20 January 2005 WO 02/08194 The invention relates to novel heteroaryl
derivatives of the fornula 1, to their preparation and20oJ4meiny d8@5 5 as
medi canment s articular for treating tunors. According to one aspect of
t he |nven‘f"iz’o?r?/1"‘1&7%1l acridine derivatives of the fecmukaol/debesk2) Q R4 10
formula 1 in which NOVEL HETEROARYL AND THE USE THERECF AS PHARMACEUTI CALS
PCT/EPOL/ 08263 1 15 R, Rl, R2, R3 can be attached to any of the acridine
carbon atons ®PVED KETERgAGYLdaWD T usk ToEddmr ast pasMACIdependent |y of one
anot her denote hydrogen, straight-chain or branched (C1-C8) -alkyl,
(C3-C7) -cycloal kyl, straight 20 chain or branched (Cl-C8) -alkylcar bonyl,
st rai ght -BHai hnﬁﬁnbpaﬁcrx@iaz:fes( CtoCgio vl mazyerm}egeaergu,wtw@gl C8)

- al koxy, d¥ ti1: fHROLa MONOg ( ) %i) m no, -al kyl am no,
(C1-CB) -al koxycarbonyl - am%o&;lr % % §¥ oxycar n§?aﬁ{1‘ﬁ6r(éfe(38) al kyl ,
cyano; starsal“ﬁﬂ‘%lc@'r‘% Sor 18t afeted Wepanior (Chaany takdogs . car boxyl ,
(C1-C8) -al koxy carbonyl (Ad--C4) -alkyl which is substituted 20 January
2005 2 %él m)cre quorlne atom; car boxy- (Cl-C8) -alkyl 5 10 15 or
(Cl- C8) -ackoxyc t boryl -t T1- BBF Skl ki, Hhez- Gayventii@ny| , ne G2t C6) -

acridine derivatives of the formula 1

(CHn R,
N/ )\x/

10

formula 1

in which

15 R, Ri, Rz, R3; can be attached to any of the acridine
carbon atoms ¢ to Cs, are identical or
different and independently of one another
denote hydrogen, sti:aigh-t—chain or bhranched
(C1-Cg} —alkyl, (C3-Cy) -cycloalkyl, straight-

20 chain or  branched (C1-Cg) -alkylcarbonyl,

' straight-chain or branched
{Cy1-Cg) —_alkoxy, halogen, aryl-(C;-Cg) —'alkoxy,

nitro, amino, mono- (C;-Cy) —alkylamino, di-
25 {C1-C4) ~alkylamino, (C1-Cg) ~alkoxycarbonyl -
amino, (C1~C¢) —alkoxycarbonylamino- (C;~Cg) -
alkyl, cyano, straight-chain or branched

‘cyano- (C;-Cs) —alkyl, carboxyl, (C;-Cg)-alkoxy-
carbonyl, (C;~Cy)-alkyl which is substituted




al kynyl, straight-chain or branched cyano-(Cl-C6)- al kyl, aryl, where the
aryl radical nay be unsubstituted or nono- or pol ysubsti tued-py2aaenti cal
or different substituents fromthe group consisting of hal ogen,

strai ght-chain or branched (O -C8) =al kyl, (C3-C7) -cycloal kyl, carboxyl,
straight-chain or branched (Cl1-C8)- al koxycarbonyl, by trifluoronethyl,

hydr oxyl , strai ght - BHaiPRreoorhmenrehdd 20 i@l -a@88m=,al koxy, benzyl oxy, nitro,
am no, nmono- (Cl-C4) -al kylam no, di- (Cl- -al kyl gmi nQ,, cyana,
straight-chain or branched cyano- (Cl-C6) C;é%a%%oﬂq 3@6x§8e'na}/lg$yo‘]sulfur,
where the radical NFH2~x ~R4'FP 33 -sdbsxvcarbdnon ~t{Re-@driadilnel .het er ocycl e
may be attached to(C-at9mm1Gkn( of the acridine ring skeletgn; 30 P, Q

i ndependent |y of one, anot her represent oxygen or gem nal hydrogen atons X
is nitrogen or CR5.-Wé¥e'R5 represents hydrogen or (Cl-C6) -alkyl: Q
(CH2) M 35 20 Januaryt2808h8-ahainndependertneheid oneyanst he[-@gnot es an
integer between 0-3y;, WMth the proviso that in the case n = 0, X denotes a
CRS5R6 group where R5 ahd’ R6 independently of one andtRer r&bf&Sent

hydr ogen or (Cl- Ce¥ral lggyhndradietal hawayi t tegemratdmtddjivaeent or

- mono- or polysubstituted by identical or

10 ' different substituents from the group
consisting of halogen, straight-chain or

branched (C1-Cg}-alkyl, (C3-Cy) ~cycloalkyl,

carboxyl, straight-chain or branched {C1-Cg) -

alkoxycarbonyl,’ ) -
15 by trifluoromethyl, hydroxyl,
straight-c¢hain or branched {C1-Cg} —alkoxy,
_ benzvloxy,
nitro, amino, mono-{Ci-C4)-alkylamino, di-(Cy-
| Cq) -alkylamino, cyano, strajight-chain or
20 . branched cyano-(C1-Ce)~alkyl, '
Z is oxygen or sulfur, where the radical
CH.)n R
/L‘ZL\ e
///L\\ //T
7 (CHjm g

25
substituted on the acridine heterocycle may
be attached to C atoms C;-Cs of the acridine

ring skeleton;

30 P, Q independently of one another represent oxygen or geminal

hydrogen atoms

X is nitrogen or C-Rs, where Rs represents hydrogen
or {C1-C¢)-alkyl;
35




to the C=Z group is substituted by a hydrogen atom or a (C C6)-al kyl

group; R4 is a straight-chain or branched (Cl- C20) 10@ldgphatade@sd which
may be saturated or wunsaturated, with one to three double and/or triple
bonds, and which nmay be unsubstituted or may optionally be substituted at
the sane or different C atons by one, two or nore aryl, 15 heteroaryl,

hal ogen, nylanoinfééneﬁﬁ¢na1j<o>qf oaébmyé@ﬂéﬁode&&e@)anal e m no,
-aryl

: mono- (Cl-C4) g Cl-C4 | am no;
- radical, (06- &% &\4111 C‘%&ﬁ)thgl ErPV%LES E‘ Lottt h(‘ECI‘E‘E@IGO)“ “het eroaryl
~or (C2-do) h%t er%ar?ﬁﬂo(:gi 4) CBQRaI lgptouradiwadrahi R cont aigs one or

of. N, O and S, where

mor e het er o- 0, h t|n
t he ( -C4) @-kél radl F%d 4 831& sﬁﬂéﬁ%stl gg?e% gﬁlo’ﬁo 9581 $Lubst i t ut ed
by enti cal { ratent %Bgtfilf‘%"enﬂiéef rrdrhnq‘mergr@i;mmZEdganenstl ng of
(Cl- ca) al kyl td‘l&il&g&ﬂ::ﬁ@r@%@ &%m@@ﬂr:%@&eb% h%rgéé}l a%r)ﬁ' °r

(C2-C10) -heteroary di_cal be unsubstitu
substituted byor]:? eth ? ﬁiﬁ P%Pé‘ﬁt' substituents fromthe group

- consi sting of stral ght chal n or 30 branched (C1 Cs) --al kyl, (C3-C7)

