam no, di - s@.g%lgg@—cha%l ky(!)].amo'}(anchléﬁdr o l (—%%:Egi (EEJ(%X}/J-

_benzyl oxy, carboxyl, Cl- C6) -al koxycarbony
“al koxycar bony! &Wﬁé’aélky(lCl eB¥boRy ky| %’Hftllﬂf}fs‘qfrﬁ)‘rfb 3% oprpotiedbstit ut ed

by fluorine, pr (ef-ecablal kdxydd gt hyl, #$6- C10} 1 81 ¥br &R k{6, C10)
aryl 15 (Cl- C6)h gl k& 19 Jtal_nall'llar]:yt 2(91(1)&15111 or  branched (Ci~Cg) -
' alkoxy, preferably methoxy or ethoxy, benzyloxy,
nitro, amino, mono-{C;~Cy)~alkylamino, di-{C;-C,4)~
alkylamino, cyano, straight-chain or branched
cyano—{C1-Cg) —alkyl;
20

: a 2-, 4-, 5- or 6-pyrimidinyl radical or 2-, 4-,
5- or 6-pyrimidinyl-(C;~-C4)-alkyl radical, where
the (C1—C4)—alky1 radical may be unsubstituted or

mono— or polysubstituted by identical or |
25 different substituents from the group consisting
of (C1-C¢)-alkyl, halogen and oxo {=0) and the 2-,
4-, 5- " or 6-pyrimidinyl radical may be
unsubstituted or mono- to trisubstituted Dby
identical or different substituents from the group
30 consisting of hydrogen, (Cl-CG)—alkyl,- halogen,
' nitro, amino, mono—(Cl—Ca)—aiky-lamino, di—- (C1-Cg)—~
alkylamino, hydroxyl, (C1—C5)_-alk0xy, benzyloxy,
‘ carboxyl, (Ci—Cg) ~alkoxycarbonyl, (C1—Cq) —
alkoxycarbonylamino or (C;-Cg)-alkyl wHich is mono-
35 or polysubstituted lry fluorine, preferably
t]_:ifluoromethyi, {Ce—Ci¢) aryl and (Cg-Cig) ~aryl-

(Ci—Cg) —alkyl; '




7 a 3-, 4-, 5- or 6-pyridazinyl radical or 3-, 4-, 5- or
6- pyri dazi nyl - (C1- C4) -al kyl radical, where the (Cl 4) - al ky"? Jéu‘l(lzlmcgl2005
be unsubstituted or nono- or polysubstituted by identical or 5 dlfferent
- substituents fromthe gr oup consisting of (Cl-C6) -alkyl, hal ogen and oxo
(=0) and the 3-, _4- - or 6- pyri dazi nyl radical nmay be unsubstituted or
mono- to trisubdt r3t”uté4cr by?~ i BEntdEHT iske dinfleredisubsert dent st from t he

group 10 consi st+ ng;nef dnrageny i o yal- @6)-cal kyl xy Dahgag@ibal ni tﬁt%ré’?‘m no,
r'oxy

nmono- (Cl-CB) - I yl -- al ky Iam no, ,
(C1- ce§ al k02<y, z@ﬁo{i@ d"r,l%?flbo%?g() %?EIHE‘G’) bey HBWE%%H{M (- CB)
-al koxy- car bonf}‘PHT“n M- Gelysers Cauteal byl iddmicicals ogono- or 15 -

pol ysulstitute i referahly fI uoronet h ClO) -aryl
and (Cg Cl o) _S?P?’féi%%ﬁ_ (r%g])bsQ Ptkeﬁnqg 5%&1 of B- pfrnaszﬁ(sﬁ% "% adi cal or
2-, 3-, 5- 20 o 61%yrceﬁ2| ﬁ}IkY(lCIJ@i)Q%Iﬁ(yﬂnd aéhi@al(”‘oi/\hené the (3CL- C4)-al kyl

radl cal may be amnsubstit uted or5nppgldg§lg9hysuggakggtled p%é,l de@) ical or
different; substituents fr gro con3| stl ng of i al kyl ,
2Or 3- O%g

hal ogen and oxdt20)° and 6t W‘é}%'f‘ﬁy?u?%h Ay may be
unsubstl t ut ed aorderomozal oot rcdsﬁfxstehtlt edbbyltdeﬂtscakomr teief bek OQI t

s s i, agun EonsLat et By oo 5 ) ol

hal ogen, nitro, am no, -t al
- al kyl am no, 3011H§Rfrroxylrﬂln€€1 gepo= é¢kﬂ$@9"ﬁéﬁﬂi§lh@%§b, cAiboxyiGe) -( Cl- CB)

- al koxycar bonyla 1 KGkrfE)o - al YSaF pony | @ 1- which is
.mono- or pol ysfbsﬁtut edo ?;S?i;f%ﬁ ne, L%ef%?a%?;%o'g{gl Cﬁ%%%%g

(CB-C10)- aryl Xé’elfcw MCRYER PNy | é%l-z;?s alkoxys. 6., 7-,
or 8-cinnoli nylcan:&dJerJaMO 3or 4tG:-8%) -8ikyT- ,whqrchB @gnm@dcnyl or( C1=C4) '

-al ky|5 radi cal, e dihe (G- G)- al kyl  radical unsubstituted or
nono-_ or pol ysubs%t ed by bral koL agL | ere rably etL
fluoromethyl (Cg—Cig) —aryl ~and (Ce-Ci1o) ~aryl-

(C]_‘-'Cs) —alkyl H

a 2-, 3-, 5- or 6-pyrazinyl radical or 2-, 3-, 5-
20 © or b-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 gﬁoup consisting of (C1-Cg)-
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, (C1—~Cg)—alkyl, halogen, nitro, amino,
mono- (C1-C¢) ~alkylamino, . di-({C4-Cq) —alkylamino,
30 ' ~hydroxyl, {C1-C¢) —alkoxy, benzyloxy, carboxyl,
' (C1—-Cs) —alkoxycarbonyl, (C;-Cg)-alkoxycarbonylamino
or (Cy{k)—alkyl which is mono- or polysubstituted
by fluorine, prefefably trifluoromethyl, {Ce-Ci0) —
aryl and,(Cg—Clo)—aryl—(Cl—Cg)-alkyl;
35 |
a 3-, 4-, 5-, 6-, 7-, or 8-cinnolinyl radical or
3-, 4-, 5-, 6-, 7-, or B-cinnolinyl-(Ci=C)-alkyl
radical, where the (C;-C4)-alkyl radical may be

“unsubstituted or mono- or polysubstituted by




19 January 2005 8 identical or different substituents fro p
‘cohsi sting of (Cl-C6)-al kyl, halogen and oxo (-O and then%%hﬁﬁ@%gg-?o%é,
7-, or 8-cinnolinyl radical nay be unsubstituted or nono- to 5
pentasubstituted by identical or différent substituents fromthe group

consi sting of hydroge 1- am no, nDNho-
( C1- CB) T kyl ai'%/ﬂer% St & (%%6’5)66 gtr’n%ﬁSnts érf’;P(S“r 5%§1 97948 - 0B) -- al koxy,
benzyl oxy, car b@@iﬁ/&lsﬁ 10f Q&)l—@l kogyggibomllogéﬁl @ s8b kayycarbonyl

- amino or (Ci- Whl chis no- 0 ysubstl t ut ed by | uori ne,
“preferably tri ffr‘%;% %&ﬁ hyls s (6L ar@ﬂr g’nd (€5- cBoyringeiinydcl- os)
-al kyl;. 15 a 2eadiezl 5- ma6_,= Pe, onn8ufdthazokdnylof adingalo-or t2-, 4-.

5-, 6-p 7-, ( adi cal , re 1 h
(O C4§ aIkyI radnc %gﬁg@i%@yé%nsﬁ%gtltu?éﬁxg?a%nno- or pé? ggltuted by
i dentical or d|$¢%ﬁ%#ﬁwe%©%stlﬁﬁﬁmns ﬁh@nntgﬁ@ugroupon298¢@n91stpﬁg of

hydr ogen, (Cil- G@}d@d}é@ﬂu h@(':P—‘i%E ﬁ@ﬂyloxohﬁi%eﬁnd Lherg-. éminé ’

or 8-quinazolin |ca5 nE¥ e unsubstituted or nono-
pent asubst i t ut " el CAL RS AMEPPS er ent @hbé@rfhén?ékYiéW#ﬂﬁe gr oup

consi sting 25 cﬁydmmkymgen{c{4CkaGﬁlkak&ylbeh&b@@ﬁy, &h&b@x am ng, - nono-

- (C1- - al kyl . Al dr Cl- C6 alkoxy,
benzy éxy, cargg; Ilk%(xéf’f(Ei Ony Fkoi ar oﬁ@ﬁ F%ﬁ %ﬁ%yla 1ne
-- aIkoxycarbonyhaﬁ%hoalbYl(@blGB)lS—@Kmﬁ whi ciho 1 gs wipwiok twred by
~ pol ysubst i t ut ede 30 Dhd | YEL ASraip] f@f@m I:&hé& 0 @:h ( CO- aryl
~and (C6-C10) -aryl| - Cl- ) -aﬁay F 3 Hﬁﬁj F _Mib) g¥§l
8- qui noxal i nyl HHi EarCiolzaryl- (G- CG "aile or 8- qU|noxaI|nyI 35 (Cl-C4)
-al kyl radical, where the (Cil- CA) -aIkyI radlcal may be unsubstituted or
nmono-, or  polysubstituted by identical op different ubstjtuents fromthe
_grouplgon5|st|ngggf ( f g% %Ikgf ’hafo%e% a%%?%gbp¥foﬁa ho?ther - 2. -,

6-, 7-, or 8-quinazolinyl-(C;- Cy4) —alkyl

radical, where the (C1-C4)-alkyl radical may  be
unsubstltuted or mono- or polysubstituted by
1dentlcal or different | substituents from the group
20 consisting of hydrogen, (C1-C¢) ~alkyl, halogen and
oxo (=0} and the 2-, 4-, 5-, 6-, T~-, 'or
8-quinazolinyl radical may be unsubstituted or
mono- to pentasubstituted by identical or
different substituents from the group consisting
25 : of hydrogen, ('Cl-—Cg)-alkyl, halogen, nitro, amino,
mono- (C1-C¢) —~alkylamino, = di-(Cy;-Cg)-alkylamino,
hydroxyl, (C1-Cs) —alkoxy, benzyloxy, carboxyl,
(C1-Cg)~alkoxycarbonyl, {C1-Cs)~alkoxycarbonylamino
_ or (Cl—CG).-alkyl which is mono- or polysubstituted
30 ' by fluorine, preferably trifluoromethyl, (CG"C:LQ)"“.
aryl and {Cg—Cip)-aryl-{Ci-Cs)-alkyl;

a 2-, 3-, 5-, 6-, 7-, or 8-quinoxalinyl radical
‘ 1_2—; 3-, 5-, 6-, 7-, or 8-quinoxalinyl-
35 {C1-C4)—alkyl radical, where the (C1-Cs)—alkyl
radical may be unsubstituted or momo- or |
,ipolysubstitﬁted by identical or different
substituents from the group consisting of (C;~Cg)-
alkyl, Halogen and. oxo (=0} and the ” 2-,
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unsubstituted or nono- to pentasubstituted by identical or dlfferen?’
substituents fromthe group consisting of hydrogen, (Cl-C6)-alkyl,

hal ogen, .5 nitro, am no, nono- (Cl-C&) -alkylam no, di- (Cl-C6) -

al kyl am no, hydr oxyI (Cl C6l)Z al koxy, benzyl oxy, carboxyl, (Cl-C6)

- al koxycar bonyl 37¢CP-@6)® nyorca&‘bmmfa’?ﬁh@}dr X&1iCB) - aklkylbenhich is

mono- or - pol ysubshbtsu‘iﬁdtébd . ofcl uaine, %ef%re@it@;la%u%%tt reufaelgprq;g;et hyl,
X 4 , 7- or

(6 L0y Lary andnl OB P10} ARKlr b SRl s Bk s R s

8- pht hal azi nyl F&di*cafl gPsty! ueBFSe 5ﬁ>ffhé‘+h§z|9rﬁﬂup (CL_C4)
-al kyl 15 radi cebpswheiegt hef( Cﬂay@#):gahkyl (C&etteqalalnﬁqm be hd.]_ﬂlﬁ_;lébﬁtl tuted or
nmono- of pol ysulsti Butecgn nt i~ qififerent sybst nts fromthe
group consi sti ng, o? (%y% frﬁ?ﬁ% (hél osde d1 X6 = % éh He 1-, 4-,
5-, 6-, 7-, or 8 kzéalﬁhﬁﬁal aEVﬁyPXYédl céﬂrrﬁasy—l@ék@mbsthmxtyé@w, MNo t o

pent asubstl t ut edabbsokggptl C(arj1 )dé]fg&gyeﬁrbosr%stl ty@n_t@ qrpotxhe group
consi sting of ﬁ¥ %og ?é 1(‘ -al kyl ,” hal ogen, nitro, am no, “mono-
(C1-08) -al kyl afifhgogram ) (GHGp) apikgL 28 isfdr gy moqal- o8) - al koxy,
benzyl oxy, car bpmyy:sub:éﬂﬂ.tﬁiéd al kax;ycar bCﬂlyllo,rl(n@J, C6) p@kalf@&)ggqg,bonyl am no

.or (G ) -alk subs i tut orine,
preferlgg:?y tri f?%b%?%ﬁg?ﬂﬁé?@? ar v anﬁm§06 (%Eo(fm aPy¥i-(c1- os)
-alkyl; .. 30 ' &p<Cel BBlle 5-, 6- 7- or 8-quinolyl radical or 2-, 3-,
4-, 5-, 6-, 7 or 8-quinolyl- (Cl C4) - al kyl 'radi cal where the (G - C4)'
--al kyl radi cal t,ed or nono- poI ysubstl tuted by 35

y upsubsti t
..identical or %Iinf"fe gﬁt UbsPT t uént soFrﬁnP]f‘Fl}éab@?)HbYl redhsast PAg of
(C1- _(:6)-a| kyl, Tal ogen &hd &xo0 1=0) or apreblitiea Pazimdy i~ o) ra@kyl7 or -
8-quinglyl radical Ry Beyasupstitpted or 0P AR nay be
~unsubstituted or mono- or polysubstltuted by
identical or different substituents from the group ;
consisting of (C1-C¢) —alkyl, halo.gen and oxo (=0)
and the 1-, 4-, S5-, 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-Cs)—alkyl, halegen, nitro, amino,

, mono- (C;—-C¢}—alkylamino, di- (C1-Cg) -—alkylamino,
25 | . hydroxyl, {C1-Cg) —alkoxy, benzyloxy, carboxyl,
(C1-Cg) —alkoxycarbonyl, (Ci-Ce) —alkoxycarbonylamino

or (Ci1-Cg)-alkyl which is mono- or polysubstituted
by fluorine, preferably trifluoromethyl, (Cg-Cio}-
aryl and (Cg-Cyg) —aryl-(C;—Cg) -~alkyl;
.30 .
a 2-, 3-, 4-, 5-, 6-, 7- or 8-quinolyl radical or
2-, 3-, 4-, 5-, 6-, 7 or 8-quinolyl—-{C1~C4) -alkyl
radical,. where the (C;-C4)=-alkyl -radi-cfa'l may be
unsubstituted or mono-  or polysubstirtuted Ey
35 .identical or different substituents from the group |
consisting of (Ci-Cg¢l-alkyl, halogen and oxo (=0)
~and the 2-, 3-, 4-, 5-, 6-, 7- or 8-quinolyl
radical may be -unsubstituted or mono- to hexa-

substituted by idehtical or different substituents
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the group consisting of hydrogen, (Cl--C6) - alkyl, preferably met :
particularly preferably 2-nmethyl, halogen, nitro, am no, nono- (Cl CG)

al kyl am no, di- (Cl-C6) -alkylam no, tydroxyl, (Cl-C6) -alkoxy,

benzyl oxy,' carboxyl, (Cl-C6) - al koxycarbonyl, (Cl-C6)-al koxycarbonyl am no
or (Cl-08)-al kijromhitdte | gomomwo- conspetysygbstft utietkdyen f | uo:rliwoe) :
preferablytrlf me I C I -ar 1- C6)
~alkyl; 10 a MQYP 4E)%“'fer(:“giy ]rpétﬁy% E%ggﬁ(ﬁg? &?’ac? era lc ., 3,
4, 5., 6-, 7 ?dﬁe%h%oqurlﬁépwm (011164)0 adyio r admealo- (Wlneﬁe)fhe

(Cl_- C4)v-al kyI dpey Tahingy be dinsadqstgﬁuéggypémgp@o- or pRIMsuUbsti tuent-Pd
by 15 5i denti caLC or. gi_f igrent su%?t) ents.fromthe group consisting of

(CL- CB)-al kyl , hai 0Gen®ahi%8xo (S 2Yakdrhe 1°2rRRxYY4e  5(CigCe) 7. or

8-i soqui nol yl abidicatanmynpe, unsulﬁswgmaeﬂc@xycﬁmmmjzpaﬁm@- SLJ;QStI tuted
by identical i_ff er u AXS Ofromth u onS|s i ng of

hydr ogen, (Cl- i © ? Emf(yihgr?%g%n%@ ﬁ?& ant n8 g (Q'&I ykyI

amino, di- (Cil- Otm%ylﬁﬁ?ﬁ%ralhiyﬂr é%ylfluémmeﬁ)lyl aI(IC@xsho)b@rwa oxy,

carboxyl, (Cz-Gna ald@xy;) caFPonyd,—oFla ER) 1 al koxycar bonyl ami no or
(a Cﬁg) 25 al kyl which is nono- or polysu stituted by fluorine,
e

pr.ef bly trifluoronethyl, (C6-Cl0)-aryl and (C6-C0) -aryl- (Cl-Cs)
-alkyl; a 2-, 6,18 ®f,94-] GH|, Epuri"hylofaeli—ﬁ;abqﬁinaiylG'radl%gl8 or 9-

[9H] - purinyl - dtCJ1 C4)3 aI4<yI gadl al V\/nere the{{ Cf@a Jé radi cal may
be unsubstitute mono- or pol ysu’bsL t Ut ed Jb?/ Geht i Ff er ent
substituents friditheraftbtpl conBesei Ajeof(CLEr.ICH) Lkl kyhdihal ogey and oxo
( 0) and the 24e 6uns8bsehtdbeq- [HH me,%l nyb 1 %djlq@uggecmﬁp%sg stituted
m; o- to trlsugstltuteg ?¥ |dent| or dif feren]L_h substltue ts from
the 9 up consi S | ac}f or different su stltuents rom e
consisting of (C;-Cg)-alkyl, halogen and oxo {=0)
and the 1-, 3-, 4-, 5-, 6-, 7- or 8-isoguinolyl
radical may. be unsubstituted or mono- to hexa-
substituted by identical or different substituents
20 from the group consisting of hydrogen, (Ci;-Cg)~
alkyl, halogen, nitro, amino, mono- {C1-Cg} ~alkyl-

amino, di-(C;-Cg)-alkylamino, hydro'xyl, {C1—-Cg) -

alkoxy, benzyloxy, carboxyl, - (Ci;~Ce) —alkoxy-
carbonyl, (C1—C¢) —alkoxycarbonylamino or (C;—Cg) =~
25 - alkyl which is mono- or  polysubstituted by

fluorine, preferably trifluoromethyl, (C¢—Cig)-aryl
and (Ce—Cyg)—aryl-(C;-Ce)-alkyl;

a 2-, 6-, 8~ or 9-[9H]-purinyl radical or 2-, 6-,

30 8- or 9—_[9H]-purinyl—(C.1-C4)—al_kyl radical, where
the (C1-C4)-alkyl radical may be unsubstituted or

_ mono-. or polysubstituted by identidal or different
‘substituents from the group consisting of (Ci-Ce)-

alkyl, halogen and oxo (=0) and the 2-, 6-, 8- or

35 9-[9H]-purinyl radical may be unsubstituted or
mono—~ to trisubstituted by identical or different
substituents from the group co'nsisting of
hydrogen, (C;-Cg4)-alkyl, halogen, nitro, amino,

- mono- (C1-Ce) —alkylamino, ~ di-{C3~Cg) ~alkylamino,



hydrogen, (Cl-C6)-al kyl, halogen, nitro, amno, mono- (C1-{6);:alkyl agho,

di- (d-C6) -al kylam no, 19 January 2005 11 hydroxyl, (Cl-Co)-al koxy,

benzyl oxy, carboxyl, (Cl-C6) -al koxycarbonyl, (Cl- CG) - al koxycar bonyl am no