-cycl oal kyl , 0Xx rbonyl am no, (Cl-C6) -
-al ko%% car boxyl SE%%D@%%EEM%%%%OCHE é(]r t- chain or branched
(Cl-£B) - al kyl adivdh | $a88cadbst ihichd bpagne be nosattlaeedne g ons,

~hydr oxyl, str@mgratturgm@dn ok ianchigd (G- Gs)ral Koxy, bjr\/nere acent oxygen
“atons may ali eiﬁl i.nk by Cl C2) - al kyl ene groups é& nitro,

January 2005 0,P ged olyich) R‘?Dfar#%oun@rlbsq:@tu@é)i -at kyl - ami no
-aryl, which foryitesppavhaliy bBe UssbBSiithuted Qf NPRY- oL, polysubstituted
by different C atoms by one, two or more aryl,

15 “heteroaryl, halogen, cyano, (C1-Cg) —alkoxy~

carbonylamino, (C;-Cg) -alkoxy, amino, mono- {C;-C4)-
alkylamino or di- (Ci1-C4) -alkylamino; a (Cg~Ci4)-aryl
radical, (Cg-Cua)-aryl-{(C;-Cy) ~alkyl radical or a
(C3-Cy0) ~heterocaryl or (C2—Cy0) ~heterocaryl- (C;-C4) -

20 alkyl radical which contains one or more hetero-
atoms selected from the group consisting of N, ©
and S, where the {Ci-C4)-alkyl radical may be
unsubstituted or mono- - polysubstituted by

| identical or different substituents from the group

25 consisting of (C1-Cg)-alkyl, halogen and oxo (=0)
and where the (Cg-Ci4)-aryl or {(Cy-Cyo)-heteroaryl
radical may be unsubstituted or mono- or poly-
substituted by identical or different substituents
from the group consisting of straight-chain or

_30 branched (C;-Cg)-alkyl, {C3-C7) -cycloalkyl, halo-
gen, <cyano, (C;-Cg¢)-alkoxycarbonylamino, {C1-Cs) -
alkoxy, carboxyl, (Cl—Cg)—alkoxycarbonfl, straight-
chain or branched (C1-Cs)—alkyl which is
substituted by one or more fluorine atoms,

35 hydroxyl, straight-
chain or branched (C1-C3g) ~alkoxy,

' where adjacent oxygen atoms may
also ~be linked by (C1-Cz)~alkylene groups,
' benzyloxy, nitro,



identical or different substituents fromthe group 5 consisting of

strai ght-chain or branched (Cl-C3)- alkyl, (C3-C7)-cycloaljephargarboxyl,
straight-chain or branched (Cl-C8)-al koxycarbonyl, by trifluoro- methyl,
hydroxyl, straight-chain or branched 4 Cl- Cs) -al koxy, 10 benzyl oxy, nitro,
am no, nmono-- (O -C4) -alkyl amno, di-(Cl-C4)-alkylamno, cyano,

strai ght - chai naminopr ametred (Safe} {LlkChamah&y| ; ddndct hejy-stipct ur al

isoners and stgreQhsomers,;in Ay partigcular .tautoners, diastereoners and
enantionmers, and their plﬁ%r'rraceutl cally accerﬁ%bl eP?88l t " re be‘pr ovi ded.

20 Thus, for eXBApPetitpee@onpdundionsi- t herf opmilvaupbs)itatedr dilng to t he

i nventi on whi chabavecaneopr AIPEBrefeNLeLs tokuehickaldly, a9l whigh are

present as racenates .can ?e se ar%&tled by. met hods known per se 1'nto their

optica isomerSORFLIREIRAaR Cara’ier @snerancid 25CseParat i on can

- be carried outablyyLol (tn+Gepayallivankgl, eairbalxylhasesQlgH}Y chain
recrystallization opt.i cal,l active,solyent_or using an optically

active acid oréPbgfgtea?l?rh %biay g%'r @&t_%%gtofgﬁaﬁbpﬁyén dpY i EEREYI8Etve

reagent, such mgth¥br bxdrpkel. arsoptigal{chaiat i 2 b3Qnaheaho{g, -and

subsequent rerm@yalyi1@h.dhe radical. Furthernore, the acridine derivatives of

the formula (1) according to the invention can be converted into their
sal t $0wi th i ndPRNOBF ofgddicc aBldRo. | N@BopéFt-iCaliF-alkyflemiphar maceut i cal

use, into theidi- @Ehysip+eUkEBhhynacceptable saéélsaigﬁﬁ%agﬂ{ chogre suitable
for this purpgse are for exa Ig, hi/ rochloric acid, hydrobrom c acid,
sul furic acid PrBREEShsHaadi “Flratk¥laci d, succinic acid, lactic 20
.January 2005 5 acid, citric acid, acetic acid, tartaric acid, nmalic acid,

. mal oni ¢ acid, a‘?f@odﬂéi&aqé% Cﬁm’%ﬁaq &geti c_acid or maleic acid. 5
u .
Mor eover, the conpounds of the for rruéf)a 1§ AL eFhgCteomers., 1in
15 prarticular tautomers, diastereomers and
enantiomers, and their pharmaceutically acceptable
salts, are

provided. .

20 Thus, for example, the compounds of the formula (1)
according to the invention which have one or more
centers of chirality and which are present as racemates
can be separated by methods known per se into their
optical isomers, i.e. enantiomers or diastereomers. The

25 separation can be carried out by column separation on

i chiral phases or by recrystallization from an optically

' ‘active solvent or using an optically active acid or

base or by derivatization with an optically active

reagent, such as, for example, an opticaliy active

30 alcohol, and subsequent removal of the radical.

Furthermore, the acridine derivatives of the formula
(1) according to the invention can be converted into
their salts with inorganic or organic acids, in
35 .particular, for pharmaceutical use, into their
physiologically acceptable salts. Acids which are
-éuitable for this purpose are, for example,
hydrochloric ‘acid, hydrobromic acid, sulfuric acid,

phosphoric acid, fumaric acid, succinic acid, lactic.




the invention can, if they contain a sufficiently acidic group, such as a
car boxyl group, be converted, if desired, into their sgﬂt;gﬂ@agg PO gani c
or organic bases, in particular, for pharnaceutlcal use, into 10 their
physi ol ogical |y acceptable salts. Bases which are suitable for this

pur pose are, for exanple, sodium hydroxide, potassium hydroxide, cal cium

- hydroxi d&cidysiaericycdlahbxyhartie, mMnoltamﬂaQ,lcdi@(t;{@nolr@rﬂlQp and

triethang n c ng ef er e di nent, acridine
:derlvatlve%raof eﬂt‘%ﬂe&%%rrg{:gai eefrrmg)oglrl(%\rn%ce tﬁhanﬂoﬁoacﬁElcR?mﬁs X, z, P,
'Q n and 9h RS ithéGiehni ngs gi ven above and 20 R4 denotes a

strai ght-chain or branched (A -C20) -alkyl radical which nmay be saturated
- or unsat ur at eq], h one to three double and/or triple bonds, and which

- may be unsSubst |etrut OEBRAGHE 13F 2BheubeTRela el bnacherdane oo different

C atons lohe onevenwdcar mane abyl, theter @@hytgmhajaoggﬁfflggéngg% - al koxy,
-al lyl am no; a phenyl

am no, C aI k I am no or Cl-Cc4

ring orngl%%gl%t %ﬁ()%l@ i'ng; eacﬁ Sof* V\E?Eﬁ QEQUQHSlH%tFPEYQEIt@ﬁ nono- or
pol ysubstift T etsly |1d1#mfda¢110rsdilf:éemﬁmﬂ1 &uﬁﬂgdﬂi@térféﬁﬁéﬁhé group
CO”Sl Stl BQSQE st Eﬁl EBIEE%EEQI‘ bEéQChgg? l(é?i{oxy%%f bOW?%.m no,

(C3- C? cI oal k al ogen, cyano
(01- EhPks WYS&&#D%G%}M @ere@)a@qm bamdes stiriatlghirehai n or
br anChEdS(lﬁ:taBﬁ)E - pbkyl e c@)dr%o%ébstalrteut edoby opg. ﬁ‘% mog 5§ | worine

at ons, pflef erab(lié trifluorq- nethy hydroxyl, stral chaini or branched
20 Januafyi5gts (Cfoéﬁ‘)ssallul?bxylly‘ﬁ?%éﬁi%bl y CRBCAERY d?YCbtcmb@@r wher e
adj acent 1psygen atymbohayyFsnde |d et DymidLl- @)ét@ﬂmaqﬁqlegroups

C4)

-prefer abgﬂdatggégﬂéggfmgﬁgup, benzyl oxy, nitro, am no, nono- (Cl-
- al ky

According to a preferred embodiment, acridine
derivatives of the formula 1 are provided in ‘;\rhich R,
Ri, R2, R3, X, Z, P, O, n and m have the meanings given
above and
20
Ry denotes a straight-chain or branched (C1-Czp) —alkyl
radical which may be saturated or unsaturated,
with one to three double and/or triple bonds, and
which may be unsubstituted or optionally -
25 substituted on the same or different C atoms by
one, two or more aryl, heterocaryl, halogen,
(C1l-C6) -alkoxy, amino, mono- (C;~Cy) —alkylamino or
di-(Cy-Cy)-alkylamino;

30 a phenyl ring or a naphthyl ring, each of which
may be unsubstituted or mono- or poly-substituted
by identical or different substituents from the
group consisting of straight-chain or . branched
(C1-Cg)-alkyl, (C3-Cy)-cycloalkyl, halogen, c¢yano,

35 {C1-C¢} ~alkoxycarbonylamino, (C1-Cg) ~alkoxy, car-
boxyl, (C1-Cg) —alkoxycarbonyl, straight-chain or
branched (C;-Cg¢)-alkyl which is substituted by one
or more fluorine atoms, preferably trifluoro-

methyl, hydroxyl, straight-chain or branched




5 am no, di-(Cl-C4)-al kylamno, aryl, which for its part may be
unsubstituted -or nono- or poly- substituted by identicato arargiaf-{er@s
substituents fromthe group consisting of straight-chain or branched
(C1-C8) -alkyl, (C3-C7) -cycloal kyl, gcar 10 boxyl, straight-chain or
branched (C1- (‘F%ndal koxy- carbonyl, by trifluoromethyl, hydroxyl, straight-
chain or branc QeCalBp-al k oxp,f cpraéfler a@tﬁomb&o)@tfﬁfxyet havete benzyl oxy,

nitro, am no, E{@}_{E}: #C1 al kykamino, _di - l.Lkyl am no cyano
15 strai ght -ch& or br a%%e% cy ang{?{E ag gllfg‘ % -
6-pyrim di nyl radearaskyenes. grogps@r @rmflelrnrbdynyb-(@btm)lealekyl

radi cal, wher eyrdilie, (Kéng])o@}(yﬂufggl CahifBY REnMD3EDSL T t% 10r 20 nono-
or pogysubstl tut ed byd e(\E é:% 1‘?‘2‘{ ifferent substi tuents t he group
consi 8ting of TG I B oxbY{ =0Whdisd tﬁ@r 2-1tS 4-, 5- or

6- pyri m di nyI p’ea:dq caahayraybdae mmsubststuwaedo@r fBAB= tgrt rbég!?&tl t ut ed by
i denti cal o ff bstit en fro roup con- sisting of

hydr ogen, (Cl CG lﬁt;eﬁm Iﬁgl o%%%g r8r Ql%ﬁ?ﬁgntngﬁlis%éﬁﬁ@@

-al kyl am no, diremy cthep) gratky| GOIamﬂb;nt_illydﬁbxyslt,ra@@h-t%ha1@| kexy,

Do ey oeirdenda ((R-08) agldbenycacony ol G ® Korycar %0
fl uoi ne, pre]b%’f’%}l'y %Wﬂ%FoC}ﬁé%ﬂywr éFR?FhE@CG(-CG]—S)s)-al}ydnxlaﬂd (ce C10)

-aryl- (C1- C6):ar3>5nya 3-by4tr151u@&oﬁemiyudaymo,@qdl cal .of I,E 5- or
6- pyridazinyl - % ?}% %a ical ., where  the( Ej%z at k| radi cal
. may be unsubsti ufled OF h nc F<pol %ﬁﬂ?ﬁ?l?%‘éﬁyby i exablor different

. substituents fmeshpkie ogr criphaxansi bénlglaﬁy,]amﬂaﬁcys 208 nb ,0fndyfel- C6) -al kyl ,
hal ogen and oxg. (=Q_ t i dazi nyl radical may be
1§ (oA TR bs% 1‘ ’bal%gﬁ‘{“nlﬁlar o391 er ent

unsub- stituted or nono- to tri'su
subsjtﬁtuents FHofioRE-ghaip or branched cyano (C1-Cg) -alkyl;

a 2-, 4-, 5- or 6-pyrimidinyl radical or 2-, 4-,
5- or 6-pyrimidinyl—(Cl—C4)—alkyl radical, where
the (-C1—C4)—alkyl radical may be unsubstituted or
20 mono~ or polysubstituted by identical or
different -substituents from the ‘group' consisting
of (C1-Cg)-alkyl, halogen and oxo (=0) and the 2-,
4-, 5- or 6-pyrimidinyl radical may be unsub-
stituted or mono- to trisubrstituted by identical
25 or different substituents from the group con-
sisting of hydrogen, {C1-C¢) ~alkyl, hélogen, nitro,
amino, mono-{C;-Cs)-alkylamino, di-(C1-C¢)-alkyl-
amino, hydroxyl, {(C1-Cg) -alkoxy, benzyloxy, car-
. boxyl, (C1-Cg¢) —~alkoxycarbonyl, {C1-C¢} —alkoxycar-
30 bonylamino or (C;-Cg¢)-alkyl which is mono- or poly-

substituted by fluorine, preferably trifluoro-

methyl, (Cs-Crp) ~aryl and {Ce—Cio) ~aryl-{C1~Cg) -
alkyl;
35 " a 3-, 4-, 5- or 6-pyridazinyl radical or 3-, 4-,

5- or 6-pyridazinyl-(C;-C4)-alkyl radical, where
the (Ci-C4)-alkyl radical may be unsubstituted or
mono- or polysubstituted by identical or '

different substituents from ‘the group consisting




5 consi sting of hydrogen, (Cl-C6)-alkyl, halogen, nitro, am no, nono-
(Cl1-C6) -al kylam no, di- (Cl-CB) - al kylam no, hydroxylzp (:Ghu&By -Bldeoxy,
benzyl oxy, carboxyl, (Cl-C6)--al koxycarbonyl, (Cl-C6)-al koxy-

car bonyl am no or (Cl-C6)-al kyl whichyis nono- or 10 pol ysubstituted by
fluorine, preferably trifluoro- nethyl, (C6-Cl0) -aryl and (C6-CzZ0) -aryl-

gC' -CO - ftl ?yéf Cﬁglzﬂlsﬁa,lk%t Oﬁlla@-o@érrﬁ@ﬂWb:{@d(%i Qﬁ?itfle?’?)a 5- |15 or_
pyrazi ny a r-adi ca -al kyl radi'cal may be
unsubst it ut ed%ér ono- %r Sopysugétzﬁflﬁiedr%‘glé%ntr? ¥ RS~ HPFRBrent
substituents fgohiuted gpoupnaonsi sbi ngictibs€itot)d abkylhdehakegen and oxo
(=0) and the 25, 3- dléfe]péngo 651.9135:5?%&15‘% t% adlfg mmay He unsubstituted or