:or (Cl--C6) -alkyl which is nono- or ppl ysubstitut ed by fluorine,

. preferably trifluoronethyl, (C6---C10) - 5 aryl and (C( - C10) --aryI-

- E%ﬂ c6) -al k?/l ;hpciﬁoxyﬁ 7L(flg|c6g EYkbxpuri rlyépijﬂﬂ;b or(;aZIl-bkO d?- f)r 8-
- purinyl - iC er radi cal may

be unsubstitute CG) l%t??% ysu\ggflfﬂt q‘tf%‘ C@gﬂqrb ‘g/“blr“‘%il fferent

substituents froalm l(fae-(gr)e@[i@dns-rfsmmglmfm@@b Co)- palllpydubdtaltagesd and oxo

(=0) and the 2-,,., 6%, 45 p/ nyl. . I sbtltuted or

mono- to tri sub}?t,i tfllj'%léélg 33 nt i craﬁqjjJl r gk%ﬁgggﬁgﬁ?gﬁéubstﬁ]ugh t's fromthe

group eonsi sti myFof amydf é‘rm oy bsjCaldey-alkaillogen, nitro, anino, mono-

(C1-C6) -al kylam no, di- (Cl C6) -al kyl am no, hydroxyl, (Cl-GC6)-al koxy,

benzyl oxy, car box (C1-C6 Kk year bon Cs al koxycar bonyl am no
20 or (Cl--Cs) *® %/T<y| Swhi dR |°sr ?D &( ]orp‘b’blt%%]ubé?ﬁi%‘ﬁﬁ%dorb ¥ f1 o1 ne,
preferably tri fﬂvopmne&hWH] {106 G19) - e{—)m)aladk(y% L caB) yhrherEl- C6)
-alkyl; a 1- 2the 31(.}1 %% —%'l’kyg rddi gl er faecr‘l)qu g%lit}g gdlqcal or 1-,

2-, 3-, 4-, acrl dica wher e
the (¥0-Cs)- aI“FQFIO“r aﬂl%%lysr@y?tbéunmLtbstudtemtedabromméfe@?nt

pol ysubsti t ut edsudys ﬂldﬂﬁdifeﬁ' f@@mdtﬁée@%@hp %btfﬁstl'stﬂi%@t Sf T @midﬂﬁ; -group
consi sting of | - 30, al kyl, halo en and oxo (=0 "and _the 2-, 3-

5-, 6-, 7-, 8- ¥ ac‘?‘?lo‘?gﬁ ‘?‘% i 8% Q)bé‘“duﬁgl?osztlftﬁed Br fBno- to
Ioct asubsti t ut ed-hy7 Hli-gentiiroal oradﬂdafler ey Shlest uhyapks it h@rgr oup

consi sting of n,, 35 nitro nono- - -
(C1-G6) -al kyl g&r%q{\o i é%%f%fﬂﬁ SJm 1oy a oS, Y %%1 é@iﬂt al koxy,
benzy}oxy, carsb’&aﬂltu(e@ﬂlsm) ﬁralﬂkox@@r bomyloup( C1€@6)Slsallklgxy of

A-

hydrogen, (C1-C¢) —alkyl, halogen, nitro, amino,
mono- (Cy-Cg)—alkylamino, di-(Cy1-C¢)-alkylamino,
hydroxyl, (C1-Cg¢) —alkoxy, benzyloxy, carboxyl,

{(C1~C¢) —alkoxycarbonyl, {C1-Cs) —alkoxycarbonylamino
20 ' or (C;-Cg)-alkyl which is mono- or polysubstituted
by fluorine, preferably trifluoromethyl, (Cg-Cig)-

~aryl and {Cg-Cyg)-aryl-(Cy~Ceg)- —alkyl;

a 1-, 2-, 3-, 4-, 5-, 6-, T7-, 8- or S-acridinyl

25 radical or 1-, 2-, 3-, 4-, 5=, 6-, 7-, 8~ or 9-

acridinyl-(C;~Cy)-alkyl radical, where the (C;-C6)-

alkyl radical may be unsubstituted or mono- or
polysubstitute'd by identical or different

7 substitueﬁts from the group consisting of (C3-Cg)-

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

¢ 99—, b6-, T-, 8- or 9-acridinyl radical may be

unsubstituted or mono- to octasubstituted by

identical or different substituents from the group

| éohsisting of hydrogen, (C;-C¢)-alkyl, halogen,

35 nitro, amino, mono-(C;~-Cg¢}=-alkylamino, di-{Cy-Cg)-

alkylamine, ‘hydroxyl, (C1-Cg) —alkoxy, benzyloxy,

carboxyl, (C1-Cg) —alkoxycarbonyl, ' {C1-Cg)—alkoxy-

carbonylamino or (C3-Cg)-alkyl which is mono- or

polysubstituted by fluorine, preferably trifluoro-




carbonyl am no or (Cl-C6)-al kyl which is nobno or polysubstit
fluorine, preferably trifluoro-, 19 January 2005 12 nethyl, £ (%r%%g}’ 2003

-aryland al kyl ;

al-,2-, 3-, 4-,5-, (C6-Cl o) -aryl- (Cl-CG) 6-,

9 5 phenant hridinyl radical or 1-, 2-123-, 4-, 5-, 6-, 7-, 8- or
9- phenant hri di nyl - (C1- C(U% --al kyl radical, where the (Cl-C6)-alkyl
5

radi cal

may be MeRBYbst it

different substitwents fromthe group 10 consisting of hydrogen,

(Cl- C8) - al kyl ,

hal ogen and oxo (=O and the 1-, 2-, 3-, 4-, 5-, 6-,

or 9-phenanthridinyl radical may be unsubstituted or nono- to

oct asubstitut et byli—demzi—cal o1, diﬂ,ereat—

| ! vl | t - (Cl-c6
R U N Lo

-al kyl-- am no
(C6-C10) -aryl 77(01866)3r-32146)@narp‘ﬂexf3613ab&l'ly- Qlelttzyi-mkyylcarML ( Cl1- Cs)

- al koxycar bonylyhe £1- Cehe al koxycanhanylam no al k
i s nono- or pol sut%stltut gd by@f uorl ne, yctlLprefg‘rgg ](:y tr%%
(Ce6-C10)

. 6-pyridyl

.25 u

substTtuents from ]he gr
ni t raxe afito, armbridle (i~ CB), -3al k%arriaﬁp 6d; -7€C1866))r- --

h al e box I Cl- C6
. -al koxycar bongg%fa&tﬁlﬁyxly g%gr %%yﬂé% no or %’&i é/ (flk )

poI y SIS thft F TS o Hesd prief Edemt icak | @rudﬂéferent

hal ogen. ,
~al-kyl am no,

, ono- or

15

20

25

30

35

rorre
YRy - aFyl mO(leI- CBE - aPRyYsulspituBed 4by 5

r adu@ahtmm e kid ff2rend-gubstitBenos ﬁr«:mylthdyc_{;rds@dl cal
bsti t ut ecdO mno- tg get rasubsti tutﬁ% ent| cal or d| fferent

nsPethg (&p tilegsn. &

substituents from the group con51st1ng of {(C1-Cg) -
alkyl, halogen, nitro, amino, mono- (C1-Cg) —alkyl-
amino, di-(C;-Cs)~alkylamino, hydroxyl, (C1—Cg) -
alkoxy, (CG—CN)—arylf(Cr{%)“alkoxy, preferably
benzyloxy, carboxyl, (C1~C¢) —alkoxycarbonyl,
{C1-Cs) ~alkoxycarbonylamino or (C1~Cg) —alkyl which
1s mono— or polysubstituted by' fluorine,
preferably trifluoromethyl, (Ce—Cio} —aryl ;and
(Ce=Cyo) —aryl- (C1-Cg) —alkyl;

a 2-, 3-, 4-, 5- or 6-pyridyl radical where the
2-, 3-, 4-, 5- or 6-pyridyl radical ‘may' be
unsubstituted or mono- to tetrasubstituted by
identical or different substituents from the group
consisting of hydrogen, {Ci-Cgl—alkyl, halogen,
nitro, amino, mono-(C;-Cg)~alkylamino, di-(Cy~Cg)~
alkylamino, hydroxyl, (C1-C¢) —alkoxy, benzyloxy,
carboxyl, (C1~-Cs} —alkoxycarbonyl, (Ci~Ce) —alkoxy~-

carbonylamino or {C;—-Cg)-alkyl which is mono- or

- polysubstituted by fluorine, preferably trifluoro-

methyl, (Ce—Cio) —arvyl and (Ce—Cr0) —aryl-{(C1—Cg}—

. alkyl;

a 2-, 3-, 4-, 5~ or 6—py:idinyl—(C1—C5)—alkyl
radical, where the (C;-Cg¢)-alkyl radical may be

unsubstituted or mono- or polysubstituted by

identical or different substituents from the group

o Foho- emdpol YSubSic) tatred Wy -Ceent i cal

sbst i tuent sgfropyt hey group

V\/m ch 20

£ which is




et hyl
4-, 5-
r adi cal

(Cl1- 06) - al kyl ,

r adi cal

or different s
(Cx-0CB)--a
(C1-C6) - aIkyHHh1n@SUh§§leyed (e@1- mﬁmgalk@xytetEHEWb@mytut®®rngyl,

(C6-C10) -aryl and (C6-ClQ -aryl- (Cl-Co6) - aIkyI, 5

6-pyri dinyl - (Cl- CB) -al kyl radical, where the (C11§ aa“”l%ﬁ% 7005
unsubstituted or nono- or polysubstituted by identical
different sub.stituents fromthe groum 19 January 2005 13 consi sting of
hal ogen and oxo (=0) and the 2-, 3-, 4-, 5- or 6-pyridinyl
may besamsiisitrig ubed (o, - ﬂpnealkﬁalehéaogéhskhkﬂtﬁﬁobx ohdentica

Hhﬂgnés f50n1the ggoqgngnggns tln? PE%?;O ﬁg, g

al ogen, ‘nitfo, dmno

(C1- C6) -al koxygarhandy, diCla; GRlredd kQé%!ftf@quPE‘y' 2 b
e era

whi ch |s nono-
( Ce- 01030n5a1r53ﬁl“éhd qfcs- @%509%{%5” - C%lCPﬁCG? kyay kyhalaggn
r adircadrogr am;na

alk cal nsu uted o[y nono-
%§%9ragé calydli ere(? %fg iF?ﬁ%htsLFPﬁﬁ%?ﬁéfgroup

nethyl,

5-ti hi enyl
where the (Cil-
pol ysubstitute

or pol ysubsti t ut ed uorlne r

don®+F (Cllr5:65-hmk§mﬁfn1n6g1 &) (- kyl

consi sting of (@rbo&yl. alww Ckhahdg@myandbonglg =0) (@nd ¢t helRexy3-,

20 . 5-thienyl radicaly 198y e YpsulRsLict pt ey

different substituents ron1t§g group conS|st|ng
ob®n, (Cl- B Yabytl thiesydry, ﬂtecrl@m%mwfemuby toitbsyreal kyl ami no,
car boxyl ,

-|dent|cm

- hydr

QIO

di - (Cl-C6) - akdeythami,no, (25-dwgraxyh, (QldCG)tC%LKQJ)yﬂaﬁQLﬂZ é\@ﬁ
(Cl1- Co) -alkox%i%rqonyl (C1-C6) -al koxycarbonyl am no )

“which is nono-
(C6-d o)
"5-thiazolyl

is

20

25

30

35

pdlysubstltuted by fl uorine, preferably trlfluoronethyl,
- aryl_and (C6-C o) -aryl- (Cl-C6) -alkyl; 30 a 2-, 4-,
radi eal ac, 29 & Pletenyl radical or 2-, 3-, 4- or

5- thlenyl—(C1 Cg) - alkyl radical, where the {Ci;-Cg)-

alkyl radical may be unsubstituted or mono- or

" polysubstituted by identical or different |

substituents from the group consisting of (Cr{¥)~
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
hydrogen, (Ci1—Cg)~-alkyl, halogen, nitro, amino,
mono- (C1—Cs}—alkylamino, di- (C1-C¢) —alkylamino,
hydroxyl,  (C1-Cg¢) -alkoxy, benzyloxy, carboxyl,
(C1—Cg) —alkoxycarbonyl, (Clwcg}—élkoxydarbonylamino
or (Cf{k)—alkyl which is mono- or polysubstituted

by fluorine, preferably trifluoromethyl, {Cs—Cig)-

aryl and (Cg-Cio) —aryl-{(Ci-C¢)-alkyl;

a 2~{ 4-, or 5-thiazolyl radical or Zw, 44,-or 5-
thiazolyl-(C1-C¢) —alkyl radical, where the (C;—Cg)-
qlkyl radical may be unsubstituted or mono- or
polysubstituted by identical or different 2

substituents from the group cohsisting of (Ci-Cg)~
alkyl, halogen and oxo (=0} and the 2-, 4-, or 5-

thiazolyl radical may be unsubstituted or mono- or

disubstituted by identicai or different

substituents from the group consisting of

RN Lo, trlsubstltuted by




t hi azolyl - (Cl1-C6) -al kyl radical, where the (Cl-C6) - al kyl o é%d§¥ é be
unsubstituted or nono- or polysubstituted by identical or |f erent’ %B g
substituents fromthe group consisting of (Cl-C6)- alkyl, hal ogen and oxo
(=0) and the 2-, 4-, or 5- thiazolyl yadical may be unsubstituted or nono-
or disubstituted by identical or different substituents fromthe group

consi sting of lﬁydam@@my 2@05«14~hy&wagenhaQ6@e66) alikyb, 'hahgg@n, nitro,

am no, nonho- x Ianl droxyl,

(C1-CB) - al koxy, %nenzy%oxfli 9““1“0'(01 %C?lal(‘gbxf&a?ﬂjgﬁg}

(C1-CB) - aIkoxyd%Y%@%&Yhnlno -@m)féikﬁsyr-mhgﬂzmMn&ﬁr|scamhoxymn

pol ysubsti tuted Lg@kbg QB%B abl I hluqy - aryl

and (Ce6-C10) -a9?1 ? §ca ?& ¥CI(%) %ﬁkggﬁgg¥bon%§?mgaradlcaI or

3-, 4-2 or 10 & é%ﬂﬁﬁéz@il)}ﬂyl ("téil%)ls -BPRYT PédP@éwsuﬁﬁéiéuFﬁé ( C1- CB)

-aIkyI rad|calLﬁpyfmaoum&abstpﬁaﬂéxhhmnrnﬁﬂpfl@mr@m%ﬁmaﬂgstut &gy by

~identical or dlff ent b uent s 0 up consisting of (Cl-C6) -
Cy Tah S he 3o g o P

al kyl , hal ogen ar 6%8d( 15 i sot hi azol yl radi cal

may be unsubstituted or nono- or dlsubstltuted by |dent|cal or different

substituents frpminesgrodp g Ss'o'%tﬂl)%goqul hgeredan. GQI(C} a' 5

hal ogen, nitro,_ .am no, Fkyl a -alkylanlno
20 hydPoxyl , ((ﬁ.%ﬁBtQﬂQﬁﬁéﬁlt) zﬁkbx?lkihrbéﬁﬁﬁcal(CH‘@E%ﬂialkb&ycarbonyl
(C|l CGL -al kOXé@ﬁEb@ﬂ&’hBH};mOraaic?@L’ngﬁ)beahﬁ{bb%i&fﬂ%éié &?go%% ) |
pol ysubstitute qrl.ne, pr.efer trifluaronet .ary
and (.C6--C10) SAr 9‘?1 "éSt ted AT id %Xca£ v AREReY -
'7- benzot hi azol yulrsdditosdn toy fﬁom ﬂhe §£pu966pneﬂstlng of {Clcﬁ)

7-benzot hi azol W-fa1- (EQI§%§H|an&agk )mgﬁge %@ 3(C1-C6) - al radi ca

may be unsubstltuted or no- or ysu stltute by 30 |deﬁ%| aI or
di ffe%%nt vsubs"ﬁqtﬁléfﬂzsdﬂﬂorﬁ%qlﬂé:@]rdw be unsubstituted or mono-

e} 3 disubstituted by identical or different
substituents from the group consisting of

‘hydrogen, - (C1-Cg)~-alkyl, halogen, nitro, amino,

mono- (C1-Cg) —alkylamino, di-(C;-Cg)-alkylamino,
20 hydroxyl, (C1—Cg) —alkoxy, benzyloxy, carboxyl,
' {C1~Cs)—alkoxycarbonyl, (C1~Cg) alkoxycarbonylamino _

or (Ci- Cg}-alkyl which is mono- or polysubstltuted
by fluorlne, preferably trifluoromethyl, (Cg-Cig)-
_ ‘aryl and (Cs—Cm)—aryl-(Cl-Cg) -—alkyl;
25 |
a 2-, 4-, 5-, 6-, or 7-benzothiazolyl radical or
2-, 4-, 5-, 6-, or T7-benzothiazolyl=-(C;-Ce)-alkyl
radical, where the (C;-C¢)-alkyl radical may be
unsubstituted or mono- .or polysubstituted by
30° identidal or different. substituents from the group
consisting of (C;—Cg¢)-alkyl, halogen and oxo (=0)
and the 2-, 4-, 5-, 6-, or 7-benzothiazolyl
radical may be unsubstituted or  mono- to
tetrasubstituted by identical or  different
35 - substituents from the group consisting of
hydrogen, (Cl—C‘g)—alkyl, halogen, nitro, amino,
mono- {C;-Cg) —alkylamino, di-(C;-C¢)-alkylamino,
rhydroxyl, (C1—Cg) —alkoxy, benzyloxy, carboxyl,
- {C1-C¢) —alkoxycarbonyl, (Ci-C¢)-alkoxycarbonylamino



~consisting of (Cl-C6)-al kyl, halogen and oxo (=0) and the ,
- or-7-benzothiazolyl radical may be unsubstituted or nono- ?9 Jé‘nuar?} 2083

tetrasubstituted by identical or different 35 substituents fromthe group
consi sting of hydrogen, (Cl-C6) -al kyd, halogen, nitro, am no, nono-
(Cl-C6) -alkylamno, di- (-Cl-C6) -alkylam no, hydroxyl, (Cl-Cs6)-alkoxy,
benzyl oxy, carboxyl(Ci1-GLHa-l@F). walikabx yicarhomyt oéCﬂpoG:@rs)Jbstltuted

- al koxycar bonylW @Qu@sgl‘;@nu%ﬁéf%q"%l Qflf Ea)le@ijl S mono- or
pol ysubsti t ut ed i/ fluori ne pre era tr| ororret &10) - aryl
and (C6-C10) -a%¥L ed- 65 Cam Wrylﬂs(ca Es)—alkyl@ or 5 |mdazol yl radi cal

or 1-, 2-, 4-, or 5-imdazolyl-(Cl-C6)-al kyl radi cal Wnere t he

(Cl-C6 _al kyl r adi cal nay e unsupst i ted 0 ysubstituted by
i denti Gal or di¥férent ‘gubs‘i’utueh?% ?%%ﬂhé"ﬁasa& Jré'ci%grof ( Cl1- C6)
10 al kyl, hal ogen, ande oﬁelﬁn@)azaﬁdlt-liélics 21 kyl- | radichli, m' dazakyl radical
‘may be unsubstlgﬁge cOL~TONg trdsubst i ed by sq%% o di fferent
sub. stituents from 'ghe Gﬁgu ké'qnslirscfjin QE, %grolbﬂe E(231 %éa yI

hal ogen, nitro, "8RPNdC* ]E?lﬁfﬁ%s“(f@!vt )%y a@q‘(l}/ﬂléiﬂlnér di LEqreDtCo)

-al kyl am.no,  hyes Oxytued €- @amatk@xegroa né)bh%li)étlﬁ%r RAXYlG,-cq4) -

Cl- | k b I (G -C6 | k Cl-Co6) - al kyl which
: .( rmcﬁé aoroggl r ony %%Fn b%}“c?lcffgcﬁl %‘#er?hegl%/ 1 r?% u%ro?r@f’hyly °
. (CGAO- 20 arfwlrm:mhz(d]aflcmédlcaa]r yihay (l:@( Eubsat kykted dr,mdno-4-, or
5-pyrazolyl radi ?&)?ﬁbstgtut 3 orbys py&gngl%(éjf(m %)dgkggl gdl caI,