' mono- totrlsubstltuted by i dentica f eren bEFi t ughP¥Pf rom t he
gr oup®consi st i HOFS Ciedr d@fsn hy@1eq®) - al (Gl Csha&blggh, nhatogeam no, nono-
(C1-C6) -al kyl@niho. ,aﬁlhno(g m&8d - 1@y aamglal%?n!@%gf&fy{cf(_(:q C6) - al koxy,

benzyl oxy, car al koxycar bon oxycar bonyl am no
or (Cl-Cs)-al lf{h/llq(%ﬂ (:1 %fﬁf %L pol Ysabs |%Uf‘é76‘! bybﬂl%ml?m; preferably
trifluor orret h)darh(c@dClO) {camls:) ~aﬂ@to§<96a%8)1y1ar yI tclé@éy@ikoﬁykw 30 a
3-, 4-, Cl nno I r 5-, 6- 7-, or

8-ci nnol i nyI (8#855‘& agk éaFG)a @T’%ltwglfél ¥%) "ORPKRy|9F adi cal rmay
be HBsubsti tmﬁtcéd’s@ibsrmml—te@ Qyol@bme,utmrbma’iﬂy dent f cabrer di f ferent

substituents fn(e@j@ytlhe gr(gypcwqog,?ﬁtl ng, &f (&l Ilkyc, ng Iogen and oxo
(=0) and the 7-, " or 80|nnoI|6n ) PIN LA

. unsubstitut edagrkyﬂnno- to pent asubstituted by |dent| cal or dlfferent 20
. January 2005 8 substituents fromthe group consisting of hydrogen,
C1- Co) - al kyl al ogen, |tro, am no, no- (Cl-C6) -al kyl.am no, di-
ECl C6g -al Kyﬁa% riogj 5 6-pyraziny radgcal O)r P Rl
or 6- pyra21nyl (Ci~Cy}-alkyl radical, where the

(C1-Cy) -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 2-, 3-, 5- or
20 6-pyrazinyl radical may be unsubstituted or mono-
to trisubstituted by identical or - different
substituents from the group congisting of

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

mono-{Cy~Cg) —alkylamino, di-{C;-Cs) -alkylami'no,
25 hydroxyl, (C1-Cg) ~alkoxy, benzvloxy, carboxyl,
(C1-Cs) —alkoxycarbonyl, (C1-Cs} ~alkoxycarbonylamino

or {C1-Cg¢)-alkyl which is mono- or polysubstituted
by fluorine, preferably trifluoromethyl, {Cs—Cyo) -
_ aryl and (Cg~Cyo)-aryl-{C;-Cs)-alkyl;
30

a 3-, 4-, 5-, 6~, 7-, or 8-cinnolinyl radical or
3-, 4-, 5-, 6-, 7-, or 8-cinnolinyl-(C;-Cs)-alkyl
- radical, where the (C;-C4)-alkyl radical may be
unsubstituted or mono- or polysubstituted by

35 .identical or different substituents from the group

consisting of (C;-Cg¢)-~alkyl, halogen and oxo (=0)
and the 3-, 4-, 5-, 6-, 7-, or 8-cinnolinyl
radical may be unsubstituted or mono- ta

pentasubstituted by identical or different




hydr oxyl, (Cl-C6)-al koxy, benzyloxy, carboxyl, (ClL 5 C6) -alkoxycar bbnyl,

(C1-C6) -al koxycarbonylam no or (Cl1-C6) -al kyI whi ch |5y MRRQarPr2005

pol ysubstituted by fluorine, preferably trifluoronmethyl, (C6-Cl0)-aryl

and (C6-C10) -aryl- (C1-C6) -alkyl; ¥ a 2-, 4-, 5-, 6-, 7-, or

8- qui nazol i nyl radical or 2-, 4-, 5-, 6-, 7-, or

8- qui nazol i nyl S(lﬁaitml)leﬁtlﬁ)” ff@dl cai;he\/\heggo&%e (&dndA e ahky! gadical may

be unsubstitu nono- ol_ysubstituted identical or, different

substituents f%ggr?ﬁe “or OL(IS %‘B 6‘?‘% g"tl ng' aolfogrfr’iér ogBrFr-CL-a) %l kyd,

hal ogen and oxen¢=0%:dhd -el&ydanfisioc] 2-, d&i- (B:5CH alﬁcyla@crmo

8- qui nazol i nyl p,padical | yu m)no ubsti tuted
¥ TRy, e By Li#e%%r#ﬁt% T e

by identical or di fferent substituénts i'ng 20 of
hydrogen, (C - ©0)-3iapy cardiayen, dCur@s)“a?ﬁkm{ycamm@yJ(a@ln@) ozal kyl ani no,

di - (Cl-C6) -al(dsw@gmagkylhwlwlw (r@néb)orabgqgsgubg«enalt éy,b car boxyl,
(d- C6) -al ko% car bonyl é? - al kox¥car bonyl ai ni no or % -al kyI
whi ch is nono- t};lr‘o’bbﬁl?/su8§ ?ﬁ?}é{':lybffrﬁ FPEBF‘PHEYlpréﬁ@rﬁbl)yaryl

trifluoromet hydnd (C&CLP)-avyyl (Cand) (£BkE10) -aryl- (CL-C6) -alkyl; a 2-,
3-, 5-, 6-, 7-, or 8-quinoxalinyl radical 2-, 3-, 5-, 6-, 7-, or

8-qui noxalinyl 30 (Cl1-C4) --al kyl radical, Wnere t he (Cl C4) -al kyl
.radil®al may be amsubstibut ed-or 7nonor Brqupobysilibayit whadchy bdenti cal or

di f f er ent substituentssfr t grQUpg G 1- C6) hal ogen
and oxo (=0) and the or gflgnc e (9% 5 &9?%&%189;1)9]7 (9 ch 39)?}4 xal i nyl .
radi cal may beFafhisst i & thﬁDn’d:l—ﬁe} p@hk?ﬁ%ub@tdntqﬁlednby bdentical or

di fferent substistbentsutebmnt hengr cup podgashstti mgeaf bhydr ogen

(C1-Co6) - al kyl ,; halkogen, o N; al kyl ami no, di -
(C1-C6) 20 Jalnuary 200051:9 Eaflrf% Igﬂgr}%ﬂwg %E({/Iqro(“c%h 1ﬁ<oxy, benzyl oxy,

car bakyl , (Cl-c@&)si%tlik@(y@ﬁrhpdyd)geﬁm{e@oa)-ai]_k@iy md@wlgﬂano or
(C1-Co) - al kyl oMy chods HRROzLQr orpollsyls(ﬂbsil tuaed gy flsuorl{le grreferabl y

trifluoro
8-quinazolinyl radical may be unsubstltuted or

Moo~ to pentasubgtituted by identical or
different substituents from the group congisting

20 of hydrogen, {C;-C¢)-alkyl, halogen, nitro, amino,
mono- (C1-Cg) —alkylamino, di~(C1-Cg) —alkylamino,
hydroxyl, (Ci-Cg¢)-alkoxy, benzyloxy, carboxyl, (Ci-
Ce¢) —alkoxycarbonyl, (Ci1-Cg¢)-alkoxycarbonylamino or
(C1-Cs) —alkyl which is mono- or polysubstituted by

25 fluorine, preferably trifluoromethyl, (Ce—Cro)—aryl
and (Cg-Cyp) -axryl-(C1~Cg) -alkyl;

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

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

.30 (C1-C4)-alkyl radical, where the (Cl—Cq)—alkyl

radical may be unsubstituted or mono- or

polysubstituted by identical or different

substituents from the group consisting of (C1-Cs)-

, alkyl, halogen and oxo (=0} and the or [sic] 2-,

35 | 3-, 5-, 6-, 7-, or 8-quinoxalinyl radical may be

‘unsubstituted or mono- to pentasubstituted by

identical or different substituents from the group

- consisting of hydrogen, (C1-Cg) ~alkyl, halogen,

nitro, amino, mono-(C;~C¢)-alkylamino, .di-(C1-Cg)- -




5 rrethyl (C6- Clo) -aryl and (C6-Clo) -aryl- (Cl1-C6) - alkyl; a 1-, 4-, 5-,
6-, 7-, or 8-phthalazinyl radical or 1-, 4-, 5-, 6-, 7204 Rfhuary 2005

8- pht hal azi nyl -- (Cl-C4) -al kyl 10 radical, where the (O -C4)-al kyl radical.
may be unsubstituted of nono- or polysubstituted by identical or different
substituents fromthe group consisting of (Cl-C6)-al kyl, hal ogen and oxo
(=O and the aikpjdpwfng., hydrosyl,6-,(CT- CGD‘FaB{d}@mphtMﬁiM radi cal
may be unsubst kLt r t S u entical or different
"~ substituents from tg%}erggr gg(@cgnglgtflﬁ%?gg E%Itl i ﬁ%l(g‘f (i( Hiky!l ,

hal ogen, nitr oca’éﬁ?ﬂblamhﬁﬂo e Cicﬁﬂ}'ﬁ)-‘a?ﬂl‘@ﬂ]aWhD?hdllS (f@dzn@@) ol kyI am no,

20 hydroxyl; (£bifekbsalkex¥d. bberayledxe CaiRony

C6) - aI oxycar bong}a (C1- @é al k%x car bonyI a%{ no ora}Dl ]tr%bl)uorci kyl whi ch
i's m)no- or porysibstit uteasy ~F4bri i pr dfer@nl yaryilt(Gor@met hyl
(C6-Cl10) --aryalkmhd (C6-Cl10) aryl- (Cl--C6) -al kyl; 25 a 2-, 3-, 4-, 5-,
- 6-, 7- or 8-quinolyl radical or 2-, 3-, 4-, 5-, 6-, 7 or 8- qui nol yl -
(Cl--C4) al kyl radical, where the (CI C4) al kyI radi cal may be

unsubst i tut ed ®rlnond=. op~ pobPysuBst i but dpbyhal@zident redlical different

‘substituents fiomghe Oup_ copsi stin I .~ hal ggen and oxo
(=0) . and the Groug- copst sping. Bétg%ﬁ%ﬁg}’f e P8y 1be
unsubdt i t ut ed Ifﬁdlrﬁﬁ% f”@‘ePF@xe§hesu%zt‘|Q4Q|téélklﬁ9 |1€E¢ﬁt¢@hl neHy dbief er ent

substituents 3513ﬂ1b@ml-tlhieecgmumoﬁm%ﬁtpoﬂgsﬁﬁs@ﬂgft%@eﬂﬁ (C1-C6)- alkyl,
a ani no,

A R e DA L e L T SIS
- al koxy, benzydamass toiardoxd| {CLEs)CH L kel konaioQQnJaﬁ@ardkCQOQ_Eo 0 10
il oo atbeey o g1, (GO~ 9LI91 Whigh Te mono
htha1a21nyl radical may be unsubstituted or mono-
to pentasubstituted by identical or different
substituents from the group consisting of
hydrogen, (Ci-Cs)-alkyl, halogen, nitro, amino,
mono- (C1-C¢} —alkylamino, di- (C1-Cg)-alkylamino,
20 hydroxyl,- (Cy-Cs) —alkoxy, benzyloxy, carboxyl, {C1~
' Ce) —alkoxycarbonyl, (C;-Cs)-alkoxycarbonylamino or
{Ci~Cg) —alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, {Ce~Cyo) ~aryl
_ and (Cg—Cyo) ~aryl-(C1-Cs)-alkyl; ' .
25
a 2-, 3-, 4-, 5-, 6-, 7- or 8-quinolyl radical or
2-, 3-, 4-, 5-, 6-, 7 or 8-quinolyl- (C;-C4)-alkyl
radical, where the {C1-Cys} -alkyl radical may be
. unsubstituted or mono- or .polysubstituted by
30 identical or different substituents from the group
consisting of (C1-Cg)-alkyl, halogen and oxo (20)
and the 2-, 3-, 4-, 5-, 6-. 7- or 8- qulnolyl
radical may be unsubstituted or mono- to hexa-
-substltut;ed by identical or different substituents
35 from the group consisting of hydrogen, (C;-Cg)-
alkyl, preferably methyl, particularly preferably
2 -methyl . halogen, nitro, amino, mono-{C;-Cg¢)~
alkylamino, di-{(C;-C¢)-alkylamino, hydroxyl, (C;-
Cs) ~alkoxy, benzyloxy, carboxyl, {C1-Cs) —alkoxy-




. fluorine, preferably trifluoromethyl, (C6-C o) -aryl and (C6-Cl0) -aryl-
- (Cl-c6) -alkyl; a 1-, 3-, 4-, 5-, 6-, 7- or 8-isoqui no!;yd Jadiaeql 2008 1-,

'3-, 4-, 5-, 6-, 7- or 8-isoquinolyl-(Cz-C4)- alkyl radical, where t he

(G--C4) -alkyl radical may be unsubstituted or nono- or polysubstituted

by identical or different substituents fromthe group consisting of

(Gi - 06) - al kyl , “AEPBEEH- anéCoxdss ) (2dkoxard iveylamido, &r, 5¢;-6z)- 7- Of

8-i soqui nol yl alkgicakhi®n beignsupsiit uted OEO 0819, e a_S#g/Sti tuted by
identical or different 15 sgbsti Iiuents, fromthe group Consrsti of
hydrogen., (CL-C8Ytalkyl PrREFOGRAY Hitidd Losmmeshy lppn6s—Cal-@)y 1