‘where the (Cl I cal may “be unsu ut 6§ or “hono*
pol ysubsti t ut e(fué?ys’-'lld'é%ﬁﬂ‘b?al Girofi f f éhent gubBPI t uepnsisrbnyt heofr oup

consi.sting of (y@adl(@@gn al kyd, ~chpl ooem andh OxQ;dT0) And-dhe dmind;, 4- or

5- pyr §ol yl radical Cbe_ u&bgfstj tuted or mono to trisubstit ut ed by
i dent i or dlmfcfné)r 17Cgh 3 P s froftitHégheliprtionsa8inag of
‘ hydroxyl, (C1—Cg) —alkoxy, benzyloxy, carboxyl,
{C3—-Cg) —alkoxycarbonyl, {C1-Cs) —alkoxycarbonylamino

or (Ci-Cg)-alkyl which is meno- or polysubstituted
by fluorine, preferably trifluoromethyl, {Cg—Cyg)-
20 aryl and (Cg—Cig)~aryl-(Cy-C¢)-alkyl;

a l-, 3-, 4-, or S-pyrazolyl radical or 1-, 3-, 4-
or 5S-pyrazolyl-(C;-Cg¢)-alkyl radical, where the
, ('Cl—Cs-) -—alkyl radical may be unsubstituted or mono-

25 or polysubstituted by identical or different |
substituents from the group consisting of (Cy;-Cg)-
alkyl, halogen and oxo (=0) and the 1-, 3-, 4- or
5-pyrazolyl radical may be unsubstituted or mono-

to trisubstituted by identical or different:

30 . substituents from the group censisting of
hydrogen, {C4-Cs) —alkyl, halogen, nitro, amino,
mono— (C;-C¢) ~alkylamino, © di-{C1-Cg)-alkylamino,
hydroxyl, (C1-C¢) -alkoxy, benzyloxy, carboxyl,

{C1—Cs) —alkoxycarbonyl, (C1-C¢) ~alkoxycarbonylamino

35 or (C;-Cg}~alkyl which is mono- or polysubstituted
by fluorine, preferably trifluoromethyl, (Cg—Cig)-—
aryl and (Ce-Cip)-aryl-(C;-Cs)-alkyl;




hydr ogen, (Cl1-C6) -al kyl, hal ogen, nitro, am no, nono- (Cl

-al kyl am no, di- (Cl-C6) -al kylam no, hydroxyl, (Cl-GC6)-al k%)?%/&}nuﬁéfﬁlzf/f)%?(y,
carboxyl, (Cl1-C6) -al koxycarbonyl, (Cl-C6) -al koxycarbonylam no 35 or
(C1-C6) -al kyl which is nono- or polysubstituted by fluorine, preferably
trifluoronethyl., (C6-Cl0)- aryl and (C6-Cl10) -aryl- (Cl1-C6) -al kyl; 19
January 2005 16aalis, 22,, 33+, 44+, ocor S55pyoadlyl mradicedl @ 1-, 2-, 3-, 4-,
or .5-pyrrolyl.-5(CLl4C(5).,, I i, cals. _wher he - (6) - al radi cal
may be unsubsti ?uf ec?llcgr Or_ arr%)lr%ifr%? gl g/%h\lg&;ﬁ?l tg&tkgé bI)(/a%i]ld:gﬁt'i g%IFg%?

di fferent 5 subsPptUéntSsktdrithergfldaplcaiisi she ngnetbsCitogrd abkyl

hal ogen and  oxom¢m®) cangotheudstitdreddpy fier®ich1PyE @l sHereadical may be
to tgtras stituted by identical or different

unsubstétut ed or rrﬁng-
substi tuents frofthe yPBLp &6RE Hiend 1Y b < DgEnd PEL-EyCal kyl

hal ogen, nitro, adkivho, hahogen &Gd- G8p «(abkylani nde di—, (G- GB), -at kyl ani no,
hydr oxyl, (G - -akk zy ar yl (Cl- -.al koxycar bonyl ,
(C1-C6) -al kox%gr bgnﬁ%ﬁggf O%Q%%?L&}%G)IQ{{%I k%ﬁ vﬁ%scl%gi%ltn%%%%- or

pol ysubst it ut ed®®8°by f¥uorirRirprererbbiyedri fbuor dmsrindcal C6-G10) - -
caryl and (C6- Cl@)rraryht (Ghs@hkuedldey| Franl-thed- gr&hipS-don Midd i azolyl

r adi cgl or 1-, g E{r 5-51. ﬁgl-tri%ﬁgﬁ%l-ﬁm-% -allljg | radical,” 20 where
the (¢f-ce) - aPkyPYFagpesr be - st PELPEER or DABRE, Greino,

pol ysubst i t ut edmbyo- ( @etils) call kgladiihber ent sdbst(Cfte)t-3 fkydrantiie, ,gr oup/
consisting of h , (C1-CB)-al al ogen oxo (=0) and the 1-,
3-, or 5-[1.2. 41(3{1% a %’l I ('zcg%:ggl %%ﬁ‘mﬁgy bgoeunn%ﬁ SH 1t ut Sactfl%bro o- or

di substituted byCideshrpébPxgeagbphelent (Csubstiatlontys afntomitipenigraup

consi sting of (&-+1€B)cy) -ahkyh, Walapens AbhsO, o%”‘g&@ S el ££6)

al kngL? no, di @C?ﬂ%éal Ky argaﬁno, ydr ox])él 30 (C1- 86) - al koxy,
benzyldxy, car bd%yl-UPELREE) RF Yar bbhituoreaegsyL : al (ksxGedrbonyl ani no
or aryl and (Cg-Cyo)-aryl-(Ci-Cs)-alkyl;

a 1-, 3-, or 5-[{1.2.4]-triazolyl radical or 1-,
3=, or 5-[1.2.4]-triazolyl-{(C;-C4)-alkyl radical,
20 where  the (C1—Cg) ~alkyl radical may be
unsubstituted or mono- or polysubstituted by
identical or different substituents from.the group‘
consisting of hydrogen, (C;-Cg)-alkyl, halogen and
oxo (=0) and the 1-, 3-, or 5-{1.2.4)-triazolyl

25 radical may be unsubstituted or mono-— or
disubstituted by identical ™  or different
substituents from the group consisting of (Ci-Cg)-

.alkyl, halogen, nitro, amino, mono- {C1-Cg) ~
alkylamino, di- (C1-C¢) —alkylamino, hydroxvyl,

30 {C1-C¢) —alkoxy, benzyloxy, carboxyl, (C1-Cg)—

| alkoxycarbonyl, (C1-Cq).—alkoxycarbonylamino or

© (C1-C¢}—alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, {Cg—Cig) —aryl
cand {Cg-Cjio) —dryl-(C;-Cq) —alkyl;
35
a 1-, 4-, or 5-f1.2.3]-triazolyl radical or 1-,
4-, or 5-[1.2.31-triazolyl-(C;-C¢)-alkyl radical,
where the {C1—C¢)-alkyl radical may be

unsubstituted or mono- or . polysubstituted by




(C1-Co)-al kyl which is nono- or polysubstituted by fluoringg prefsr yaggm :
trifluoronethyl, (C6-Cl10) -aryl and (C6-Cl0) -aryl- (Cl-C6) -al ky a

- 1-, 4-, or 5-11.2.3]-triazolyl radical or 1-, 4-, or 5- [ 1.2.3 ]
-triazolyl- (Cl-C6) -alkyl radical, where the (Cl-C6)-alkyl radical may be
unsubstituted or nono- or pol ysubstltut ed by 19 January 2005 17 identical
or different sub8eptiet of ﬁéﬁf@h@l@r@b@tlcom‘mstﬁm ofe (§Hou@6) - al kyl ,

hal ogen and Oxodén@stf‘r‘f'éj the des C, alkg% h[ag %’E%J shhl %zol y f(}r;)adl (;al may

be unsubstituted or nobno- or dISUbS i tut entlcal or d er ent

substituents fraifl tHee gtoup?-cofsi stildg 2031 mmrl@g@riyl( cEddg)zlalnay |

| hfilkolgen ni t rgae amrr%bmrtq;té&llk@) méd &yl i’iﬁ' ncalsdibsbt(&lllt&?)qb )

al kyl api no, hydr oX nzyl ox car box

- al koxglcar bonyll&(%l ‘i%l) af k‘é&§gﬁéeﬁér BBﬁﬁltéHJﬁétﬁr trem & J1U8HP which is
nono- or pol ysubrstigiutrer byt f | ipdioeenpr efler-aty)yatirkisfll, uonﬁ—ld@m,yl _

- (C6-C10) -aryl C6- - 1-CQ)_ K

5-[1H] --tet razorfﬂfjrcg adlacgz}g?l)o aligho E (,C% Iﬁ]lk%)lé%{"rléwz’ol 2 (Etlc‘éG) - al kyl
radi cal, where & lé{l@lnaaCG)hyfé\M{Jer adl wcmlmxa’msulb&mzmkcednor nmono-

or - pol ysubstl t Wwadw i dentc yar, bst i ftr e gr oup
consi 6| ng of (Cl- quy 20, Qaf% angTd:);I en%odrg}(}xo (Kg aﬁd t%)gfh
5-[1H® tetrazdidAP ad‘hltncha? bel st tited brch siBstiereed Oéy

hydrogen, (G- @jl;addthlﬁ“uadelgdmy fhubfd)neanplﬁg,feﬁﬁbfﬂy (c@lf@@lbma! kyl am no,
g:'il’b(())%:l/-l C6% C-l- %@ﬁl amkggx;cé gbﬁ)%lfy&mlé%j f?%@ yca’?g f} )r(#ﬁ*\o o
.(C1-C6) -al kyl wikddi s nono- or pol ysubstituted by fluorine, preferabl y
trifluoro- nmethyl, (C6-Cl0) -aryl and (C6-Cl0)- -aryl- (Cl-C6) - al kyl; 30
15 a 1- or 5-[1lH]-tetrazolyl radical or 1-, or 5-
' [1H]-tetrazolyl-(Ci-Cg)—alkyl radical, where the
{C1-Cg)~alkyl radical may be unsubstituted or mono-
or polysubstituted by identical or different
‘ substituents from the group consisting of (C1-Cg)~
20 alkyl, halogen and oxo (=0) and the 1-, or 5-{1H]-
tetrazolyl radical may  be unsubstituted or
substituted by hydrogen, (C;-Cg)-alkyl, halogen,
ﬁitro, amino, mono—(Cl—Cs)—alkylémino, di-{Cy-Cg) -
alkylamino, hydroxyl, (Ci;-Cg)-alkoxy, benzyloxy,
25 tarboxyl, (Cl—Cg)—alkoxycarbonyl, (C1-Cg} ~alkoxy-
carbonylamino or {Ci-Cg)-alkyl which is mono- or

polysubstituted by fluorine, preferably trifluoro-

methyl, {Ce—Cio)—aryl and {Ce~C10) —aryl-(C1-Cg) -
| alkyl;
- 30 |
' a 2- or 5-[2H]-tetrazoyl radical or 2- or 5-{2H]-
tetrazolyl-{C1—-C¢) ~alkyl radical, where the
{Ci—Cgl—alkyl radical may be unsubstituted or mono-
_ or polysubstituted by identical or different /
':35.‘ substituents from the group consisting of (C1-Cg}-

alkyl, haleogen and oxo (=0) and the 2- or 5-[2H}-
tetrazolyl radical may be unsubstituted or
substituted by hydrogen, {C1-Cg) —alkyl, halcgen,

nitro, amino, mondﬂ(Cl-ng—alkylamino, di—({C1—Cg) —




~a 2- or 5- [2H] -tetrazoyl radical or 2- or 5- [2H -
tetrazol yl - (Cl-C6)-al kyl radical, where the (Cl1-Cg}-alkyl %%d‘lj%néllarkglo%%
unsubstituted or nmono- or pol ysubstituted by identical or different ~ 35
substituents fromthe group consisting8of (Cl-C6)- alkyl, halogen and oxo
(=0) and the 2- or 5- [ 2H - tetrazolyl radical may be unsubstituted or
substituted by W%@‘%‘}O(Clbl’%‘fgék’kyl , (ﬁaT(é@eﬁ,leﬂmro,bmmxmno-
(C1-C6) --al kylesimexydj - ((Cl-Ch)-a Lo Jprutasdn 2005 18, at, )yiéllnﬂﬂ% hydroxyl ,
(C1l-C&) -al koxy,cbgbnozlylfgrxi c%rbo>(<§l_, (C_;l-%‘)) -a%_koxyc,ar onyl , 1-C6) -

- al koxy- car bonytani no or 1 C1C) L5t Kyt “RHikeH i €M hofho-t Sor ROpBry stbst i t ut ed
by fluorine, prefkerabistirifediory Flomethnk, ECerELQ)blyarsdi andr{-C6- C10)
-aryl-5(ClL- C6) meddky! ¢ 4 6-f| .3.5]~triazinyl -radical, or 2- 4-,
or 6- [ 1.3.5] H-lefri%zi ny?(-c%(ci‘ﬁceaﬁpyflm kflndfadi(gél(%loioa\%ﬁ%rg Eh@‘”(‘Cl- C6)

-al kyl radical Ire unsubstituted or nono- or pol ysubstituted by
identical or different substituents fromthe group. consisting of hydrogen,

‘(Cl-C6) -al kyl,_ halogen and_ oxo :g) nd the 2-, 4-, or
6-[1.3.5]-triazl ngl ’ 15épr’ad,|05alé(n‘ia » e Linstst 110t ed 264 cRgnoer o2~
di substituted By demti éallloB.8difteient nysulisttyentisfir omatdiear oup
consigging of  hydrogen,,(Cl- -t kyl.,,hal ogen, .nitro, amno,  nono-
(Cl-C6) --al kyl am no, di-- (_cf?éde) 65-§‘| Ky amn n%%dlz(f)a%ydrd‘ﬁ/)f, be
(Gi - C6) - - al koxy P BEFAHTREED capBoxieno-( Ci6)pal koxysai bohgd, by
(C1- C6) - al koxyciatehenyh BNéN@i fEerbhil - s ridhkylts WAL GD dhs GROG;  OF
.pol ysubstituted . bs¥Lsf l.uor i ne, 1L/)ref erably trifluoronethyl,; -C10) - aryl
cand (06-CL0) - &IH3(Cl9ce)t - RYRyPIeDs dCa-Colgalkytl 5-Rackeseyl anddi cal ~or
2-, 4-, or 5-oxazolyd} (@hdCbhal M, radicalr wheres.bther{E€1R0)- al kyl
radi c may be tit d mono-_.ar. pol ysubstituted by identical or
diffé?int y r%ﬁﬁ%gi-' HLSd oL, _rﬁhs&bsgﬂtﬁkeé) oMt ChoRs ! AehL
disubstituted by identical or different
substituents from the group consisting of
“hydrogen, {(C1-Cg) ~alkyl, halogen, nitro, amino,
, mono— (C1-C¢) ~alkylamino, di-(C;—Cg) ~alkylamino,
20 hydroxyl, (Ci-Cg) ~alkoxy, benzyloxy, carboxyl,

{C1-Cg¢) —alkoxycarbonyl, (C1-Cs) ~alkoxycarbonylamino

or (C;-Cg)—-alkyl which is mono- or polysubstituted

by fluorine, preferably trifluoromethyl, (Cg—Cjq)-

aryl and (C¢—Cip)-aryl-{(Ci-Cg)-alkyl; ‘ '

25 ‘
a 2-, 4-, or 5-oxazolyl radical or 2-, 4-, or
S5-oxazolyl-(Ci~Cg) —alkyl radical, where . the
{C1—C¢) —alkyl radical may be unsubstituted or mono-

. or polysubstituted by identical or different ’
30 - subétituents from the group consisting of (Cy-Cg)~-
' alkyl, halogen and oxo (=0} and the 2-, 4-, or
5-oxazolyl radical may be unsubstituted or mono-
or disubstituted by identical or different
substituents from the - group consisting of

35 ‘ hydrogen, (C1~Cg)—alkyl, halogen, nitro, amino,
mono- (C;-Cg) ~alkylamino, di-(C1~Ce) —~alkylamino,
hydroxyl, (C1-Ce) —alkoxy, benzyloxy, 7 carboxyl,
(C1—C5)—alkoxy¢arbonyl, (C1—Cg) —alkoxycarbonylamino

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




30 substituents fromthe group consisting of (Cl-C6)- alkyl 1 9hal Q0 erg 3pd;5
oxo (=0) and the 2-, 4-, or 5-oxazolyl radical may he unsubstituted or

mono- or disubstituted by identical or different substituents fromthe
group consisting of 35 hydrogen, (Cl-©8)-alkyl, halogen, nitro, am no,
nmono- (Cl-Co6) - aI kyl am no, di- (Cl-C6)-al kyl am no, hydroxyl,

(Cl- CB) - al koxy, PhekyiPeipe cat BokgFably CETEs) uoabrexyar, botyd-C:61GL- O6)

- al koxycar bonyl @y Noan®r (¢ &6 aalkylicwi ghaiigono- or pol ysubstit ut ed
.19 January 2005 19 by fluorine, preferably trifl Goronethyl, (C6-Cl0)- aryl

and (C6- ClO) --aryl- (C1-C6) -alkyl; a 3-, 4-, or 5- |soxazol yl radical or
3-, 4-, or 5-& s@xazdl-yl - ¢€1 Seﬁgso}adﬂquylr aﬂh@ﬁd:alwwf e3Lhe4 (,CiOLCG)-aI kyl

r adi cal5 may be sinsybsti b ed (ﬁ N9y ., Qr pola}ésub titut ei&t)ey ntical or
e

different substituents from oup onsi st ng f’ (ctt , hal ogen
and oxo (=0 anfFitre) 3alkyl réFilcﬂ?O Blaiy's dyea 2oisyib sttadiudald ma;ynhﬁmo—

unsubsti tuted arr @S@mgsﬁlﬁsﬂiﬁit@t bg,ugggngycalldggt HEAfe QUnedi f ferent
substituents fro thetlger oup £onsi s%gng of hydrogen, (C -086)-alkyl,
hal ogen, nitr o, 4 o, r%‘&lt ) SXLIY ISRRTIG tidid ¢ E1{C6)Celal kyl ani no,

15 hydroxyl, (GLkG8),- ahkdmgenbmcyl XY, p@ajbo&ylh 1{@ 30) - @Lkoxﬁcarbonyl
(C1 al koxy J’ 0 S nono-

pol ySCS%StI tute HM neLOJ prée era‘?ﬁ)’ b?r#?ﬁB?B?‘rﬁ’f‘ﬁ?ﬁ O(ECG“OGPO) aryl
and ( CB- C10) é’r%/l-dlﬁek’seejlu-taldkyl by20 id@stacdl , 2= 3dg.ff$-e,re51—t, 6- or
7-indolyl radi Galbs¥itubnts?-, B3, Fhe 6- ggLro g) i ng Ll (%Ig aI Kyl

.radi cal, where th Cl- Cs) aI %yi radl cal unsu stltut ed or nono- or
‘pol ysubst i t ut ed 6§ e&‘éntl(@ér “AHKYE en’f"’ﬂ1 B8R} t uBhESOf r omtlhe , gr oupi |

‘consi sting of @@noCEaalkytalbwlagenoand oxadi=@,-candatiRei1dmine?-, 3-, 4-,
5-, Qﬂior 7- 'n%95¥bxyl (C1-Cq) —alkoxy, benzyloxy, carboxyl, (C;~
C¢) —alkoxycarbonyl, (C1-Cs) —alkoxycarbonylamino or
{C1=Ce} -alkyl which is mono- or polysubstituted by
_fluofineL preferably trifluoromethyl, (Ce—Crg) —aryl
and (Cg-Cio) —aryl~(C1-C¢)—alkyl;
20
a 1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl radical or
i1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl-{(C1-Cg¢) —alkyl
radical, where the (Ci~Cg) ~alkyl radical may be
‘unsubstituted or mono~ or polysubstituted by
25 . identical or different substituents from the group|
-Consisting.of (C1—Cg) —alkyl, halogen and oxo (=0}
and the 1-, 2-, 3-, 4-, 5-, 6~ or 7-indolyl
radical may be unsubstituted or mono- to hexa-
_ substituted by identical or different substituents
36 - . from the group consisting of hydrogen, (C;-Cg)-
' alkyl, | halogen, nitro, amino, mono-— {C;—Cg) -
-alkylamino, ' di—(C1~CG)—alkylaminb, hydroxyl,
(C1-Cs) —alkoxy, benzyloxy, carboxyl, {C1-Cg) -
. - alkoxycarbonyl, (C1~Cs} —alkoxycarbonylamino or
35 - {C1-C¢) -alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (Cg—Cig)-aryl
" and (Cé—Cm)—aryl—(Cl—ngnalkyl and the isomers, in