-al kyl am no, dknd( Gls-@6)) -atky+ amj1q,) -ahygnoxyl, (Cl-C6) -al koxy,
benzylsoxy, carboxyl, (d- C6) -al koxycarbonyl, (C1- C6) -a 1 koxycarbonyl
amino or 20 {Cl1-C6)-al kyl which is nono- or polysubstituted by fluorine,

preferably trid&|4orofet hit, FGEU-Cﬁﬂ) ?-arjsjt Bg@dolqﬁ(‘ﬁn@%g)_ %:@wlca?%(g -(C):?)9
~-alkyl; a 2-, & ,18- pr, Q- [OF gbursnyl radical or 2- ~» ~ 29 8- or 9-
[9H] - purinyl - (cz]éc4) soalky hradl caT, \Mr"lerel?ﬂgm(%?_-&j SRyl aa](cj:ccal t
may be unsubstdthiedr 3t cabnow éfepéhﬁsd@bﬂtm@wm radéitatahagr differen
substituents foeomihbBabgeoupcegnshst ma;gloaf &91';%)1;5,4'@5@913%%35“0%%8 ?!’1? ?Xg
(=0) 18nd the 246ntGca18sr0f; L%}%Q Bgy.réuré%lta_r?fégg%wngy ]bg un ts |fu e
or nono- to trisubstituted by identical or di Sewtituents from
the group consiogtsiysg iglg hyﬁ;_@gegcél) —(gm%? [(ﬁélk(\@,en hagggﬁ:%:,r gl)((;(?p, am no,
mono-' ( Cl- C6) @ ktylll@nhnc'), 1i - (C1- - al y%gm no, 3 ro ,
-(Ci-Co)-al koxft;l,Il be_nﬁyl oxy, cdrboxyl,” (C 63 6 -_-% k%x’y%%%b%‘?flg’l(gl- 'C'?)t .
- al koxycar bonyP&FrRilno BRY ((@pe Cojureubyd t inthitodd i s ofDNOmoAs-Pol ysubstitute
by fluorine, hprakenably kel | ugppmet *ﬂéﬂantgggig O)oé:‘_ ar ﬁi%fé‘lgerﬂ?' ao
-aryje (Cl-C6)5 -%I k)él én%(), Ja%garrny 22}?5 11 a 2-, 6-, 7 =T 7H|
-purinyl radi capsSEetyenty © e group consisting of
' hydrogen, (C;-C¢)-alkyl, halogen, nitro, amino,
mono- (C;~Cg) —alkylamino, di-{C;-Cs) ~alkylamino,
hydroxyl, . (C1-Cs) —alkoxy, benzyloxy, carboxyl, (C;-
Cs) ~alkoxycarbonyl, (C1-Cs) ~alkoxycarbonylamino or
20 {C1-Cs)-alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, {Ce—C10) ~aryl

and (Cg-Cig)-aryl- (C;-Cs) ~alkvl;

a 2-, 6-, 8- or 9-[9H] -purinyl radical or 2-, 6-,
25 8- or 9~{9H]—purinyl~(C1—C4)~alkyl radical, where
the (Ci1-C4)-~alkyl radical may be unsubstituted or

mono- or polysubstituted by identical or different
substituents from the group consisting of (C;-Cg)-
alkyl, halogen and oxo (=0) and the 2~-, 6-, 8- or
30 9-[9H] -purinyl radical may be unsubstituted or
mono- to trisubstituted by identical or different
substituents from the group consisting of
hydrogen, (C1-C¢) —alkyl, halogen, nitro, amino,
_ mono-{Cy-Cg) —~alkylamino, di-(C;-Cg)-alkylamino,
- 35 hydroxyl, (C1i-Cg) —alkoxy, benzyloxy, carboxyl, (C;-
Cs} ~alkoxycarbonyl, (C1-C¢) ~alkoxycarbonylamino or
(C1-C¢) -alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (Ce~Cip) —aryl

and (Cg-Cig) -—aryl-{(C;-Cg) ~alkyl;




© 7- or 8 [7H -purinyl- (G -C4) -alkyl radical, where the (G -C4)-alkyl
radi cal may be unsubstituted or npno- or pol ysubstitutzd hyuadentdeml or

different substituents fromthe group consisting of (Cl-C6)- alkyl, hal ogen

and oxo (=0) and the 2-, 6-, 7- or 8i[7H -purinyl radical nmay be -

unsubstituted or nono- to trisubstituted by identical or different 10

substituents fromthe group consi sti ng of hydrogen (4 - 06) aI kyl ,

hal ogen, ni t roa am ng,  rmn ( - C - al kyI am no,

hydr oxyl , gé?6 -al k x g%liy oxy c%r%g%éy? I oxy%afr bonyl ,

(C1- C8) - al koxy ar ftny - rlloPBr’-’l@ (-(tpaf%@) aallldwl Mdmhaus ME-e Of

pol ysubst it ut edhby (cﬁLop)r4d1qupr§{aa5@th I[{aré) fﬂné‘oﬁﬂﬁﬂﬁggﬂuggg C10) -aryl

and (&6-Cl10) - or
9-acr iggi nyl 5% Fadi ngflo Sz‘lfsglgyteds%y jlengicalgor giffeglensy g acrj d| nyl -

(Cl-4) -al kylsmlaﬁﬁ:tfadlenMefeomheh(erﬁ;)p @Misg% cgk B }/(lf;)ﬁe;
unsubstitut ed 9fyPNOx., P, oLygubstit d identical or ferent '
substituents fronﬂ)he %r% %Hc%}r%l Stn (98 (‘E”C?I/i Cfé}e 25 al Ryt , 7haloggen and oxo

(=0) and the 187 [7%H]-mirinyl 5radi.call- més Gre 9ua1@mwtaysbtne@dl eal may be.

unsubsti t ut ed andmngo teigahasy ut identical _or. different
subst jtuents f r m the e%{foﬁ cong?g:'%lhng ofp(%enatjbcgae ,O¥ cPLEbRranky| |
hal ogen, 30 ni% ddom C1t68) - aitioybani nonsdstlﬁfjl Ce¥ -

al kyl ani no, hy@rt‘que,n (G dBLs pl&Drey1, beRZyboxy, GAEPYXY! . 4
(HLL8y - al kyl

(C1-06) - al koxm@rb al Koxy- carbon i am no of
- which is nono- o pol y%ubé{ﬁﬁ%‘fw f1 uord¥e Clpﬁefe@hbl@ammél uoro 35
‘et hyl , g C6- givo'}igoasm a&ﬂgg cee-a]rJ]Jec)xyaryénzycaxlls;e );arbogggyl éca 1-, -, g-,
“4-, 5-, 6-, Ty, 106 gg@;[lt rjdiny ical o 5-, 6-,
20 Jpnuary 2005 EERR &%) B3P ea ot 1amino

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

fluorine, preferably trifluoromethyl, (Cs-Cio)-aryl

and (Cg-Cio) —aryl-(Ci~Cg) —alkyl;

a 1l-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or 9-acridinyl
20 radical or 1-, 2~, 3-, 4-, 5_, 6-, 7-, 8- or 9-
acridinyl-(C;-C4)-alkyl radical, where the {C1~-C6) -
alkyl radical may be unsubstituted or mono- or
‘polysubstituted by identical or different

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

25 alkyl, halogen and oxo (=0) and the i-, 2-, 3-, 4-
. 5b-, 6-, 7-, 8- or 9-acridinyl radical may be
unsubstituted or mono- to octasubstituted by

identical or different substituents from the group
consisting of hydrogen, (C1-C¢) -alkyl, halogen,
30 nitro, amino, mono- (C;-C¢) —~alkylamino, di-{C1-Cg) -
alkylamino, hydroxyl, (C1-Cg) —alkoxy, benzyloxy,
carboxyl,  (C;-Ce)-alkoxycarbonyl, (C1-Cg) —alkoxy-
carbonylamino or (Ci-Cs)-alkyl which is mono- or