- particular - tautomers, diastereomers and



radi cal may be unsubstituted or nono- to hexa- substituted _ by_identigcal or
different substituents 30 fromthe group consisting of hygrgoéeﬁgaf%@@é)-
al kyl , hal ogen, nitro, am no, nono- (Cl-C6-) alkylam no, di- (Cl--C6)

-al kyl ami no., hydroxyl, (G -C6) -alkoxy, benzyloxy, carboxyl, (Cl-C6) -

al koxycarbonyl, (Cl-C, 6) -alkoxycar bonyl am no or 35 (Cl-C6) -aI kyl which is

mono-- or pol Y§H9§E!LBME%§ byand! U@dé nghamn%fc%r&m(aémryfgeetegﬁ%w
(C6-Cl0)-aryl and (C6-Cio) -ary fzj)i al kyl and the rsoners, in

particul ar tatitbher sl“dP3§ttéFé’&ﬁ§r §% faiiard Yobs Boeiftnt i oners, and

t he pharmaceutically acceptable salts, in particular acid addition sal ts,

t hereof.  According.to_a furt ri L he eri.va i.ves 5 of the
forml a LIyCaFE Br 69i ef fift Ja?@%‘%%%@%er?% dTRStREMT ' ROPRIS R, RB, X

Z, P5 Qoh hhd firhavéat Hd ) reeaanmgsvgﬂ@cénwlab@kyeaaﬁdcmraepeeseatﬁs phenyl

whi ch |slnu%1gtgstgtu Fd @, sybstituted by ope to fiye. dentd cal, or
different (d -Cs6. groups,  where ‘adj acent 10 oxygen atons may al so
be |i nke‘ﬂe%?/“(‘@i @2)"eé}l I@H‘é‘ﬁ”e agfoRps reRE@éreﬁltﬁg Ry uf et éfbodi nent ,

pyri di nendlesbyai twesd ofr t@@béaiﬁutad( by asee piovitieee Whiieht arg1
characterized. hat e_meanin iven above, R Rl R2, R3
each rep‘?]ése%tl%geﬁﬁ(q oge% 13t éﬂ] %Eofcg r &) g"tpssgan "&‘&@%n a4 ofitahd X
repiésentsygeni tatogen ategm aRsandb@ eachkedemeseml—geMaakyhydeogen at ons,
mis zero,ahdsn is the integer 2. 20 According to a further enbodi nent,

. pyridine derlvatlves of the fornmula (1) are provided which are
‘characterized inthat R Rl, R2, R3, X, Z P, Q n and m have the

meani Ngsa @t yedi ahore andulﬁ%hreapreec&amﬁne%é Zor i e haxy phenytes Accor di ng
S e R
hydiégenimt oirtZ Ry has the meanlngs given above, R, R;, Ry,
| éach represent a hydrogen atom, 2 -represents an oxygen
atom and X represents a nitrogen atom, P and Q each
represent geminal hydrogen atoms, m is zero .
and n is the integer 2.
20
Accoiding to a further embodiment, pyridine derivatives
of the formula (1) are provided which are characterized
in that R, R;, Rz, R3, X, Z, P, Q, n and m have the
meanings . given above and Ry represents 3,5-

25 dimethoxyphenyl.

According to a further embodiment, pyridine derivatives
of the formula (1) are provided which are charécterized
in that R, Ri, Rz, R3 each represent a hydrogen atom, 2
30 represents an oxygen atom, X  reépresents a nitrogen
atom, P and Q0 each represent gemihal hydrogen atoms
*, m is zero, n represents the integer 2 and R4
représents a 3,5~dimethoxyphenyl radical.
:rAccording to yet another aspébt of the invention, there is prdvidea
~a use of the pyridine derivatives as defined above jn- the
manufacture of a medlcament for treating tumors in mammals j
According to a further aspect of the invention, a
- process for preparing pyridine derivatives as defined above
:, characterized 1n that

- a pyridine carboxyllc acid of the formula (2)




30 represents an oxygen atom X represents a nitrogen atom P and Q each
represent geminal hydrogen atoms mis zero, n represents theifregey 20%nd
R4 represents a 3,5-di met hoxyphenyl radical. According to yet another
aspect of the invention, there is proyjded a use of the pyridine.
derivatives as defined above in- the manufacture of a nmedi canent for
treating tunors in manmals. According to a-urther aspect of the
invention, a process for preparing pyRkdi+fe derivatives as defined above
characterized in that a pyridine carbogXylic acid of the fornula (2) 19
~January 2005 21 formula 2 in whi& R , R2, R3 have the neanings given
above, z 5 denotes an oxygen or s r atomand Y represents a | eaving
group -such as hal ogen, hydroxyl, - al koxy, preferably nethoxy or
et hoxy, -0-tosyl, -0- nesyl or i Iyﬁﬂ'is reacted with an amne of the
formula (3) .10 H2\ Ra HN X PCH 2yMT™ormula 3 15 in which R4, X, P, Q m
and n are have t he neani ngs glve'mabovéi;2 and the desired pyrldlne
derivative is fornmed. Synthesis route: 20 The conpounds of the fornula 1
can be obtained according to Schesemkibebow 19 January 2005 22 Schene 1
The starting materials (2) and (3) are either comercially available or
~can be prepared by procedures known per se. The starting materials (2) and
(3) are usefillidmtier Ui akes Rorhprepahiéngethéngyr gdivee atbewievatz ves of

the fosmilgabeACsRT HaRghdi bRe sulfur atom and Y represents a
: leaving group sugh as halogen, hydroxyl, (C1-C6) ~

alkoxy, preferably methoxy or ethoxy, -O-tosyl, -0O-
mesyl or imidazolyl, is reacted with an amine of the
formula (3) )

10

o R

PRy

formala 3

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

15 - and the desired pyridine derivative is formed.

Synthesis route:

20 The compounds of thea[formula 1 can be obtained

according to. Scheme 1 below:




- topically or{transdernmallyo

invention. 10 The solvents and auxiliaries to be used, if gproprlate and
the reaction paraneters to be used, such as reaction tenpetdt{@&iadng20
reaction tinme, are known fromthe literature or famliar to the person 15
skilled in the art owing to his expert2know edge. The pyridi ne derivatives
of the fornula (1) according to the invention are suitable as nedicanents,
i'n particular as antitunor agents,Sé&hemérgati ng manmal s, 20 in particul ar
man, but al so donestic animals such as horses, cattle, dogs, cats, hares,
sheep, poultry and the like. 19 January 2005 23 According to a further
aspect, the fmvention provi dés the pyridine derivatives as descrii bed above
“for use in therapy.o ording to a furth g?fspect, the inventior relates
to the use. of pyrig¢ine derivatives as desctiPbed above for the ndnufacture
of a medi canent treating tumprs i/F=varmal sPy8®harticul ar nmgn.
Preferably, pt ong pHN di neN abive of theformula (1) {is
admi ni steredjto | in anambunt ectlveNﬂW?hF treat nerjt of the
~tunor. The therapeﬂtlcally effective  dos |d|ne derivative
according tofthe invention:-in questlon WhICH i s to be adninistered for
the treatnenf depends inter alia on the nature and the stage of |the
oncosi s, the] age and the sex of the patient, the type of adm nistirati on and
the durationf of the treatnent. AdnlnlstraQ5 can take place orally,
-rectally, bugcally (for exanple subllngual 3 parenterally (forl exanple -
subcut aneous] y, |ntranuscularly““\ptr IIy or intravenously)
# further aspect of thg
i zed that it conprises as 4gctive
| dine derivatiy, as defined above. {These can
aerosol preparations. Suitable sqlid

invention, jedi canent |
ingredient, gt least one p
be solid, semsolid, quu]d

The starting materials (2} and (3) are either
5 commercially available or can be prepared by procedures
known per se. The starting materials (2) and (3) ai‘e
" useful intermediates for preparing the pyridine
derivatives of the formula (1) according to the
invention.
- 10
The solvents and auxiliaries to be used, if
_appropriate, and the reaction pai*ameters to be ﬁsed,
such as reaction temperature and reaction time, are
known from the literature or familiar to the person
15 skilled in the art owing to his expert knowledge.

The pyridine derivatives of the formula (1) according
~to the invention are suitable as medicaments, in
. particular as antitumor agents, for treating mammals,
20  in particular man, but also domestic animals such as
horses, cattle, dogs, cats, hares, sheep, poultry and
the like.




preparations are, for exanple, capsules, powders, granules, tablets.
Suitabl e semsolid preparations are, for exanple, ointnents? QBEFY, 241 s,
pastes, -suspensions, oil-in-water ang ,water-in-oil enulsions. Suitable
|l iquid preparations are, for exanple,“sterile aqueous preparations for
parent er ak.ad i 4 StJ af i [ e i,sotanic Wth the bl ood of the
patient. Tﬁe i nr_\{/Henti on @gt%])g@b%??%tdsttﬁlaet é&vﬁﬂwh%r? PEEESE BYe PReL SRRl e
bel ow, wAeRbTRt BEsngsr elssrirtbed alotdeforexanplie. therdppuanyc@Bmq24oWr ki ng
Exanpl e }uf8neor DBl hexXyRhenyl ) 4-(4- pyr. - carbanyl)piperazine 5.5 g
(45.8 mol ) of _p?rgrlﬁdi ne- 4-caer%‘§<efﬂtllcnaclfe é\zt/éarse Rus §ndgﬁgwiotfh RYT3HPRg in
150 nl of*DratiNesh apupeheribest iativieg fo6. 8Be gndGistLrtmmel p£ok medicament
N- et hyl gef phedd g andmot-nen,a g i on; of 35..6 68.5 | ) of -BOP 10
(1- benzotri azol yl trg?pyr Fol éil?nglpﬂ%%% ’on}rgrﬁ%rgcxlacfulqﬁ(%r Ophos ﬁ%%%ﬁaba}gé 8.18 g
(45. 8 mMOFISofore. psroding wsrhoryphenyd )qbiepépamilre (10 66 nl of DMVF were
added taddlirS ALY &0 The Mt Ur e irred room tenperature for 24
h, the DVE was disti l'ed of I under ri\é@l?e%{f}!(j:'“elﬁgp?gtggﬁgévsnéolrhéhteesi due was
purified diToa™diY i ¢h J&° oI (Rihes el ietaBost foom WerdikeAGiveDar nst adt)
usi ng t helomebi lcef phase i eidnionesbanel pesbangl L35 peLcept, agypni a
(90:10: 1 vLyAv),, 20 Y] S!agf':i%rzl' %4 % (82. 3% of theory?_ .m'mp 1-96C 1.
Antiproliferative action in vari St dhbr CRelbe yininhesered afprol i f eration
test, thEREntisEdemdr ddnandwtiviey adiat be stlstanae-d 43414pwas exan ned
usi ng estabbished ~¢HMTOI,C8)d i d I Ng§. | he_test used, the cellular 30
dehydrogenation acii vi t)? I's dlet'er_mﬁr?ed,gg\%mi% gma s X ©of the

- “patient, the type of administration and the duration of

~the treatment. Administration can take place orally,

rectally, buccally (for example sublingually),
parenterally {for example - subcutaneously,
intramuscularly, intradermally or intravenously),

topically or transdermally.

‘.According to a further aspect of the invention
- medicament ’
: characterized in that it comprises as active ingredient, at least

one pyridine derivatives as defined above.

These can be solid, semisolid,
liquid or aerosol preparations. Suitable solid
preparations are, for example, capsuleé, powders,
granules, tablets. Suitable semisolid preparations are,
for example, ointments, Creams, gels, pastes,
suspensions, oil-in-water and water—-in-oil emulsions.
‘Suitable liquid preparations are, for example, sterile

' aqueous preparations for parenteral - administration

which are isotonic with the blood of the patient.

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

example.




possible to determne the vitality of the cell and, indirectly, the cell
“count. The cell lines used are the human cervical carci nond? cEPHaFy nedls
KB/ HeLa (ATCC/ CCL17), the nurine |ynphocyte |eukaem a L1210 35 (ATCC
CCL- 219), the human breast adenocarcimoga |ine MCF7 /ATCC HTB22) and the
~ovary adenocarcinoma |ine SKOV-3 (ATCC HTB77). These are established cell
lines .which are very well chaFackangzBgampllewere obtained from ATCC and
~cultured. 19 January 2005 25 The results shown in Tab. 1 denonstrate the
highly potent antiproliferative action of D-43411 in the cell lines

SKOV- 3, L-1210 and HeC&PKB-PémpkBoryrhaayd) par(#cayaiflyls| ow growth of the
MCF7 line, the effect, of D 434ibohplypepéestineriod of 48 h is only snall
(18%in|gi bition at 3.16 g/m; thus stated as >3.16). Tab. 1 In-vitro
cytotoxicity in tunor cell lines 10 (val ues deternmined from5 substance
concentrations) Dt#A3%1m@l) Mebhodp#29dife 00032 xPoRP03:<020083 Held XTT Test
for _cell ul %}y e.act.Lyjty.>3. e her ent row ng tunor cell
li nes HeLa?gI%lB, S.I%\/C?gﬁpgﬁds%&%!gﬁdl{]hé%ﬁl ?agéu[g%ghi gyltﬁng}lr\%/ﬁfafh gr ows
in suspensiofEriEie euPdi vatléd -andewldt arfdaidnednyl ndoplsoR0né naad
incubator wiHdh gas iBbelitabn376s S%BLC@ And(£P% AdPsphgEi cphughdity. On
Test Dgé 1,(f_e adherent cells are detached using trypsine/ EDTA and

pel | et &d by' ! CEHFT Fugt T ot t 5Py T 4 P Rio SR THE 1 esuspended in RPM
cul ture nediaxaftudttehaptoprd Jatandel ¢ . tount (ahds 2nérpnsferred, 50 a

96- wel | mq{i%ééﬁo%y@k%tn%(l)m%gaazti%se in 60 ml of DMF were added

to this mixture. The mixture was stirred at room
temperature for 24 h, the DMF was distilled off under

15 reduced pressure and the residue was purified on a

silica gel column {Kieselgel 60, from Merck AG,
Darmstadt) using the mobile ~ phase
dichloromethane/methanol/25 percent ammonia (90:10:1
v/v/v). -

20
Yield: 12.34 g (82.3% of theory)
m.p.: 94-96°C

1. Antiproliferative action in various tumor cell

25 lines

In a proliferation test, the antiproliferative activity

of the substance D-43411 was examined using established
tumor cell 1lines. In the test used, the cellular

30 dehydrogenation activity is determined, which makes it
possible to determine the vitality of the cell and,'
indirectly,'the cell count. The cell lines used are the
‘human cervical carcinoma cell lines- KB/HelLa
(ATCC/CCL17), the murine lymphocyte leukaemia L1210

35 (ATCC CCL-219), the human breast adenocarcinoma line
MCF7 /ATCC HTB22) and the ovary adenocarcinoma line
SKOV—B (ATCC HTB77). These are eéﬁablished cell lines
which are very well characterized and were obtained
from ATCC and cultured. ' '




are then cultivated overnight in the incubator with gas inlet. The test

" substances are made up as stock solutions in DVBO and, on ¥%2stenpayy 22005

diluted with culture mediumto the desired concentrations. The 19 January
2005 26 substances in the culture mediasm are then added to the cells and
~sincubated in the incubator-with gas inlet for 45 h. Cells which have not
been treated with test substance serve as control. For the XTT assay, 1

ng/ m of xﬁﬁﬁisgg%ﬁ § -LEhaun inII uﬁi bls(%gmonﬁFrat%s the highly

-(phenyl ami nocar bonyl ) -3, 4-tetrazo
Ni t r o) benz WSS o &1kt £¢ 57 6 6 of YBHON n ORPNA~4B640. Jmadthl@n et hout

.?anolthRFg 164‘@; tigratly, aLola&a nga(rﬂi 1Qe§9/lﬁﬁ' OROf[RJflnb Pto  the

me i benzopyr azi ne gsphat e- bu ered saline
(PBS) i3 p ééﬁé é;VTﬁgg §OH%H %% %Q%IM 6f tH@exTTPMBethekture are
pi petted onmtfo Dhé3¢ell ipl atles, tehicclpayyi wowofhave bhees idicupatediwi th the
test substanees ;fi@i 4% iy 1 ‘50 I%hlu%/?ﬂ/ v)tth Or;glt%ol utjan i,g,mxed with

t he PMS. solutlonlnaratlo of eore us The cel |
plates are then incubated in the incubator wth gas inlet for a further 3
h, and therapt.i aal Troensidy @Ak i dys iGeterddned 1iin 13 jphot ometer. 20
USI ng # e 090, = obtall ned the inhibition in percent relative to the
controt’is cal cul at'@@ e  aflSTSHiTSt ati VIEEARLi vity i sSeRsFMRERd usi ng
‘regression anal ysi s:onZ&nExarqiloasl) Tabl et containing 50 ng of active

- conpound Corrp05|t| on: (1) Actlve corrpound 50 0 nmg 30 (2) Lactose 98.0 ny
(3) Maize 0—6 £ :
stearate ‘,2.0 D Total'

D-43411 o 429 1 <0.0003 | <0.0003 | <0.0003 { >3.16

2. Method

15 XTT 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
sﬁspension, 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 using trypsine/EDTA and pelleted by
-centrifugation. The cell pellet is then resuspended in
RPMI culture medium at the apﬁropriate 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 DMSO and, on Test Day 2, diluted with

‘culture medium to ‘the desired concentrations. The




35 Preparation: (1), (2) and (3) are m xed and granulated with an aqueous
"solution of (4). The dried granules are adnmixed wth (5). ¥hiEmeerutelss
tabletted. 19 January 2005 27 Exanple |l Capsul e containing 50 ng of active
conmpound Conposition: (1) Active conpbaind 50.0-ng (2) Mize starch, dried
' 58.0 ng (3) Lactose powder 50.0 nmg (4) Magnesium stearate 2.0 ng Total:

160. 0 ny 108@%5@&%9@&30@ the) dud tgrsumeedviwth ¢33 th&hi sdgedunc naterial s

added Wit hc¥igor gug ﬂhéhﬂgtéa the mext W ek 062 d
Mixture is. c t qn'c f EOQ %1 % ﬁ&%? ﬁg? gng¥d

gn a c%pii e f||||nghmac i ne,

capsul es si% fual$+8805 Woﬂ%l@@e% PEWEP@l/‘@B@BZ tepgt ent
Cains 1. Psymbsltmdeseﬂ‘aéla{ﬁ%oxatﬁ@ldl ng to the formula 1 5 formula 1 N
‘H2n~X1-+, Ra P (CH2)m Qin which 10 R 15 20 RI,. R2, R3 can be attached to
any of the pyridine carbon atonms C2 to C8, are identical or different and
i ndependent¥gr oftlvhe %Afot kesaydendt embyuiogeh, XIT ai @hidichai B7er{ 1+ anched

(phenylaminocarbonyl)—3,4—tetraZOlium]—bis(4—methoxy—6—
nitro)benzenesulfonic acid) is dissolved in RPMI-1640
medium without Phenol Red. Additionally, a 0.383 mg/ml
10 solution of PMS {(N-methyldibenzopyrazine methyl
sulfate} in phosphate-buffered saline .(PBS) is
prepared. On Test Day 4, 75 pl/well of the XTT~-PM53
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 usé.
The cell plates are then incubated in the incubator
with gas inlet for a further 3 h, and the éptical

density (ODgoonm) 15 determined in a photometer.

20
Using the ODygonm 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 stearate 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.




~(C1l-C8) -alkyl, (C3- 'C7) -cycl oal kyl , stréi ght- chain or branched
(Cl: C8) - al kyl carbonyl, straight-chain or branched (Cl-C8) laldéepry 2005
hal ogen, aryl- (Cl-C8) -al koxy, 25 30 nitro, am no, nono-

o (C1l-A)-al kylam no, di- (Cl-C4) -al kylam ho, (Cl-C8) -al koxycarbonyl -

~am no, (Cl--C6) -al koxycarbonylam no- (C1-C8) - alkyl, cyano, :

strai ght-chain or branched cyano- (Cl-C6) -al kyl., carboxyl, (Cl-C8)

-al koxy- carpopyle {£l-C4)--alkyl which is substituted by one or nore
fluorine atons, carboxy- (Cl-C8) -alkyl or '(Cl-C8) -al koxycarbonyl -

. (C1- C66) -a@%@??le(@@%ﬁnl%‘yk% yiRg ‘(%Za%}ve abRyAyrd strai ght-chain or
branched cyasmpof{:i&®) - alkyl., aryl, where the aryl radical my be
unsubst i-t ut or, mono- or :polysubstituted by identical or 19 January 2005
29 5 10715 gfljlffe%%%%v%u%%l???‘g%%ts fromﬁ%hzj'é‘i%up consi sting of hal ogen,
strai ght - - chai n Maizdrarehed, (Ciie$) - dlskyl mg( C3- C7) -cycl oal kyl

“carboxyl, stiai ghtschainorqbganched (Gl - al koxycarbonyl, ,'- by
trifl uoroma{ h)f/ll , h%/droxg}f, %Erai ght -c%g)i'?%)nrg branched (Cl-Cqg)-al koxy, or

c, foxy, befyl d%3AnHi ko, stwd FRte nono2-0CIC4. ) -al kyl ami no, di - -
(Cl-A4) - al ksdta no, cyano, straight-chaigy @r mqbr anched cyano- (Cl- Co)
- al kyll where addition- ally R and Rl and/ or and R3 may forma fused
' aromati86-menbered ring with the :
' Preparation:
(1) is ground with (3}. This ground material is added
_with vigorous mixing to the mixture of (2} and (4).
This powder mixture is, on a capsule fillihg machine,

15 filled into hard gelatine capsules size 3.




pyridine ring formng a quinoline or acridine ring which for its part my
" be-substituted at any C atomring position by the radical stRYRPATR22Y R
R3 havi ng the nmeani ngs above; nentioned 20 Z is oxygen or sulfur, where

t he radi cato Nd/ddHemn' XRa 25 substisgted on the pyﬁég}%fﬁ%&ycl e may
be attached o .Cafons C2-C6 of the pyridine ring skeleton; P,Q

i ndepedently ot~ one anot her represent oxygen or gem nal hydrogen atons 30
X is nitrogen or CGR5, where R5 represents hydrogen or (Cl-C6) -alkyl.; 19
January 2005 3 im 41 dependent f ot her .denot es an integer

bet ween OQLS V\nq':{jr}utrahled%r oVi SO t%‘)a/ﬁé)ian(?t eﬁ(}la en the, é?rdréu?lloate]s a CR5R6
group where R5 and R6 independently of one another represent hydrogen or
(C1-C6)-al kyl and that the -nitrogen at@ﬂaceﬂt to the C=Z group is.
substituted by a hydrogen atom or a (C~ : yt group; R4 is a

strai ght-chain or branched (CizC20) -al kyly radi cal which may be
"saturated or .unsaturated, wthe t hree |[doubl e and/or triple bonds,
and whi ch nmay be unsubstifuted igrally be substituted at the
~sane or different C ato by , Hijer e Jaqyl, 15 heteroaryl,

_hal ogen, (C1-C6)-al koxy, q 1-?04) -al kylam no or di- (Cl-C4)
-al kylam no; a (C6-Cl4) -l T , (C6--Cl4) -aryl-- (C1--C4) --alkyl
radi‘cal or .a (C2-Cl0) - hepQy or (C2-C.10) -hetero- aryl-(Cl-C4)-al kyl
radi cafl) whi ch contains o or ), nore heteroatons selected fromthe group

formula 1

10 R, Ry, R, Rz can be attached to any of the pyridine
' carbon atoms C; to Cy, are identical or
different and inde'p'endently of one another
denote hydrogen, straight—(:ha_in or branched
{C1~Cg) —alkyi, (C3-C9) —cycloalkyl, straight-
15 o chain or branched {C1=Cq) ~alkylcarbonyl,
‘ straight-chain or branched

(C1-Cg) —alkoxy, halqgen, aryl—-(C;-Cg) —alkoxy,

nitro, amino, mono¥ (C1-C4) —alkylamino, di-
20 (Cl—C4)—arlkylamino, (C1—Cg) —alkoxycarbonyl-
‘amino, - (C1-Cg) —alkoxycarbonylamino- (C;~Cg) -
alkyl, cyano, stiaight-’éhain or branched
cyano- {C3-Cg) —alkyl, . carboxyl, (Cy~Cg)-alkoxy-
_ carbonyl, (C;-C4)-alkyl which is substituted
25 by one or more fluorine. atoms,
carboxy-— (C]_-Cg) —alkyl

or {C1-Cg) ~alkoxycarbonyl-(Cy-C¢)—alkyl,
{C2-Cg) —alkenyl, {Ca—Cs) ~
alkynyl, '
30 straight-chain or branched cyano— {C;-C¢g) -
“alkyl, aryl, where

- the aryl radical may be unsubstituted or

mono— or polysubstituted by identical or



consisting of N, 0 and S, where the (Cl-C4)-alkyl radical pay_ b
unsubstituted or nmono- or polysubstituted by identical or d]r?fJé‘PélﬁFy 2005

- substituents fromthe group consisting of (Cl--(t6) - 25 al kyl, hal ogen and
.ox0 (=0 .and where the (C6--Cl4) ary9 or (C2-Cl0) -heteroaryl radical may
be wunsubstituted or nono- or polysubstituted by identical or different
substituents from t HeLigFotgnt consiles i hgneitst r afght- chaha or gkeapched

(Cl-Ca) 30 alkyl, (GRFseays! 08EKYlha halagen, (

al koxycar bonyl am no, " (? C'?a oxy, aca?eogy Sg{% %Jkoxycar bonyl ,
strai ght-chain or rthé‘?d%be ( c1lGs¥s Ll 22 Kby L mhi cHCx~Gra~ §M§é9iﬂﬂﬁvéd by one or
" nore fluorine atons;a3foshyidr oxytaightatighin cbai rbrgrnctplre@nc(@dc%gll CB) -

al koxyy where adja X 1, atom; may al so ,be |inked by
- a. Iky?ene gr oups Eaglﬁgzy o%%% ni tro am no, nono: (Cl-C4)° 19 January 2005

31 al kyl am no, di - (CEC4)+.al.kyl dmw no, tax@luomwmefthjfb,r |h§dp@f<ylmay be
unsubstit ut ed- or OG-+ Oifgh tRAUSYPSt L ut gd ent fferent
substituents fromthe rgrogup consi sti ng o?) @ }égfegal g ar‘lf'j 7Bt anched

(C1-C8) -al kyl, (C3<CH =7"¢ycl oal kyl'; “¢ar Béxyls! istpai ghlt)elmh:alﬂxm branched

(Cl-C8) -al koxycar benyiro,by &midd por leabh)(ti chydneMlamisiy ai g =chain or
branched (Cl-C8) - |é<¢2§y)’ bf% on 10 nitro, am no, nono- (Cl-C4)

-al kyT'am no, di- (CI- EYARG sFFéPbﬁbtcﬁ%ﬁ‘hnoro’éranched
cyano- (Cl-CB) - al kpranmiegd hteyamcs-t f@t&ﬂd]‘ﬁhlkﬁbﬁeme&@d ad®renbgoners, in
15 particul ar tautopgns, #i tdergorrg;1 d gnantjoners, and their
.pharmaceutically accep abI e sal a’@g |E§| ﬁ%ﬁdeﬂavz? O6F the for rrul a
.1 according to 20 Engem 1, a%ﬁ%ﬂ‘%ﬂ(ﬁ er $Zeemb er edhat rRﬂQRlWlRD RAe P,

pyridine ring forming a quinoline or acridine
15 ring which for its part may be substituted at
any C atom ring position by the radicals R,

Ry, Ry and R3 having the meanings mentioned
above;

20 Z is oxygen or sulfur, where the radical

(CH)\ P R,

P (CH,)m \

substituted on the pyridine heterocycle may
25 be attached to C atoms C;-C¢ of the pyridine

ring skeleton;

P Q indepedently of one another represent oxygen

or geminal hydrogen atoms ;
- 30

X is nitrogen or C-Rs, where Rs represents hydrogen
oxr (CI—CG) _—alkyl,;




Q X Z, n and m have the neani ngs given in Caim 1 and R4 denot es a

strai ght-chain or branched (Cl-C20) - 25 al kyl radical which® r@pugey 2005

saturated or unsaturated, with one to .three double and/or triple bonds,

and which. may be unsubstituted or opbionally substituted on the sanme or

different C atons by one, two or nore aryl, heteroaryl, .30 hal ogen,

(Cl C6) - ahkoxylndapmodenbhp- (ICloG4) anathkytamenotels an integer

_ -(C1-A4) - al ky}, he r p .. each of which nmay
be unsubsti t ut edégar@%%ng-§orﬂﬂh tﬂg gﬁggﬁg?ur%g)éby |3g‘r‘19t| CHI® Jt different

substituents fr%m tke S?BBEeéon§| sthﬁE;ﬁ of 9raep ai ghtrehaRn oandr aRehed

(C1-C8) --al kylindéa8n&#)t1gyskoahkyhknohakegeny Cyane, i c(r(t%;oqg)

al koxy%ar bonyl ag&n g(&( ?%ko&g cg]ﬁboxyl 19 Janu 0 %Ié 5

(Cl1- C8Y- al koxychar by 2T &¥ Faidgitt - thakn e bt bRy etz?mc&)djeﬁq@nt\m.ch is
substituted by tenehorCabrerbhpoisneubsatamkedhygr QXy*Jyd,rC%té’ralgngm chain or
branched (C1- -al I itro, amno, nono- (ClL-C4) -

al kyl am no, dIC&%rClgm Xda‘i) lg]q%yt %)%mrpn which for its part may be
unsubstituted or nono- or pol ysubstltut ed by |dent| cal or different 10

substi t uert,s fr@gu; he: 3l gHP- SIS %tl RY-RiL ht-chain or branched
(C1- -al kyl , % C71) ycl.oal k car oxyI \ sﬁo ai ght-chain or branched
(C1--C8) - al koxycar nyl™, Gglfatlrl fl S omEtyIl bhaydré uradiedhi gietr- chai n or

branched (CL- @8)satalianed, bernizsh oxyne ni too, tﬁﬁb@o dBOBQ= (Qlau%)r -

al kyl am no, di -{,G 1%4) pahky!l a 0, ai hai n. br anched
.cyano- (Cl- C6) - al k AP wRYRR ‘may P L2 q.lnsu A aa or
may optlonally be substituted at the same or

different C atoms by one, two or ~more arvl,
15 heteroaryl, halogen, {C1-Céb})-alkoxy, -amino, mono-
(C1-Cs) ~alkylamino or di-(C3-C4) —alkylamino; a
(Ce—Cig)—aryil radical, (Ce=Ci14) —aryl-{Cy~Cy) ~alkyl
radical or a {Cz-Cyg) —heterocaryl or (C,~Cig)-hetero-
_ aryl-(C;-C4)-alkyl radical which contains one or
20 ‘more heterocatoms selected from the group
consisting of N, O and S, where the (C1-C4) —alkyl
radical may be unsubstituted or mono- or o
polysubstituted by identical or differént

__subS-tituent-s from the group consisting of (C;-Cg)-

25 alkyl, halogen and oxo (=0) and where the (Ce—C14q) -
aryl ‘or (C2—Cy0) ~heteroaryl radical may be
unsubstituted or mono-  or polysubstituted by

identical or different substituents from the group
consisting of straight-chain or branched {C1-Cg) -
30 ~alkyl, (C3-Cq)-cycloalkyl, halogen, cyano, (C;-Cg)-
alkoxycarbonylamino, (C1—Cg) —alkoxy, carboxyl,
(C1—Cg) ~alkoxycarbonyl, straight—chairi or branched

(C1-Cg) —alkyl which-is substituted by one or more

7 ‘fluorine atoms, B
35 ' hydroxyl, straight-chain or branched (C1—-Cg) —
alkoxy, . ~ where

adjacent oxygen atoms may also be linked by
{C1-C;) —alkylene groups, '

benzyloxy, nitro, amino, mono- (C1-Cy4) -



20 . a 2-, 4-, 5- or 6-pyrimdinyl radical or 2-, 25 30 35 4-,_ 5- or
6-pyrimdinyl -(Cl-C4) -alkyl radical, where the (Cl-C4) --4 KAuRRdi €41°
may be unsubstituted or nono- or polysubstituted by identical or different
substituents fromthe group consisting of (Cl-C6)-al kyl, hal ogen and oxo
(=O and the 2-, 4-, 5- or 6-pyrimdinyl radical may be unsubstituted or
mono- to trisubistyltamnigt bydideai+Cal-adrkydiddiergnt a r upstint vents, rom t he

group consi sti ng of ro (,CL-C6' )-al kyl , hal ogen, nitro, am no,
mono- ( CL- CB) -qi‘fylggnyﬁ_o,gng& (‘%- %?)SP%S&%%%E%O,g%yd?lBQg?r, or
“(Cl1- CB) - al koxy PHeFARDdL Ut boxply,  (I@krdB)calal koxycar bidmfe reEl- C6)
- al koxycar bonylsumainG gt { C1-{Ge)n al ke Whi d o .Q%/y- bstituted
by flugrine, (CGECI‘?J -_e}%%ll, and ( -ClOe) -éQ%J%I-pS gtl&[&%é)l%r% l; O?S January
2005 33 a 3-, 4 BINr BNi 052iRARGRRA cAF1dRe)3alkyd,, BCidE) -
6- pyri dazi nyl - (Qiclea)i-kallky| chadbegl, wheseghheckSln CHr - palkyd Jadi cal may
be unsubstituted_gr, o - ol ysubstituted 5 by identical or different
substituents fr(?rjln te?"l)e‘ gg ?L}éyé%&i%g%g'_groupgc\fonsi s¥irﬁ618f°r(3@ie-té(y;l)- al kyl ,
hal ogen and oXydre®yland shealdght4chasa oros- ppradabienyl (cadi,gal may be
unsubstituted @nik@Ro- to trisubstituted by identical pr different

ne Pty griy

substjtuents fromthe group consi sting of hydrogen, (
hal Ogie nitr O’ngm{)no’ mino, menoc-— (Cl“Cq) -al ylaminO, di- {(C1~Cy)~

calkylamino, cyano, straight-chain or branched

cyano— (C1—Cg) —alkyl;

"and their structural isomers and stereoisomers, in

15 _ particular tautomers, diastereomers and

enantiomers, and their pharmaceutically acceptable

salts,
2. Pyridine derivatives of the formula 1 according to
20 Claim 1, characterized in that R, R1, R2, R3, P,

Q, X, Z, n and m have the meanings given in Claim
1 and

R4 denotes a straight-chain or branched {C1-Cap) -

25 alkyl radical which may be saturated or
unsaturated, with one to three double and/or

triple bonds, and whiéh.may be unsubstituted or

optionally substituted on the same or different

C atoms by one, two or more aryl, heterocaryl,

30 halogen, (C1-Cé6) -alkoxy, amino, mono-(C;-C4)-

- alkylamino or di—{C;~C4)-alkylamino;

a phenyl ring or a naphthyl ring, each of which
may be unsubstituted or mono- or poly-
35 ' substituted by identical or different
substituents from the group consisting of
straight-chain  or branched (Cy1-Cg) ~alkyl,
{C3—Cq) ~cycloalkyl, halogen, cyano, ~(C1—C5)—

_alkoxycarbonylamino, '(Cp{k)—alkoxy, carboxyl,



mono- (G - C6) -al kylam no, di- (C-C6) -al kylam no, hydroxyl,

(C1- CB) - al koxy, benzyl oxy, carboxyl, (Cl-C6)-al koxycar bonyilg, Jeeraep)24)
koxycar bonyl.- amno or (Cl--C6) --alkyl which is nmono- or poly- substituted
by fluorine, (C6-GC0) -aryl and (C6-GLO) -aryl- (Cl1-C6) alkyl; a 2-, 3-,
5- or 6-pyrazinyl radical or 2-, 3-, 5- or 6-pyrazinyl-(Cl-C4)-alkyl

radi cal, where thml@asacélkakwbrbadyqal mays b, ypsubstityted gr nono- or

Pol ysubstl tuted by |de ifferent substituents fromthe group
consi sting of (G -6 ET( I (Clﬁaﬁ:g q%\Wd 856‘3 h(dg sgHBsthReused Ry 5- or

6- pyrazi nyl radi caine maynbe LIﬂf[SiI,dZ)StlftluICBd.rGEl’ matemd,0 trisubstituted by

-identical or different substituents g QuR.c nS| tlng of hydrogen,
(Cl-06) -alkyl, halogen, nitro, ami &1{38%&29 réé)g §I Kyr'ami nd*

di - (C1206) - al kyl afiEfoICHRHr d&ytCs (CILiE) ¥ al koxy, benzyl oxy, car boxyl ,

(Cl1- 08) - al koxycar bonyl ( 64n@8N oxd), koxy€as bonyl;am nomehot% )y - al kyl
35 pref erabl

whi ch is nono- or substltuEFd quorlne
_trifluoronethyl, (ag%éfﬁ‘}n%’ryl andt Lamine. (WJGG) whglqdy| . . a 3-,
4=, 5-, 6-, 7-, Oﬂkﬁ?C10ﬂomeylrmﬁﬂlbalun@hbsﬁitu%ed,ﬁn; fonof- oror
80|nnoI|nyI (1 y. 2005 34 aIk radi cal ere the

( Cl- C4) - al kyl rad%?]]y]s%b Ua{betun%ubg% t ut'eg dXJfﬂ’ ?‘rgno Oy SdifFerEhétit ut ed by
i dentt@al or dlff@ﬁ@ﬁtl@mtﬁltms them tmemgrouponsmstsngngodff (Cl- CB) -

5 alkyl, hal ogen and=0%®t(x®aignd the 3- 1br%1n’ch%d1 6- (il nnol i nyl
radi cal may be unsubstituted or. nono- pent asubstl tut &%I Yidentical or

di fferent substi t d&Rts? )fr%YﬁJt%lkﬁouﬁaé%’é‘Wém ni;tlb-’fl%@‘m@@ﬁaw e€1- CB)
“-alkyl, 10 hal ogebraniched, ahA0s) TEIN@xyGrEH)y 13! KWampe 1 udis—( C1- C6)

-al kyl ami no, hydr%é¥hylgClhg%%oky%hkoé%raight—chain ‘or branched

15 _ (C1-Cg) —alkoxy,
) benzyloxy, nitro, amino, mono—(Cy{h)—
alkylamino, di- (C1-C4)~alkylamino, cyano,

straight-chain or branched cyano- {C;—Cg) ~alkyl;

20 " -a 2-, 4-, 5- or 6-pyrimidinyl radical or 2-,
4-, 5- or 6-pyrimidinyl-(C;-C4)-alkyl radical,
where the (Cl—Cq) ~alkyl radical may be

Vunsubstltuted Or mongo- or POlySUbStltuted
by identical or different substituents from the
25 group consisting of (Cy{k)—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 consisting of
.30 ‘hydrogen, (C3-Cg)-alkyl, halogen, nitro, amino,
mono— (C;-Cg) —alkylamino, di-{C1-Cg} —alkylamino,
hydroxyl, (C1-Cg) —alkoxy, benzyloxy, carboxyi,
V(Cl—C5)¥alkoxycarbonyl, (C1-Cs) —alkoxycarbonyl-
‘ amino or (C;-Cg)-alkyl which is mono- or poly-
'35 _ substituted by fluorine,
(Ce—Cio) ~aryl and (Cg-Cig)-aryl-(C;—Cg)-
alkyl; -




benzyl oxy, carboxyl, (Cl-C6)-al koxycarbonyl, (Cl-C6) -al koxycarbonyl am no
or- (C1-C8) -alkyl which is nmono- or pol ysubstl tuted by fl Lﬂ(#llJﬁ@uaEE 2005
(C6_C10) -aryl and (C6-Cl0) -aryl-- (Ci1-C6) -alkyl; a 2-, 4-, 5-, 6-, 7-,
or 8-quinazolinyl radical or 2-, 4-,3%-, 6-, 7-, or 8-qui nazol i nyl --(Cl 20
C4) -alkyl radical, where the (C1-C4) -al kyl 25 30 35 radical may be
unsubstituted or nzmnG-'—,orcl polsysubst iet- pty@dd}akélhﬁjl&ntt@@icﬂ di-f fer ent

substituents fromjhe group, c { ydr o - C6 | k hal ogen
and oxo (=O) and the g’r [gfcoé]?ﬁt ACPagZ y1 ﬂf g:e? 8& q‘%ﬂ(ﬁ:ﬁ%llﬂ nyl
radi cal may be uns‘ﬁb%%‘?tut@'@leor (Foron *tadkpfént asmwiqatlut edhdyy i dentical or

di fferent substi tue:rmtssbistnmﬂeheogrﬁu@o CANoT s R8s Of el 0gen,
(C1- CG}) al kyl, hal.o nit ro, am no, nono- (Cl-Co)-al kylam no, di-
(Cl- 06Y - al kyl ami h%’/%%k% PE1EEF erghkoRib s thENepItex f rosartioxy | |