- polysubstituted by fluorine, preferably trifluoro-

35 ' " methyl, {Cs—Cig)~aryl  and (Ce~Ci0) —ary1-(C1-C¢) -~
alkyl;
a 1_r 2_r 3—0' 4_1 5—1 6_1l 7_1 8_ or 9""

phenanthridinyl radical or 1-, 2-, 3-, 4-, 5-, 6-




' 7-, 8- or 9-phenanthridinyl-(Cl-C6)-alkyl radical, where the
?gl?gﬁf?aﬁﬁylradical nas be unsubstituted or nono- or2paaysubgtidast ed by
identical or different substituents fromthe group consisting of hydrogen,
(G -C6)-al kyl, halogen and oxo (=0)iand the 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8-
or 9-phenanthridinyl radical may be unsubstituted or nono- to
OCtasubstitutea"byBFdenti&aphenadtht&ﬂeny1—$gpsgptgqm§iffég@&&p group

i sti f - - l, | @agen, . nitro, am.no, nono- (d-Cs)-alkyl -
o i ?cﬁ%}rgﬁ;él Ky é;?/n no‘,@h‘?%'r o?%/]fﬁff(cﬁég‘])lcﬁlal KoRFY (OBC10) -aryl -
(Cl- 0B) -al koxyISpPefiFabey Banzytany. carbopyllys(BttO6)talik opcar bonyl

Cl- 06) -al kox¥Cat'IoiR aki hoffsrenCl s@Btitaleiyl Wi HoS IONO- oF
éolys Lstitutez%b .fluorine, ypreferablé:trlfluoronethy?, --Clo) -aryl

and (%6- d o) 9%?%}9-'“(%—’1-%%)11 Sregen g 1,‘C31731|kylf2h§1_139en€\;md e
' i i @Bl andotisé sting25; ar,6apyridyl gradical gnhere the  5-
e T e o o o] tetrgsubstituted b? o?rdlfferent

Subst fuent s 17O THE Groub B! nBHaGen, THeL ) uosPRyH Chardgen, it 1o
ani no, al kyl affa - tarbokdsubmonouté€lbEb) dahkytanm 8o, ah¥ELexyt .
(C1- C6) - al koxysuph i difekiteP) FrodeprY! %%’up consisting of (C1-Cg)-
10 alkyl, halogen, nitro, amino, mono-{C;-Cg) ~alkyl-
amino, di- (Cy;-Cg) —alkylamino, hydroxyl, (C1-Cq) -
alkoxy, (Ce~Cyro) —aryl- (C1-C¢) -alkoxy, preferably
benzyloxy, carboxyl, (C1-Cs) ~alkoxycarbonyl,
(Cl—Cs) -alkoxycarbonylamino or {(C1-C¢) —alkyl which
15 is mono‘—- or polysubstituted by fluorine,
preterably trifluoromethyl, {Ce-Cro) —aryl and (Ce-

Clo) —aryl— (C]_"'Cﬁ) —alky]_;

a 2-, 3-, 4-, 53— or 6-pyridyl radical where the
20 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, (C1-Cs}-alkyl, halogen,
nitro, amino, mono-~ (C;-Cq) ~alkylamino, di- (C1-Cg) -
25 : alkylamino, hydroxyl, (C1-C¢) —alkoxy, benzyloxy,
'c_arboxyl . (C1-Cs) ~a lkoxycarbonyl, (C1-C¢) ~alkoxy-

carbonylamino or (C1-Cs) ~alkyl which is mono- or

polysubstituted by fluorine, preferably trifluoro-

methyl, {Cs—C14) —aryl and (Ce—C10) ~aryl- (C1-Cg) -
30 alkyl;

a 2-, 3~, 4-, 5- or 6-pyridyl-(C;-C4)-~alkyl I

radical, where the (C1-C¢) ~alkyl radical may be
unsubstituted or mono- or polysubstituted by
35 identical or different substituents Ffrom the group
consisting of (C1-Cs) -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 substituents from the group




" (C1-C6) -al koxycarbonyl, (Cl-C6) -al koxy carbonylam no or (d -Cs)--alkyl

~which is nobno- or polysubstituted by fluorine, preferabysdmiafrbupoams -
met hyl, (Cs-Co) -aryl and (C6-Cl o) -aryl- (Cl-C6) - alkyl; a 2-, 3-, 4-,
5--or 6-pyridyl- (Cl1-C6) -alkyl radiaal, where the (d-C6)-al kyl radical
may be unsubstituted or nono- or pol ysubstltut ed by identical or

~ different substSOP§ERtETEr oMt hdwghgsn conghs€k nga Dy 1 Cl1- lﬁjo@éﬂgyl hal ogen

“and oxo (=0) &nﬁ(irbhe 2nind; , wfno-Src,Qk {li Ey r adj.cal
unsubsti t ut ed Q5 rrg tbnt rasnuobs{th(ftutsgdg%lit‘/y eljh |cgc# a(clgﬁf}f er ent
substituents fFom’ ﬁlg‘l&%up érfﬁ dary 23@0@6)1"33363?9?@»{ stlb@mld‘:y}d,r ogen

(C1-C6) -alkyl cambbagén, (i tce) amkaﬁycgpmn Cl-q:@l_cgl r‘P

(C1- al ky XYy 1- CB) - al k benzyl oXy, ca boxy

(C1- % - al kox%g?ﬁg%@?*%& A(f\6) ((EéI% fa aY’lbb Fy | &rﬁ ngepe -~ ( @x C6) - al kyl
whi ch i s nono-P8LYspbEystbsedt bVe(flbzerfllmor I}_:ﬁ'%,fe{i‘l’aﬂbfl@rl’ abli\F 1tidfJ uor o-

thyl, (C6-Cl | - l; 10 2-, 3-, 4-
or Bt hi éthﬁly a{z‘ﬂ", ﬁ%?)- C%f}%r ar‘%l-dt hi( géﬁ/T =10 Cﬁ”—fylé%)(cl efFGIQf/lI radi cal ,

or 5-thi enyl r%g Cf
where the (Cl- $< 'aI kyl radical may be unsubstitut ed or nono- or
pol ysubsti t ut ed by |dent| cal or different substituents fromthe group

consiygt i ng of é alk é Falo gen and oxo (=0) and the 2-, 3-, 4- or
5- thlenyl radi ca hay be ungﬁb tFhhERYL oFafibfidl ©B 2tri Subshit ored by

i dentical or ﬁft@@mlstﬁl—@gn Falkpls rbEeERE e e tqupsi@lt _icng_of
Co) 20

hydrogen, (Cl en,, nitro m no, _nono-
“al kyl ani no, af%)CI1 CG - aI k%g H}?&PB??F tuted. %) mo&lol(owr benzyl oxy,

-car boxyl , (Clp%ysulé‘wwedcby bbiwitlcéﬂleﬁ&)lf-faus@ﬁ(ycar bonyl am no or

(C1-CB) - al kydupdtiah dr JT0NGs, OLLRO f ine, preferably
trif gor onet hy N (%6 d.o)-ar yIm Ea® 5%82&% %‘%}ngél fj (ﬁélcgj"}“al kyl; a
2-, -, or 5- i‘Ulﬂ Togit Aand 0320, (20) @pdsthe 2-, 3-, 4- or

5 thienyl radical may be unsubstituted or mono- to
trisubstituted by identical or different sub-
stituents from the group consisting of hydrogen,
(C1~C¢) ~alkyl, halogen, nitro, amino, mono- {C;-Cg) -
20 alkylamino, di—(Cl—Cg).~a1kyiamino, hydroxyl, (C1~
C¢)-alkoxy, benzyloxy, carboxyl, (C1-Cs) —alkoxy-
carbonyl, (C1-Cg) ~alkoxycarbonylamine or (C1-C5) -
alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (Ce~Cio) —aryl
25 and (CG—C10)—aryl—(C1-—C5)—alky1;