(C1-C6) - al koxycar bpm«hp cpB3i€h) ngal kDX Y Car o & gglgioggl& IC@,)nd ?Icgylcw)
aryl an

whi ch - b I
o ?CT)rC]:g) - alcf%% y§ug§t| t%} egg y J6 1oy neosr" 8OEU|6n(§’>¥eH]1dﬁ3?Il"rYald| cal 2-,

-aryl.-
3-, 5-, 6-, .7-, dfraCBLQﬁﬂi noravi nyle 19mmmm 2065 36r5 #nd5 2@o25 30 35

(€1-Cc4) 'al kyl r_ad:':rf:laéubé’m&éche (tg- Cﬁ)derpéll@/ell or different
10 substituents from the group consisting of
hydrogen, (Ci-Cs) ~alkyl, halogen, nitro, amino,
mono~ (C;—Cg) ~alkylamino,  di-(C;-Cg) —alkylamino,
hydroxyl, {Ci-Cg)-alkoxy, benzyloxy, carboxyl,
(C1—Cg) -—alkoxycarbOHYl, (Ci—Cs) —alkoxycarbonyl-
5 amino or (C1—Cs) ~alkyl which is mono- or poly-
substituted by fluorine,
(Ce~Cip)~aryl and (Ce—Cio) —aryl-{Cy1-Cg) -
alkyl;

20 a 2-, 3-, 5- or 6-pyrazinyl radical or 2-, 3-,
5- 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

25 consisting of (C;—C¢)-alkyl, - halogen and oxo
(=0) and the 2-, 3-, 5- or 6-pyrazinyl radical
‘may be unsubstituted or mono- to trisubstituted
by identical or different substitueﬁts from the

7 group consisting of hydrogen, (C;-C¢)-alkyl,

30 halogen, nitro, amino, mono- (C1-C¢) —alkylaming,
di-(C;-Cg)—alkylamino, hydroxyl, {C1-C4) —alkoxy,
benz_yloxy;_ .carboxyl, . (C;-C¢)-alkoxycarbonyl,
(C1~Cq) —alkoxycarbonylamino or (C1~Cg) —alkyl
which is mono- or polysubstituted by fluorine,

35 - preferabl.y ‘trifluoromethyl, (Ce—Cip) —aryl and
(Ce-Ci10) —aryl-(C;-Cg) —alkyl; |

a 3-, 4'—,_ 5-, 6-, 7-, or 8-cinnolinyl rad_iéal

or 3-, 4-, 5-, 6-, 17—, or 8-cinnolinyl- (C;-C4) -



radi cal may be unsubstituted or nobno- or pol ysubstituted b |denti cal or
di fferent substituents fromthe group consisting of (Cl-C6)2 -J@eFy 2005
hal ogen and oxo (=0 and the 2--, 3-, 5-, 6-, 7-, or 8-quinoxalinyl

radi cal may be unsubstituted or nono-jfo pentasubstituted by identical or
different substituents fromthe group consi sti ng of hydrogen,

(Cl-C6)-al kyl, hal 99%91 &'atdl%alamﬂ}?erem@l% &glalﬁ}lky'ﬁ& A
(C1-Co) -al kyI am no,, ‘%?Géﬁ d(C):GC) - al kox enzyl oxy, car oxyI

(C1- C6) -al koxycar bon%l ( xrcglPBSny‘?r PRh¥ho or (Cl-C6) -al kyl
whi ch' is nono- or p@tbytsmﬁtd tburt edeﬂmyldallumm ﬂ@ffel(e% @ihe} -aryl and

(C6-Cl o) -aryl - (Cl | k | azi nyl
radical or 1-, tcége%és %rbm Jﬂ§ ﬁﬁ%ueﬁ a‘i‘?r?‘@]tsm(‘@l ?}ﬁl) BaT I” radi cal ,
wher e bhe (Cl- C4) ahkkijl hahdgeal anayOBe urStbstiit tuhed3er, MBN0-5-Qr

pol ysubstituted bygidentical gt didf sti, th roup
consisting of (Cl-CB) -al'kyl, hal%gcgi:]rﬁg&dlrg}ap %Hﬁ%i gﬂ %eﬁm c] 1-,

4-, 5., 6-, 7-, or'BIHRFRLFAEEAYIOr rEemNeal tr?ayp%lét%ﬁé%’éﬂt@mféd bar  mono- to

pent asubst i t ut ed bydélﬁ}emapaloxor ddiffreeeent sﬁbbﬁit&é@ﬂés A4 e group

consi sting of hydro %Cl 06% al kyl nﬁ 8 nitrg, amnQ, _nono-

(Cl-C6) -al kyl am nd: 7' - B8589 k9F ani'® Ogﬁﬂ}dro%’r Cef c2LdBYr al koxy,

benzylk8xy, car boxyﬂlalogﬂlr C(ll)troallﬂlwtxa,rbmnyb (¢§I}6¢6)alk§h.lamiy1@ar bonyl -

amino or (Cl1-C6) -@ k c or sub e fluorine,
c%i %P? Qlk ?81 ég?ﬁl gyl 2 ed 1Y,y

nuary *J005 36 a

(C6-A o) -aryl and ( -ar
2-, 3-, 4-, 5-, WZYH?XBLQUIWWXY}idI caI(Cl Ce) alkoxycarbonyl
) ' (Cl Cs) —~alkoxycarbonylamino or (C1-Cg) —alkyl

which is mono- or polysubstituted by fluorine,
15 ) . (Cg“clo) —aryl and
(CG—Clﬂ) maryl- (C]_"‘Cs) —alkyl;

a 2-, 4-, 5-, 6-, 7-, or 8-guinazolinyl radical

or 2-, 4-, 5-, 6-, T7-, or 8-quinazolinyl-{C;-

20 . Cs)-alkyl radical, where the  (Ci- Ca) -alkyl
radical may be unsubstituted or mono- or
polysubstituted by identical or different

, sﬁbstituents from the group consisting of

. hydrogen, (C1-Cg)-alkyl, halogen and oko (=0}

25 and the or [sic] 2-, 4-, 5-, 6-, 7-, or

' S—quinazolinyl radical may be unsubstituted of

mono- to pentasubstituted by identical or

different substituents from the group

consisting of hydrogen, (C;-C¢)-alkyl, halbgen,

30 : nitro, amino, mono- {C;-C¢) ~alkylamino, di-

(C1-Cs) —alkylamino, hydroxyl, (C1~Cg) —alkoxy,

benzyloxy, carboxyl, (C1—-Cg) —alkoxycarbonyl,

(Ci1-Cg) —alkoxycarbonylamino or (C1-Cg) —alkyl

which is mono- or polysubstituted by fluorine,

35 ) o . {Ce~Ci0)—aryl and

{Ce~Cip)l—aryl-{C1-C¢) —alkyl;

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

2-, 3=, 5-, 6-, 7-, or 8-quinoxalinyl-



or 2-., 3-, 4-, 5-, 6-, 7 or 8-quinolyl- (Cl1-C4) - alkyl radical, where the
(Cl-C4)-al kyl radical may be unsubstituted or mono- or pol2 Bnyapyt144R ed
by identical o'r different sub stituents fromthe group consisting of
(C1-C6)- al kyl, hal ogen and oxo (=0) and the 2-, 3-, 4-, 5-, 6-, 7- or
8-qui nolyl radical my be unsub- stituted or nono- to hexasubstituted by 10
i dentical or diffef@pt,subskiluerisidds DM theregr eup cmg@ u&qkojfl hydr ogen,

(C1-Co) - al kyl, pref r.ably articularly preferabl met hyl ,
hal ogen, nitro, am noJLCa n%Wény@fB PEFKATER RS, MeRQ (€L - CG) -al kyl ani no,

_hydroxyl, 15 (Cl- C®plyahkoxituteenbyl oxanticanbexydi s {Gkneb) -
al koxycar bonyl, (gub%@Luﬁérﬁ%yCﬂwﬁny't?gs g;lz‘%{up (Qg I@ls (k%%' 'Ch s

nono- or pol ysubstl t ut ed %yfl uori ne ar and -aryl -
(Cl- 08} -al kyl ; 200@25C8-alkyh, 1halggens and oxe. @J G- tb@qw nonI

radical.or 1-, 3-, 4-, 52, ,6-3-,7- 534’ 86|-$o 7-Qui r@q:l yh= lenggc)ﬂghlﬂl radl cal,
where the (Cl C4) O{ r adi cal I’#)nsubstl tuted or nono-
pol ysubstituted by d’er?tl car“%r 9 ffélrné SEdbEtPtuets FROMOT hetﬁroup

. consi st | ng of (Cl{l@@l)taesallb@mtuttmi ogen andeoxdcal=0)omnddiligetent3-, 4 5-,

6-, 7- or 8- isoq |yl ical b ns tuted or . nono-
hexasubst i t ut ed bfé%%etﬁttlucg]l% fln@r%{f e?e%t ?%%h |tuedrfSl€ft}JOI?ﬁt thgroup
consi¥{ing of hydrggerserel @Bl)‘ I k§1kvhal bgdrgenni tirig; rani avinmono-
(Cl-CB) -alkylar nm@&o~dc1 cgl%las‘zyra?rhfryé am m m(thgwlaik{&;m%o) - al koxy,

‘benzyl oxy, carbox arbon Cl1- C6
_-al koxycar bony| am)é%1 %F{ (1('31 &%) ‘5 l?}yﬁ O i cHengilr‘BﬁéS! of2 poPFELbst i t ut ed
by fluorine, {C1-C¢) ~alkoxycarbonyl, (C1~Cg) —alkoxycarbonyl-

amino or (C;—Ce¢)-alkyl which is mono- or poly-
15 - substituted by fluorine, |
(Ce—Cro) —aryl and (Cg-Cig)~aryl-(C1-Cg)-

alkyl; |

a 1-, 4-, 5-, 6-, 7-, or 8-phthalazinyl radical
20 ' _ .or 1-, 4-, 5-, 6-, 7-, or 8-phthalazinyl-
(C1-Cy) —alkyl radical, where the (C;~C4)-alkyl
radical may be unsubstituted or mono- ér
. polysubstituted by identical or different

substituents from the group «consisting of

25 - (C1—C¢) —alkyl, halogen and oxo (=0) and-the or
[sic] 1-, 4-, 5-, 6-, 7-, or 8-phthalazinyl
radical may be wunsubstituted or mono- to

pentasubstituted by identical or different
substituents from the group consisting of
30_ hydfogen, {C1-Cs) —alkyl, halogen, nitro, amino,
mono- (C;-Cg) —~alkylamino, di-(C1-Cg) —alkylamino,
hydroxyl, (Ci-Cg)-alkoxy, benzyloxy, carboxyl,
{C1-C4) —alkoxycarbonyl, {C1—-C¢) —alkoxycarbonyl-
amino or (C;—C¢y-alkyl which is mono- or poly-
35 suBstituted by fluorine,
7 {Ce=Cro) —aryl and (Ce—Cio)—aryl~{C1-Cg)-
alkyl;




(C6-C10) -aryl .and (C6-C10) -aryl- (C1-C6) -alkyl; 19 January 2005 37 10 15

20 25 30 35 a 2-, 6-, 8- or 9-[9H -purinyl radical or 2-, % Jaguagy 20
9H -purinyl- (Cl-C4) -alkyl radi caI where the (Cl1-C. 4) -al kyl radical
may be unsubstituted or nono- 'or %substitut ed by identical or
different substituents fromthe gr oup onsi sting of (CI C6) - al kyl , hal ogen

and oxo (=0) ‘and 4hg 25 6, B or 9:L9Hh-puri oy, radigal may_be

unsubstituted or nono- “to trlsubstltut ed by dentd
substituents from‘?lheégr odp-cdnsi stingof 7hgdr (Sg@rqlln@@lfleapl abkyl ,

hal ogen, nitro, 1 FaRetaGCl-Rre akki aft oy, a6l (Pl 2 kyl ani no,
.hydroxyl (C1- 06) -aI oxy benzeﬁ;ox% car boxyl , - al kox carbonyl
(Cl- C8) - al koxycar¥bhyl P=ani HBS FuBBl al kg Wﬁ’i“@h |soﬁonc90 pol y
substi Buted by fl ué"luif’ﬁéltlét%i @Jm)ldeatwahwd: @ﬁlﬁféﬁ@r)t -am - (Cl- C6) aI kyl ;

a 2-, 6-, 7- or 8- a al - purinyl -
(c1- C4) - al kyl ng-g:%eﬁ%é \/\,%ler%1 tqh‘% (géfup Or}s;‘r%(tylrnﬁI aaifca{f:[ ngqi) 0 g
unsubstituted or ezl :orh(?)bCPg'%Imb@MitG-Ked (59) mdéntheal2z-or 3di ff4ef,ent

substituents fromg_he gt oup-censigstding Ofy il GlagBis al k¥, phal and . oxo
(=O and the 2- 7- or 8-[7H]-purinyl” radical may be unsu stltuted or

mono- to tri substslttltﬁ"e'if'cby i%ent f“8&P or BPff diwrtsulatbstitent ¥ romt he
groupleonsi sting dfdedtyidraigemr (Gl£E68)yeakkybubbal ©geRLtsnNid#fOs &HNO,

group consisting of hydrogen, {C1-Cg) —alkyl,
preferably methyl, particularly preferably
2-methyl, halogen, nitro, amino, mono- (C;—-Cg) —
alkylamino, di-(Ci1-Cg) —alkyiamino, hydroxyl,
15 (C1-Cg} —alkoxy, benzyloxy, carboxyl, (C1—Cg) —
alkoxycarbonyl, {C1-Ce) —alkoxycarbonylamino or
(C1-Cg) —alkyl which is mono- or polysubstituted
by fluorine,
(Ce—Cio) —aryl and (Cg-Cip)~aryl-(C;-Cq)—alkyl:;
20
a 1-, 3-, 4-, 5-, 6-, 7- or 8-isoquinolyl
radical or 1-, 3-, 4-, 5-, 6-, 7- or 8-iso-
cquinolyl-(C;—C4) —alkyl radical, where the
'(Cl—C4)—alkyl radical may be unsubstituted or
25 ‘mono- or polysubstituted by identical or
‘different  substituents  from the group
consisting of (C;-Cg)-alkyl, halogen and oxo
(=0} and the 1-, 3-, 4-, 5-, 6-, 7- or 8-
- isoquinolyl‘ radical may be unsubstituted or
30 mono-~  to hexasubstituted by identical or
' different substituents from the  group
consisting of hydregen, (C;-Cg)-alkyl, halogen,
nitro, amino, mono- (Cy-C¢) —alkylamino, di-
{(C1~-Cs}—alkylaminao, hydroxyl, (C1-Cg) —alkoxy,
35 . be-nzyloxy, carboxyl, {Ci1~Cs) —alkoxycarbonyl,
{C1-Cg) —alkoxycarbonylamino or (Ci—Cg) —alkyl
which is mono- or polysubstituted by fluorine,
7 _(Cs—Cio)mafyl and
(_Cg"cl.o) —aryl-{C;-Cg)—alkyl; |



~nmono- (Cl-(6) -alkylamno, di- (Cl-C6) -alkylam no, hydrox I (C1-(

) - al koxy, benzyl oxy, carboxyl, (Cl-C8) -al koxycarbonyl, G@Tuary 3005

- -al koxycar bonyl -- ani no or (Cl Co6) - al kyl which is nmono- or pol y-
substituted by fluorine, (C6-C10) -arxl and (C6-C o) -aryl- (C1-C6) alkyl;
- 19 January 2005 38 5 10 a 1- 2-, 3-,7'4-, 5-, 6-, 7-, 8- or 9-acridinyl
radi cal or- 2-, 6-, 7- 8- or 9- acrldlnyl (C1-CA4) - al kyl
radi cal , mhere t he G C6) -aIkyI r adi cal may be unsubstituted or- nono-
or polysubstltute& i dénti fal OF dirfPEl eRETIBlt inagEmaEl feomlthe group

consi sting of (Cl-¢c5)-g-al k)yl ,94133;;]9%@&@1@@;1 M apfr t healeai2-, 3-, 4-,
5-, 6-, 7-, 8- or 9 acrl % L nﬁ¥ ge unsybstituted or nDno- to
oct asubstituted by |&ént|c or ferentYsubstrEUERLs f 18 t hB2gr oup
consi sting of hy drogeup;s (ACI-ES) - akkymonhalcgenpohyﬂmhmtuﬂmﬂmm BYNo-
(Cl-C6) -al kyl am no;j agh 1 d2G1-6k3 Akdyd A8 ¢ DY QY ler ok G rLO) - al koxy, 15
benzyl oxy, carboxyl, (Cl-GC6)-al koxycarbonyl, (Cl-C6) -al koxycarbonyl am no
or (Cl1-Cs) -aIkyIgnﬂ%ﬁﬂp?%sh%hbngonpoU%sﬁbﬁrﬁﬂﬁvéd thea ¥dasor i asd (CB C10)
Laryl and 20 25 30;35 i’ @)0a a0kt ; 601 68) oal bytongduringy, 3, 4
- 5-, 6-, 7-, 8- or nanthr| |nyI radj cal, or 1- 5-, 6-,
7-) 8- or O- phenaﬁ?ﬁﬁlalnyl %(ﬂ.?ﬁ)uﬁFHthlFﬁﬁﬁéalORMKQQP?ﬁe tel - - co)
-aIk¢M3rad|caI nmayrbeubsnsiingkidt ut ¢ or ideneicel. pekysubstiéupéed by

substituents from the group <consisting of .

hydrogen, (Cl-—Cg)-alkyl,, halogen, nitro, amino,

mono— (C;—Cg) —alkylamino, di- (C;-C¢) -alkylamino,
hydroxyl, (C;-Cg¢)-alkoxy, benzyloxy, carboxyl,
15 ' ~ (C1-Cg) ~alkoxycarbonyl, {C1-Cgt—alkoxycarbonyl -
' amino or (C;-Ce¢}-alkyl which is mono- or poly-
substituted by fluorine,
{(Ce~Cio) —aryl and (Cg-Cig)-aryl-(Ci-Cg)-
. alkyl;.
20 |

a 2-, 6-, 7- or 8-[7H]-purinyl radical or 2-,
6-, 7- or 8-[7H]-purinyl-(C;~C4)-alkyl radical,
where the (C1~Cy) —alkyl radical may be
unsubstituted or mono- or polysubstituted by
- 25 ' identical or different substituents from the
group consisting of (C;-Cg)-alkyl, halogen and
- oxo {=0) and the 2-, 6-~, 7- or 8-[7H]-purinyl
radical may be unsubstituted or mono- to
trisubstituted by  identical or different
‘30 ©.  substituents from the group <consisting of
-hydrogen, (C;-Cg)-alkyl, halogen, nitro, amino,
mono- (C1-C_6) -alkylamino, di- (C1-Cg)~alkylamino,
-hydr.oxyl, {(Ci-Cg)-alkoxy, benzyloxy, carboxyl,
(C1-Cg) —alkoxycarbonyl, (C1-Cs) —alkoxycarbonyl-
35 amino or (C;—Cg)-alkyl which is mono- or poly-
su‘bstituted by fluorine, 7
(Ce~Cio) ~aryl and (Cg-Cio) —aryl—(Cy—Cg)—

alkyl;



identical or different substituents fromthe group consisti. ng dro
(a-cC6) -alkyl, halogen and oxo (=0) and the 1-, 2-, 3-, @nuaﬁy 2
8- or 9-phenanthridi nyl radical may be unsubstituted or m)no- to
octasubstituted by identical or diffggent substituents fromthe group
consi sting of (CI-C6) al kyl, hal ogen, nitro, am no, nono- (Cl-C6)

- al kyl ani no, (£1106) 2-al kyl, aginos hydroxyl-, (Cl-§6)g- é’éi‘ﬂ%h (06-C 0
-aryl.- (Ci1- CG) - al kg% lprefe abl benzyl oxy, carboxyl, C%%

-al koxycar bonyl , )XY C rbor%/‘lfan“il no or '((ﬁ fCGY =al8kyI0§vh| ch is
nono- or pol ysubsthalteddenyH(mH@he algcylanum@lc?@D,S SQ:h@@@- Cl@je-aryl and

(C6-C10) -aryl-- ( - |, radi cal
where the 5 2-, Féi@%) ‘g“é}% Q%'cdall mayrac? capsﬂg %X géﬁisu%’étl t ut ed
or noné- to tetras ﬂ%%‘i’l tUt é’ﬁlyﬁybﬁs‘@éiﬂﬁe@abymd@tfﬁceﬂent substl tuents from

the group consistingrofehydr O%fbst(l%&@s al k-, hal pgen, ;Hé&%p am nO
nono- (Cl-C6)-al kyl.am po, . 10 di- (Cl- 06351 RaI kyl am no, hydrox Cl1-
r

-al koxy, benzyl ox?onﬁla?Bb&?/l ok ClLCGG)CJE 3)@ ar JamlPgen (@ndg)oxo
- al koxycar bonyl ami mbra(lﬁlltb‘,@) 1-al kyH, hi ch-j ssApne-, or-polgysubst it ut ed

5y {lyorine, (0 G0lcr gyl prodd (P Y 1Yo G el iy 20,20 20
(C1=Ch¥- al kyl raditatomay the e@supspstitetdedr mmyno-idenpdtysubsidtuted by
l(gintcg )c?gl E; | fﬂi L ; F%ggﬂelzén&g@ti tuest ifthRdNe  groMP conglsting Of,
consisting of hydrogen, (Ci~Cs)-alkyl, halogen,
nitro, amino, mono-{C;-Cg) ~alkylamino, di-
{Ci—Cg)—alkylamino, hydroxyl, {Ci—-Cs) ~alkoxy,
15 ° benzyloxy, carboxyl, (C1-Cg) —alkoxycarbonyl,
(C1-Cg) —alkoxycarbonylamino - or (C1-Cg) —~alkyl
which is mono- or polysubstituted by fluorine,
(Cs—Ci0)—aryl and
(Cg—Ciro}—aryl-{C1-C¢) —alkyl;
20
a 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or 9-
phenanthridinyl radical or 1-, 2-, 3-, 4-, 5-,
6-, 7-, 8- or 9-phenanthridinyl-(C;-Cg)-alkyl
radical, where the (C;-Cg)-alkyl radical may be
25 unsubstituted or mono- or polysubstituted by
‘identical or different substituents from the
group .consisting of hydrogen, {C1-Cg)—alkyl,
halogen and oxo (=0) and the 1-, 2-, 3-, 4-,
5-, 6-, 7-, 8- or 9-phenanthridinyl radical may
30 be unsubstituted or mono- to octasubstituted by
identical or different substituents from the
grou.p consisting of (C;-Cg)-alkyl, halbg:en,
nitro, amino, mono- {C;—Cg) ~alkylamino, di-
(C1—C¢)—alkylamino, hydroxyl, {(C1—Cg) ~alkoxy,
35 {Cg—C1o) —aryl-(C1—~Cg) ~alkoxy, preferably benzyl-
oxy, carboxyl, (C;-Cs)-alkoxycarbonyl, (C1-Cg) —
alkoxycarbonylamino or (C;-Cg)-alkyl which is
mono- or polysubstituted by fluorine,




oxo (=0) and the 2-, 3-, 4-, 5- or 6-pyridinyl radical may be
. unsubstituted or mono- to tetrasubstituted by identical orldifrepert200°
substituents fromthe group consisting of hydrogen, (Cl-C6)--alkyl,

hal ogen, nitro, am no, nono- ('Cl- -al kyl am no, di- (Cil- CG)

-al kyl'am no, hydroxyl, (Cl-C6)-al koxy, benzyl oxy, car boxyl . C1- C6)

- al koxycarbonyl, (Cl-C6) -al koxycarbonyl- am no (Qre( Qg,)l ala[g%/%j which is
nono- or poly- subst it ut ed by fI uori ne, (CG C10) -ary an 10) -aryl -

(Cl-06) alkyl: a Ps~Gaoi ~aryby (611G eAykVladi cal or 2-, 3-,
5-thi enyl - (Cl1- C6) al kyI rad| cal, where the (Cl1-C6) --al kyI rad| cal may be

unsubsti-tuted or nono:- pg)l ys%bstl t ted rb%i i dent cal di fferent
substituents from® t"ne gtoup’ 10 JAnbaly*30ds 46 &5@3}1 s‘"ﬁeﬁﬁ § C1- C6)
--al kyP, hal ogen ahd, oXor £=0) Sandrt kep2rid¥l, 4- or S-tchiiemyl ma@di cal may

be unsubsti tuted Q&a”ﬁﬂ%ub%Qlk%%%Hps&ktH&ﬁﬁ; b&o'Qﬁﬂﬁkﬁﬁ%%gqigﬁ rent

substituents fromthe .5 group consisting of hydrogen
hal ogen, nitro, arﬁ%&d%%gafcﬂfcé}fﬁﬁﬁ?Pﬁnﬁﬁ stiguente] foem téllekyl am no,

hydr oxyl , (Cl-C6) gmd@xyc@nsbgﬂzlydjoxyf caybgagén (Clcpﬁde)-_%llk@nycar bonyl ,
(C1-Co) -aI koxycar chrn%%am no.or --C6 -alk é (J:O(%n ag sl ngno- or

pol ysubstituted by 1t ne f&G (f’f‘b])n rar YPRR4 KYAZRGNO . ( C1- 06)
-al kyL0 a 2-, 4-, d&r- Eitlsazelyylradnoal lfqrdr2>xyl4- (01~ C515alkoxy,

5-t hi azol yl - (ClCG()I@g Ve adlcgéb {e the~2 3.3 IkyI radi cal
may be unsubstitut eed oik n%no- t x\%ggsubst?thgjg 5 Q{% neical or’ di fferent
substituents from theCgt oﬁkaXYcar onylamino  or (C1—Ce) —alkyl

which is mono- or polysubstituted by fluorine,
| | (Cs~Cyo) —aryl and
15 (Ce-Cig) —aryl-(Ci1~Cg) -alkyl;

a 2-, 3-, 4-, 5- or 6-pyridyl-{(C;-Cg)=~alkyl
radical, where the (C;-Cq)-alkyl radical may be
_ unsubstituted or mono- or polysubstituted by
20 identical or different substituents from the
. group consisting of (C;-Cg)-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
25 . ~ substituents from the group consisting of
hydrogeﬁ, {Ci1~Cg) ~alkyl, halogen, nitfo, amino,
mono- {C1-Cg) ~alkylamino, di-(C;-Cg) —alkylamino,
hydroxyl, (C;—Cg)-alkoxy, benzyloxy, carboxyl,
{C1—Cg) —alkoxycarbonyl, (C1-Cs) —alkoxycarbonyl-
30 amino or (Ci—Cg) —alkyl which is mono- or. poly-
substituted by flucrine,
(Ce—~Ci0) ~aryl and (Cg-Cio) —aryl? {C1—Cég) -
alkyl; '

35 a 2-, 3-, 4- or 5-thienyl radical or 2-, 3-, 4-
| '0or 5-thienyl-(C:-Cg)-alkyl radical, where the_
(C1-Cg)—alkyl radical may be unsubstituted or

mono- or polysubstituted by identical ox '\

different substituents from the group



consi sting of (Cl C6) al kyl, hal ogen and oxo (=0) and the 2-, 4-, or

5-thi azolyl radical may be unsubstituted or nono- or di sub%?ﬂa@ﬂléﬁyb%‘)%
“identical or different substituents fromthe group consisting of hydrogen,
- (C1-Co6)-al kyl, halogen, nitro, am no o nmono- ( C1- C6) - al kyl ami no, di -
(C1-C6) -alkylam no, hydroxyl, (Cl 063 -al koxy,  benzyl oxy, car boxyl ,

(C1- C6) - al koxycar at kexyc yl 0._0r Co) -al k I
which is nono- &é(ysu%st%t ut ed by1 ?Fﬁo‘?liﬁgf %éajgﬂ%?n-ary C)ﬁ(é) (CG C10)
-aryl- (Cl-Cg) -aI I angl the 2or 5iisothi a>zrol §tthadngdl mdi®al 4-, or

5-i sot hi azol yl - (Clnd3)bal &Mgub@ehgakedwe%rﬁlonbheteC%&@ub%'t&wutre%ﬁ' cal nmy
be unsubstituted 35 or nono- @ o gsubstltut ed identical or di fferent
0

substituents fromthe YFBEHC2 FﬁﬁrSPt(éfbéﬁ)lt&IeR‘ﬁils fF’f&F‘oé@r‘F and oxo
(=0) aAd the 3-, 4grows 5c®1$£)i;‘sltﬂlz@| ybfr adydabgemay be, -Lll’},sulés.ﬂdytlut ed or
‘nono- or di substl t Ly 1 3 i dentl cal or
~different. substi tﬁdgfcg%é?romt 4 Zaggﬁrlp con%‘sh 065 ﬁ@(!ﬁyi Eﬁ

(C1- C6) - al kyl, haiJGg(éh Cm) rﬁékYéﬁiﬂhDO nﬂT}tﬁrC(erGXCra'Iskylaamom, di -

(C1-06) -al kyi ani N n ydh &Qb@ 1; al kexy.c.,benzyl g%% b%gé%oxyl
. (C1-C6) - al koxycar&j i oxycar bony!l ani no J -al kyl
whi ch is nono- F§§h5§ FPﬁY@ﬁ%?nﬂE’BFPﬁe ©6- C30§1~Car yP LENd ( C6- C10)

-aryl 10(Cl- C8) - alWtylch ai2- mohor- o ;ﬁolyﬁbgthﬁrtzen hbgzghmbnady cal or
2-,-4-, 5-, 6-, or 7-benzothiazolyl-(Cl-C6)-
! R (CG"'C]_()) —aryl and

(Cg*cln) —aryl-— (C]_'—Cs) —alkyl;

‘ a 2-, 4-, or 5-thiazolyl radical or 2-, 4-, or
15 5-thiazolyl-{C;-C¢)~alkyl radical, where the
- {C1-C¢) —alkyl radical may be unsubstituted or
mono- or polysubstituted by identical or
different substituents from the group
consisting of (C;—Cg)-alkyl, halogen and oxo
20 . (=0) and the 2-, 4-, or 5-thiazolyl radical may
be unsubstituted or mono- or disubstituted by
identical or different substituents from the
group consisting of hydrogen, {(C1-Cg)—alkyl,
halogen, nitro, amino, mono-{C;~Cg)=-alkylamino,
25 di- (C1-C¢)-alkylamino, hydroxyl, ({(C;-Cs)-alkoxy,
benzyloxy, carboxyl, . (C1-Cg) -alkoxycarbonyl,
{C1—Cg) —alkoxycarbonylamino or (Cl—C5)~alkyl
which is mono- or polysubstituted by fluorine,
. _ . {Cg-Cip)~aryl and
30 (Cs~Cio) —aryl-(Cy;—Cq} ~alkyl;

a 3—-, 4-, or 5S5-isothiazolyl radical or 3-, 4-,
or 5-isothiazolyl-(C;-C¢)-alkyl radical,. where
the (Ci1-Cg)-alkyl radical may be unsubstituted
35 or mono- or polysubstituted by identical or |
different substituents from the group
consisting of (C;—Cg)-alkyl, halogen and oxo-
. {=0) and the 3-, 4-, or 5-isothiazolyl radical

may be unsubstituted or mono- or disubstituted



al kyl radical, where the (Cl-C6)-al kyl radical rmay be unsubstituted " or
mono- or pol ysubstituted by identical or different substiti®nEeuprgntthe
group consisting of (Cl- C6) -alkyl, halogen and oxo (=0 and the 2-, 4-,
5-, 6-, or 7-benzothiazolyl radical y be unsubstituted or nono- to

tetrasubstituted by identical or different substituents fromthe group

consi sting of hydrogenq )54l o] a
(€ -CO al kyl am no, L%dl -?IQQC@ oé_ gytiegﬁlﬁ%ogﬁg r%%%ﬁts rﬁr%% 1#}%nal koxy,

benzyl oxy, car boxydZORRL- ‘E%‘}Sja"r Hk@caﬁ’%on@l’dm‘@@l‘ C6Y CrdtRovyldattbonyl ami no
or (C1-C6) -alkyl ha/\md;el_rnJSnﬁmme CH'mlﬂfﬂ,ySﬂdbﬁbl-t(U{—&EL)b)élfldyll%'idl% (Cs- C10)
-aryl and (C6-C10)_ -a ( i m dazol yl
radi cal or 1-, 2. c-ll 1 s C}"C@”a‘a%r hyc%ﬁyyéc )’(%]r k%ﬁl g‘loéé" wher e
t he ( C:- C6) _al kylberradrhaty,rray Cb@rbcum*_sljbstl { 0f-64) o lhoxg<aabonyl,

pol ysubsti tut ed by( —@%Flhﬁﬁbx%agbfaﬂ?iﬁrﬂinéUbStcl uen qum tlhkglgroup o

consi sting of (Cl- , hal ogen and oxo
5-i mi dazol yl radl"tkh]}dha'ysb@of}ﬁsut%ft|Rct|]tlé?iﬂb?t#ﬂi)‘ki'cﬁdt’éy tfli‘—ﬂls)ﬁb@tel:t uted by

identical or different substituents. from..theq ggm{g)cggflstbrﬂg of . 19
January 2005 42 5 5 20 2 3 ydrogen, (Cl-GC6)-al kyl, hal ogen,
nitro, am no, éﬁp ({Eﬂ) QOQ% fi’éﬂ'l i)kggf - (C1-C6) -alkylam no,
hydr o9l , (Cl- CG) al koxy, benzyl oxy, carboxyl, (Cl--C6) -al koxycarbonyl,
(C1-Co) 'alkoxycanO@¥!'4—, 5-, 6-, or 7-benzothiazolyl radical
or 2-, 4-, 5-, 6-, or 7-benzothiazolyl-(C;—-Cg)-
alkyl radical, where the (C;~C¢)-alkyl radical
may be unsubstituted = or mono— or
15 - polysubstituted by identical or different
substituents from the group consisting of (Cl—.
Cg) —alkyl, halogen and oxo (=0) and the 2-, 4-,
95—, ©-, or T-benzothiazolyl radical may be
unsubstituted or mono- to tetrasubstituted by
20 _ identical or different substituents from the
group consisting of hydrogen, . (C;-Cg4)-alkyl,
halogen, nitro, amino, mono-{C;-Cg)-alkylamino,
di- (C1-C¢)—alkylamino, hydroxyl, (C;-Cg)-alkoxy,
benzyloxy, carboxyl, (C1~Cg) —alkoxycarbonyl,
25 (C1-Cs) —alkoxycarbonylamino or (C1-C4) —alkyl
which 1is mono~ or polysubstituted by fluorine,
O | (C6—Cio)—aryl and
(Cg=Cyp) ~aryl—(C1-Cs) —alkyl;

30 _ 'a 1-, 2-, 4-, or 5-imidazolyl radical or 1-,
2-, 4-, or 5~imidazolyl—(Cl—Cs)—alkyl radical,
where the (C1~Cg) —alkyl radicél may be
unsubstituted or mono- or polysubstituted by

7 identical or different substituents from the

'35' . group consisting of (Cy{k)—alkyl, halogen and
oxo ({=0) and the 1-, 2-, 4-, or 5-imidazolyl
radical may be unsubstituted or mono- to

. trisubstituted by identical or different

substituents from _the group consisting: of




am no or (Cl-C6)-al kyl which is nono- or poly- substituted fluorin
(C6-C10) --aryl and (CB-Cl0) -aryl- (Cl-0B) alkyl; a I-, 3% JpnuagyY Z005
5-pyrazolyl radical or 1-,-3-, 4- or 5-pyrazolyl-(Cl-C6)-al kyl , radical,
where the (d-0C6)-al kyl radical may pe unsubstituted -or nono- or
polysubstituted by identical or different substituents fromthe group
consisting of (Cl-&Barabkyl, (kalegern ansgh 0XQa1650), and the Lspi 35, 4- or
- 5-pyrazol yl radi cal maz be unsgbstltu_t ed or nmono- to trjsubstituted by
i dentical or diffef8ht Substd dertd Yo t he digriGupCelorst st taming hydr ogen,
(Cl1-C6) -al kyl, hahpdgeoxyhjtro5;-arl naLkBRRO- - H&A - 6 x @) Kydam 1, di-
(C1-C6) -al kyl am ng,_ _hydr I 3 - al kaxy, . \be | ox car boxyl ,
( C1- C8) - al koxycar bg%lylw‘s(;I (()ié%fjég%g}gl%g%’%ycar B)gﬁy?%{m' O&fy%%ﬁ@wlf al kyl
whi ch Ps rmono- or #BlyeubstitCutred bylkylomineh (iG6-1@10p-- anylpahg- ( C6- C10)
-aryl - (Cl-C6) -.ablysiieudsd By, BruofineOr S-pyrrolyl radical or 1-, 2-,
3 4-, or 5-pyrrolyl- (C1-C6 -a?kyl radi cal where the éCl- C6) -al kyl
radical may be unsubstitut & 6roimsHoLl oranshl Sl rared -HE1-Fdenti cal or
different substituentglfromthe group consisting oxo (=0 and the radical
may be tetrasubstituted of (Cl-C6)-al kyl, halogen and 1-, 2-, 3-, 4- or
5-pyrrolyl unsubstituted or nono- to by identical or different fromthe
grouplfonsisting of hydtdgend-, (Ct- B6pyahkylylhakdgenl wirt e, ai,no, nono-
(C1-C6) -al kyl am np, di-- ﬁ%?QZGP‘}l/fyk@md’w*-ai%%t‘l Eé’&f&gl, where
the (C;-Cg)-alkyl radical may be unsubstituted
or mono- or polysubstituted by identical or
_ different substituents -from the group
15 - consisting of (C1~Cg¢)-alkyl, halogen and oxo
(=0) and the 1-, 3-, 4~ or 5-pyrazolyl radical

may be unsubstituted or mono- to trisubstituted
by identical or different substituents from the

group consisting of hydrogen, (C:1-Cg) —alkyl,

20 halogen, nitro, amino, mono-(C;-Cg)~alkylamino,
di-(C1-C¢)—alkylamino, hydroxyl, (C1-Cg) —alkoxy,
benzyloxy, carboxyl, (C1-Cs) —alkoxycarbonyl,
_(Cl—CG)_Halkoxycarbonylamino or (C1-Cg} —alkyl

which is mono- or polysubstituted by fluorine,
25 A {(Ce—Cio)—aryl and
{Ce=C1p) —aryl- (C1~Cg) -alkyl;

a 1-, 2-, 3-, 4-, or 5-pyrrolyl radical or 1-,
2-, 3-, 4-, or 5-pyrrolyl-(C;-Cg)-alkyl radical,
30 : where the (C1-Cs) —alkyl 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 1-, 2-, 3-, 4~ or 5—p'yrrolyl'
35_ - radical méty be unsubstituted or mono- to
“tetrasubstituted by identical or rdifferen't
" substituents -frlom the group consisting of
hydrogen, (Cl—Cs)—alkyl, halogen, nitro, amino,

mono- (C;—C¢) —alkylamino, 'di-{C;—Cg)~alkylamino,




19 January 2005 43 5 hydroxyl, (Cl-C6)--al koxy, benzyl oxy, carboxyl

(Cl1-08) -al koxycarbonyl, (Cl1-C8) -al koxycarbonyl- am no or E%l‘lét%l)aréfl k99>
whi ch is nono- or poly- substituted by fluorine, (C6-Cl0) -aryl and
(C6-C10) -aryl- (C1-C6) alkyl; a 1- or 5-[1.2.41-triazolyl radical or
i-, 3-, or 5-[1.2.4]-triazolyl-(CL- c%? al kyl 10 radical, where the

(C1-C6) - al kyl -radi gahir8RYy1be (@qls(pslysgllq{g;{?d Ohe APPOL% QT pgéyg {ituted by
i dentical or different substl tuents fram e group consisting o 'hydrogen

(Cl-CB)-al kyl, haloyérf afd <GXy<anvand t HE11Cs) Flkgrycrrianyl-
[1.2.4]-tri azol yl sathcabrmaycbeunsuhsii witieth ofs MaBAo-O0l digsbst i t ut ed by
identical or di ffg gg{légpgél tbuen]t_:fuf rom the group consisting of (Cl--C6)
-al kyl, hal ogen, ni f -‘C6) -al kyl am no, di- (Cl1-C6) 20
al kyl a’i-no, hydroxyl, (Cl (:G;s-éhkbxq'-:ybemzw oX¥s—Cmarbamnll- (L &L --C6)
- al koxycar bonyl , (g:ik al koxycarbonyl am no or (Cl- C6)-a'l kyl which is
nono- or pol ysubstitu ed by fluorine, (C6-Cl10) -aryl and 25 (C6-Cl10.)
-aryl- (C1-C6) -alkyl; a 1-, 4-, or 5-[1.2.3]-triazolyl radical or 1-, 4-,
d5-.{1 2. BL -triazn+%la (C&rgﬁ}[labkyh t&ad&@ayibw@eneﬁngeﬁiql-Cﬁé al kyl
radi cal may be 30 unsubstituted of S titute 35 identica
or different substil’lt uents FFom t hd g?ogp4goﬁg %Pxéi()’f&eé:ﬁ)c{i%/l}%ﬂlkyl :
hal ogéf and oxo (=0Jicald ttbkete, the (Eh-6s[4aPkB] - raﬁazakyhayrath cal may
be unsubstituted q;nmlggtegll %Lbsgnlotngt_ed py Mﬁﬂé l%@‘ll &SQ& rent

substituents fromt q oup_¢ t|n b ydr
hal ogen, nitro, ant erent Su stituents from the ;

group consisting of hydrogen, (C1-Cg) —alkyl,
halogen and oxo {(=0) and the 1-, 3-, or 5-
15 {1.2.4]-triazolyl radical may be unsubstituted
or mono- or disubstituted by identical or
different substituents from the group

consisting of {C1~C¢) —alkyl, halogen, nitro,

amino, mono- (Ci1—Cg) —alkylamino, di-{C;-Cg) -
20 alkylamino, hydroxyl, (Ci-C¢)-alkoxy, benzyloxy,
carboxyl, (C1~Cs) —alkoxycarbonyl, {C1-Cg) -

alkoxycarbonylamino or (C1-Cg¢)-alkyl which is
mono- | or polysubstituted by fluorine,
, {Ce¢~Ci0) —aryl and
25 {Ce—Ci0) —aryl—-{C1—-Cg) —-alkyl;

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

4—, or 5-[1.2.3]-triazolyl-(Cy-Cg)-alkyl

radical, where the (C;-Cg)-alkyl radical may be

30 ‘unsubstituted or mono- or polysubstituted by
identical or different substituents from the

group consisting of (‘C‘I—CE)-—alkyl, halogen and

oxo (=0) and the 1-, 4~, or 5-[1.2.3]-triazolyl

o ‘radical may be unsubstituted or .mono— or

'35 disubstituted by identical or different

- substituents from the group consisting of

hydrogen, (Cy-Cg)—-alkyl, halogen, nitro, amino,

mono- (C1—Ceg) ~alkylamino, di- (C1-Cg)—alkylamino,

hydroXyl, {C1-Cq) ~alkoxy, benzyloxy, carboxyl,



nmono- - (Cl-C6) -al kyl am no, di- (Cl-C6) -alkylamno, hydroxyl,

(Cl- C6) - al koxy, benzyl oxy, carboxyl, 19 January 2005 44 5 18° 1mp@ry52305 .
35 (Cl-C6) -al koxycarbonyl, (Cl_C6) -al koxycarbonyl- am no or (Cl1_C6)

-al kyl which is nono- or poly (C6-C 4 -aryl and (C6-C10) -aryl- (d-0C6)
substituted by fluorine, alkyl; .a .1-"or 5-[IH -tetrazolyl radical or I-,

or 5- [IH-tetrazo}yl ¢ %8k abkyltadi cal -~ where ;t (G- -al kyl
radi cal may be uns{%stci(a%?eg of l\/%)n(r)lgf or PéFquﬂgs%ltﬂl}%&f(abgf% elntical or
di fferent substit ERtRC f PEmM CheCoroubkykonsiishi Ag droget - o, palalkyl ,
hal ogen' and oxo dJ3dranscddenl - ,f1Qlodirld H) -tet.razolyl radical nmay be
unsubstituted or substituted b hydraogen, (d -C 5)-al kyl, hal ogen, nitro,
am no, nmono- (Cl-Cr,) -alk Gékéi*ﬂ)n_(?,rygi - 30€ - &y Gl R?Féhrfr‘lg}_cqgfdroxyl ,
(Cl-C6p -al koxy, beinzyloxy, carboxyl, (C-CG -alkoxycarbonyl, (Cl-CC)
- al koxycar bonyl - amno or (Cl_C6) -alkyl which is nono- or poly substituted
by fluorine, (CGd oi-aryl and (C6_910)-aryl-(G-CC/)_ alkyl; a 2- or-
5-[2H) -tetrazoyl raadicaProp-21ligrtesrazod vl radiqa zof yl=, (ar-6cj) -al kyl
radi cal, where thpl_fg]dté?g;}gzaém__ g@dchgLamylbgaH%g@g Wheted cp@ nOnG or
pol ysubstituted by identical or different consistin (=O and
7 (Ci—Cgl-alkyl radical may be unsubstitdted or

10. | mono- or polysubstituted by identical or

different substituents from the group

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

(=0} and the 1-, or 5-[1lH}-tetrazolyl radical

may be unsubstituted or substituted by
15 hydrogen, (C;~-Cg)~alkyl, halogen, nitro, amino,

mono- {C;-Cg} —alkylamino, di-(Cy1-Cé) -alkylamino,

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

{Ci-Cs) ~alkoxycarbonyl, {(C1—C¢) —alkoxycarbonyl-

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

20 substituted by fluorine,
{(Ce—Cio}) —aryl and {Cg—Cyo)—aryl-{(Ci-Cq)-
calkyl; '
a 2- or 5-[2H]-tetrazoyl radical or 2- or
5-[2H]-tetrazolyl-(C1-Cg) —~alkyl radical, where
25 ‘ _ .the (Ci-Cs)~alkyl radical may be unsubstituted

Or mono- or polysubstituted by identical or
different substituents from the group
consisting of (C;-Cg)-alkyl, halogen and oxo
(=Q) and the 2- or 5-[2H]-tetrazolyl radical
30 may be unsubstituted or substituted by
hydrogen, (C3-Cg¢)-alkyl, halogen, nitro, amino,
mono—{Ci—Cg) —alkylamino, di- (C‘l—Cs) —alkylamino,
hydroxvyl, {C1-Cg) —alkoxy, renzyloxy, carboxyl,
(‘Cl—Cs)'—alkoxycarbonyl', {(C1-Cs) —alkoxycarbonyl-
.35 amino or (Ci-Cg)-alkyl which is mono- or poly-

‘ - substituted by fluorine,

(Ce=Cio) —aryl and (Cg~Cip)-aryl-(Ci—Ces)~—

alkyl; | '



may be hydrogen, substituents fromthe group of (Cl-C6)-al kyl, hal ogen
and oxo the 2- or 5-[2H]-tetrazolyl radical unsubstituted b} Byeryt afed

"'by- (d-Co6)-al kyl, halogen, nitro, am no, nono- (Cd-C6) -alkylamno, di-

(C.-C6) -alkylam no, hydroxyl, (d-@g) -alkoxy, benzyloxy, carboxyl,
(Cl_C6) -al koxycarbonyl, (d-Cc,) -al koxycarbonyl- amno or (G .-CC,))
-al kyl which is mono-20r pol yof Ce=E10}- 85yt nd; (CP- ELA) zaryL:(G_-C 5) _
substituted. by fluorine, alkyl; 1gl\]anuglr¥;200% % 5 glfgl -r, 9or’
6-[1.3.5]-triazinyl“Tadi cal®r 2-,° 4l:3orletrtazingyls{CiGd) gailkyll- (Cl- C6)
-alkyl radical, wherdiddie (Ghetd) chbkylc,rag-calkymyrHei cansybst ibkut ed or

nono- or pol ysubsti y. Jddentical or different substituenfs fromthe
group consi sting of&r%/ugj?so%etn#e( 1°86) M8IRy 1, °F hdl% d’@ﬁl%a?ﬁ&%d( =8 and the
2-, 4-,2or 6- [1.3.5}dentiizzilngt diatfiecahtmybde tmesubsfidmittéd or rmono- or
~disubstituted by idgidgral 0hsiQrdinhfergpt sybstd ngs. _from group con-
si sting of hydrogen, (g- Co) - al kyl ,nfghal ogen,wni t#%?’ g?ﬁ r(l%? ﬁ%%g-l’
(Gi - C6) - al kyl ani no,"aliRIsfCI2RE) 24P kyiF&H ndhdhyidioxygh, (€1~ OB - Fkoxy,
beniyl oxy. 3 Calr boxyl1,. B(-Gi}-@&c &mIMﬁyf@ai\;ﬁ@yLma% KLl Dl@@)lbst_litut%d g
- -alkoxycar bonyl am nq. or 1- -a ich i s nobno- or polysubstitute
by fluorine, ~(C6- %%0) rrioSalt'lroyl ac}nrd (%byl{ﬂ HEEGESA - REL-EB§REAFRYI ; ©20 a 2-,
4-, orl®-oxazolyl dddifealensr Zubstitusmtss- diazol ythe (Glr&) - abky!
radical, where the GGl nGH) <al klydasleial MRY-BS) UnpPSTi L edr mono-
nitro, _amino, mono- (C;-Cg) —~alkylamino, di-
(C1—Cg)—alkylamino, hydroxyl, (C1-C¢) —alkoxy,
benzyloxy, carboxyl, (C1¥C5)—alkoxycarbonyl,
.15 {C1-Cg) —alkoxycarbonylamino or (C1-Cg)—alkyl
which is meno- or polysubstituted by fluorine,
(Ce~Ciro) ~aryl and
{C~Cro) —aryl-(C1-Ce¢} -alkyl;

20 - a 2-, 4~, or b5-oxazolyl radical or 2-, 4-, or
5-oxazolyl-(C;-C¢)—alkyl radical, where the (C1-
Cgl—alkyl radical may be unsubstituted or mono-

or polysubstituted by identical or different

substituents from the group consisting of (C;-

- 25 r Ces}—alkyl, halogen and oxo (=0) and the 2-, 4-,
or 5—bxazolyl radical may be unsubstituted or
mono- or disubstituted by identical or
different substituents = from the  group

. consisting of hydrogen, ({C3-Cg¢)-alkyl, halogen,
30 nitro, amino, mono-{Ci;-C¢)=-alkylamino, di-(C;-
' ©. Cg)—alkylamino, - hydroxyl, {(C1-Cg) —alkozy,
benzyloxy, carboxyl, (Cl—Cs)-élkoxycarbonyl,
{C1-C4) —alkoxycarbonylamino ox {(C1~C¢)—alkyl
| which is mono- or polysubstituted by_flubrine,'
35" - ' {(Cg—~Cip)~aryl and
(Ce—Cro) —aryl-(C;-Cg¢) —alkyl;

a 3-, 4-, or 5-isoxazolyl radical or 3-, 4-, or
S—isoxazolyl~(C1—Cg)?alkyl radical, where the




or polysubstituted by identical or different substituents fromthe groug‘
consisting of (Cl 25 C8) -alkyl, halogen and oxo (=0) and th@ Januazy 2039

.35 or 5-oxazolyl radical nmay be unsubstituted or

nono-

by identical or different substltuents fromthe group

hydr ogen, (Cl CB)--aIkyI hal ogen, $ro, anino,

nono-

or. di substituted
consi sting of
(C1- C6)

-al kyl am no, I ydroxy al kox benzyl oxy,
car boxyl , (Cl CB) a%ké&ycgﬁgbnyfa %g %Fk %9%%?%5%??5 ndor (G - Ch)
-al kyl - which is nBapo- dﬂ?WQﬂYSU@ﬁﬁMﬁﬂ@ﬁédbbylddﬂum@ainer (CB--ClO) -aryl and

,(CB'CJO) -aryl - (Célgﬁéreﬁikyl’s&bé%mtﬁ%ntémr Sl ggxazol y
4-, or b5--isoxazolyl-_ (C -alﬁé radi cal, where t
a

46 (Cl-06)-. al kyl ?%ﬂ%%ﬁl%y Cb% u

or 3-,
k 1ngarPuary 2005

T6st e kel orha¥ﬁﬁm§1 Gnolgsubst i t ut ed

by ideﬁtical_or I ffe&ﬁmttﬁgbsttuen18chr05L£§§xg£Qypl Gansilsi ng of

(C1-C6) -alkyl, halo eE and oxo0 5
radi cal may be unsu I

i soxazoly

nd the 3- '
_ rt aféed gFHﬁgﬂgdcﬁrd?gﬂ%stPFuPé§u9ﬁFHQRﬁﬁ 4 cal or
~different substltUthsdémbn¢aheorgd®ﬁﬁecenslsubnglﬁhehydrdgem HHe - C6)

-aIkyI hal ogen, o- . £Cl kyI
_(C1-cB) - al kyl ar##\%éﬁhyﬁé%i tﬁ?% cé F‘?E}O 8h z§/| ‘32y, cé’rltjoxw
(Cl CB) - . al koxycarbatRgen. (Gi €8y -aaqlmrycapa@nyq:mﬁqicadﬁcy(l@m@@), _al kyl

whi ch1bs nono- Or<ﬂD¢M§Mh§§PémkﬁﬂaﬁynB“MHdebx%ﬂB (é@Qﬁ —%&%‘ d 15

(C6-C10) -aryl- (Gl ca);l al kyI .20 a 1

radical or 1-, 2-; | 5.CaRRO%Y L. |n&8}§k) eéfOégfarbony ‘

,ﬂh Cs)—alkoxycarbonylamlno or

(Cy~

-i ndol yl

Ce) —alkyl

which is mono- or polysubstituted by fluorine,

_ (C
15 {Ce—Cyp) ~aryl-{Cy-Cg)—alkyl;

s~ C1o0)

~aryl and

a 1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl radical
or 1-, 2~, 3~, 4-, 5-, 6- or 7-indolyl-(C;-Cg)-
alkyl radical, where the (C3-Cq)~alkyl radical

20 may ~be unsubstituted or

monoc— 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-, 5-, 6- or 7-indolyl radical may be

- 25 unsubstituted or mono- to hexasubstituted by

identical or different substituents
(C1-Cs) ~alkyl,

group consisting of hydrogen,

halogen, nitro, amino, mono- (Ci-—

di-(C1-Cg)—alkylamino, hydroxyl,

(C1-C¢) ~alkoxycarbonylamino  or

from the

Cg)—alkylamino,

(Ci—Cs) —alkoxy,
30 benzyloxy, carboxyl, (C1-C¢) —alkoxycarbonyl,

(C1—

Ce) ~alkyl

which is mono- or polysubstituted by fluorine,

{Ce—Cip)—aryl and

(Cg{hg)—aryl—(cl—cs)—alkyl.
35

‘3.  Pyridine derivatives according to Claim 1 or 2,
P, Q, X, Z, n

characterized in that R, R;, Rs, Rs,

and m  have the meanings given

above

and R4

' represents phenyl which is  unsubstituted or



al kyl radical, where the (Cl1-C6)--al kyl radical my be unsubstituted or
nono- or pol ysubstituted by identical or different substitlueniauargn?dldte

o ‘group consisting of (Cl- C6) -alkyl, halogen and oxo (=0 and the 1-, 2-;

3-, 4-, 5-, 6- or 7-indolyl radical may be 25 unsubstituted or nono- to.
hexasubstituted by identical or di ff%f ent substituents fromthe gr oup

i sting of hydr n -C6)--alkyl,. halqgen, nitro, anmjno, nono-
((:(CJZQ-SICZ)I-QIQKSI amgug)os?&ecdilt-é%éiycé?e- a‘flc%iyqja“rﬁ ni)f9 AyUroxyPr (dégg-é-qet%%nt- al koxy,
- 30 benzyl oxy, c@hbbxytalkeCly Cayoabkoxydarbonytijacé - C&ygen atoms

- -al koxycar bonyl anj ng Qf (Ll gal y& M ch _i - _or | ysubstituted by
fluorine, ( CG-I%WO) -aryl anl eCG'— 10 Cl\-Mzg:!rzgl iﬂ?&%g%%) g-ggfl%g/l'. 35 3.
-Pyridine derivatives according to Claim1 or 2, characterized in that R

Rlr R25 R3. P, Qrifink deraigh IWhavectheneanivigs.gj ven abgygsand R4
represents pheQ%{jI 3V\:hl h is unsubstifuted or 19 January 2005 47 substituted
i dert

by one to five iFHREBEH TR et Bt - RoshialkeoxRagr Sup&s wher e

adj acent oxygert . atonendmay bBhse hshd i mkedibys( Give@?)abavkybame @y oups. 5
4. Pyridine derjyati dj;ng %; RQM aims 1 to 3, characterized
inthat R R, ﬁﬁ%%%sa%%%r %l ,bpon ndé)l{rﬁﬁave t he neani ngs given above
and R4 represents 3, 5--di net hoxyphenyl. 10 5. Pyridine derivatives '

-accorgpng st.o amyralditke Jqeceding | aidBor&hdg acteri zgg i prt ha, R4 has the
meani ngs gi ven above,. R, Rl,. R2, R3 each represent a hydrogen atom Z
represents an 6’)5?&&#1&90&}&3&&‘%( Tharacents2ed nikr ek BtohpsSPtAsd Q each

represent 15 gerinialgshydiregenalaboss| RN RS, Z@E 0, R £PK eseptsskhe i nteger
2. 6. Pyriding derjvativ ordi 0 of Cains.1 to 5
“characterized in S’Lart %%,n %fao%,zd%@%%%%&ws an ‘oxygen atom ahd X
represents a nitrogen atom, P and Q each represent
15 : geminal hydrogen atoms, m is zero, n

represents the integer 2.

6. Pyridine derivative according to any of Claims 1
to 5, characterized in that R, R;, Ry, R; each
- 20 _ represent a hydrogen atom, Z represents an oxygen
atom, X represents a nitrogen atom, P and Q each
represent geminal hydrogen atoms, m is
zZero, n represents the integer 2, and Ry
_ represents a 3,5-dimethoxyphenyl radical.
25
7. Pyridine derivatives aécording to any of Claims 1
to 6 for use in therapy.

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

treating tumors in mammals.

9. Process for preparing pyridine derivatives

o ' according to any of Claims 1 to 6, characterized

35 in that a pyridine carboxylic acid of the formula
(2}




20 represent a hydrogen atom Z represents an oxygen atom X represents a
nitrogen atom P and Q each represent gem nal hydrogen atont$ Fanwrge005n
represents the integer 2, and represents a 3,5-di met hoxyphenyl radical.
.25 30. R4 7. Pyridine derivatives according to any of Clainms 1 to 6 for
use in therapy. 8. Use of the pyridine derivatives according to any of
Clainss 1 to 6 for the manufacture of a nmedicanment for .treating tunors in
manmal s. 9. Process for preparing pyridine derivatives according to any of
Clainms 1 to 6, characterized 35 in4Bhat a pyridine carboxylic acid of the
formula (2) 19 January 2005 48 formula 2 in which R Rl1, R2, R3 have the
meani ngs gi ven above, Z denotes arr oxyg¥n or sulfur atomand Y represents
a leaving group such as halogen, h xyl, (C1-0C6)-al koxy, -0-tosyl,
-0--mesyl or 'inmdazolyl, is regacte¢’with an amine of the formla (3) H21
~R4 HN P (CH2)mfornula 3 in R4, X, P, Q mand n have the neanings
gi ven above, and the desired p e derlvatlve is formed. 1.. Medicanent,
characterized in that it conpri s active ingredient, at |east one
pyri di ne derivative according t of Claims 1 to 6,,

2

formula 2

in which R, R1l, R2, R3 have the meanings given
above, %2 denotes an oxygen or sulfur atom and Y
represents a leaving group such as halogen,
hydroxyl, (Cl-C6}-alkoxy, - .

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

reacted with an amine of the formula (3)

(CHQ)\ R

PSS

formula 3

in which R4, ¥, P, Q, m and n have the meanings
given above, :
and the desired pyridine derivative

is formed.

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

derivative according to any of Claims 1 to 6.,