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

alkyl radical may be unsubstituted or mono- or

30 polysubstituted by identical or different |
' substituents from the group consisting of (C;—-Cg)-
-‘alkyl, halogen and oxo (=0} and the 2-, 4-, or 5-
thiazolyl radical may be unsubstituted or mono- or

‘ disubstituted by identical or different

35 substituents from the group consisting of
hydrogen, (Ci-Cg)-alkyl, halcgen, nitro, amino,

mono- {C1-C¢) ~alkylamino, di-(C1-C¢) ~alkylamino,

hydroxyl, (C1-Cs) —alkoxy, benzyloxy, carboxyl,

(C1-C¢) ~alkoxycarbonyl, (C;-Cg) -alkoxycarbonylamino




thia.zolyl- (Cl-C6) -alkyl radical, where the (Cl1-C6)- al kyl radical may be
unsubstituted or nono- or 30 polysubstituted by identizalga@fadifferent
substituents fromthe group consisting of (Cl-C6)- alkyl, hal ogen and oxo
(=O and the 2-, 4-, or 5- thi.azolylgradical may be unsubstituted or nono-
.or disubstituted by identical or different 35 substituents fromthe group
- consi sting of Omydjfﬁnéém,—a@@-l%ghiaﬂk?/ﬂs lrh@h@gearh@bugzgulb@@(i@gted;mnn
(d-C6) -al kylgym b =ea(Cl: . yl anmno roxyl, (Cl-C6)-al koxy,
benzyl oxy, car%f)nxﬁfg?og%%?g Ct%})r-%%ekrgfé ar %{r%/??o??ﬂ%/ i-(’allégﬁ(y%leﬂr)L’jonyl am no
20 January 200514 Bt (Es—€8))-a %54~ thi-€h) talkpho- or pol ysubstituted by
fluorine, preferably trifluoronethyl, (C6-Cl0)- aryl and (C6-Clo) --aryl-

(C1-Cg) -alkyl; 5 a 3-, 4-, _or 5-isothiazolyl radical or 3-, 4-, or
?01-%‘3) °hIR

5-i sothi azol yI% ylSP&biearlyhnerdichd orC3-C6)4al kgt radi cal

may be unsubsti-tistcethierzalyie-(Mrcpplysupst | tubedaby i dgdcal (gL different

~substituents f(rcgr_rgttg)h_ea]gg%;ypré: nsaid;ti n 19f Cl-C6). 10 al kyl, hal ogen and oxo
(=0 and the 3-, 42 Or 5- 50t hi aZbt¥ 10T S THlrs ey A (oS UBRRSt ut ed or
mono- or di sulsst Prhyewh By tindedt bealdearcidhf fer entrresuhsti tuents fromthe
group consi st isR®<@f tubydrogen, (Gis @) s-.al kyl .. hal ogen, nitro, amno, 15
mono: . (Cl - CB) -@Skﬁ am no, di (%ie- %O‘f% %ﬁl%ﬁﬁ%f RYdri§ryfs) -
(CL1-8) - al kox§-K¥dnz FRdPgenc o4 (W1-aB) - eh&oRycanbonyds 5-
(C1- C6) - al koxyeathaaybagi n@ad@tal ChmCbhe 1@lky [ ' no- or

2 e be 1 Stwucc@ﬁfy?ﬁ%oclo)- 20 aryl

pol ysubsti t ut by. fl.uorine referably trifluoronet
. and” ( C8- C10) Sgryﬁg’*?ﬂ%&‘iu‘?%cﬁkyﬁy a ddengicak @ H fEdymmt ot hi azol yl

;radical or 2subgtitgent§-, Hrom- berizot higwalyl Jddeki@®)iqpl ke radical,
she= o, (S nEElcaby peleal e SRR AT e o
COnsist | ng of PPREY: €1 )CsarRykylraiogen and dke(C¢EA)s) -alkylamino,

hydroxyl, (C;-Cg) —alkoxy, benzyloxy, carboxyl,
{C1-Cg) ~alkoxycarbonyl, (C;-Cg) -alkoxycarbonylamino
or {(C;-Cg)~alkyl which is mono- or polysubstituted
by fluorine, preferably trifluoromethyl, (Cg-Cyy)-

20 aryl and (Ce~Cig) -—aryl-(C;-Cg)-alkyl;

a 2-, 4-, 5-, 6-, or 7-benzothiazolyl radical or
2-, 4-, 5-, 6-, or 7—benzothiazolyl~(Cl—CG)—alkyl
radical, where the (C1-Cs) -alkyl radical may be
2.5 unsubstituted or mono- or polysubstituted by

identical or different substituents from the group

consisting of (C;-Cs)-alkyl, h'alogen and oxo (=0)

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

substituents from the group consisting of

hydrogen, {C1-Cg)~alkyl, halogen, nitro, amino,

morno- {C;-C¢} —alkylamino, di-(C1~-Cs) ~alkylamino,
hydroxyl, (C1-C¢} —alkoxy, benzyloxy, carboxyl,
35 (C1-Cg) ~alkoxycarbonyl, (C;-C¢) -alkoxycarbonylamino

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




and the 2-, 4-, 5-, 6-, or 7-benzothiazolyl radical may be unsubstituted
or nono- to 30 tetrasubstituted by identical or differem Jesubsyi2uEnts
fromthe group consisting of hydrogen, (G -C6)-al kyl, halogen, nitro,

am no, nono- (Cl-C6) -al kylam no, dis (Cl-C6) -al kylam no, hydroxyl,

(C 1-C6) -al koxy, benzyl oxy, carboxyl, 35 (Cl-C6) -al koxycarbonyl, (Cl-C6)
- al koxycar bonyRarino 2or 4€i - C8) -Salinyildastilo i sadDEer ok pol ysubstitut ed

by fluorine, paefergbl v tigisf t hyl~ (C6:€10)-_aryl and (C6-Ci o) -aryl-
(C1-CB) -alkyl;, 20 January 2%%%@?@%— ngc‘glgyg o?aéi/g?ﬂi dé&b‘ﬁﬁ r adi cal
or 1-w, 2-, 4tPeolCo-Colwldery| redlcah) mavkybe r adschrinherd dhe
(G -006)-al kyl nethcalr mayybebsmnisgulistii but Bdbrori camoap-dorfegpehysubsti tut ed by
~identigal or djﬂfﬂgse{e{lt StSUQstituElgts fromthe group consisting of (Cl-C6)-

al kyl ,” hal ogen” and bx0 (=0) “and thE frouww copsisfing.¢fi dezdFaell- r adi cal
may -be unsubstalkykd xlompan-atd dxbsybsyi auaedhgylLQth_i,callééorordi fferent
substituents f#c P, stin f 10 hydrogen, (Cl-Co)-alkyl,

hal ogen, nit roif,) O{ﬁn%%%ﬁ)ﬁ%n%gg{]%fcﬁ?g-§FKVP5H¥HB} Hred( er- @sno-al kyl ani no,
hydroxyl, (C --€p) trapkbgyitbéady| dxy, ‘ideatheoryl, of Cld€8¥ferent
- al koxycar bonydubdtGl-dBr & al kpggcar hopy! ang or (G -C6). -alkyl_ which is
-mono- .or pol ysubsti t ut ed %5 by fluorine, ?rrg?lgr ablcg/mtsrlis Ill’.f'grorrélfhyl ,
(06-CPp) - aryl Ya‘fﬁf"—’(eé?a- _dfeyCshrgikylclBloganky| niare., 3mind., or
5-pyrazol yl rastirced (QFCLY ~aBey 2 dmi®, 5- pyr azol %él-_ﬁglgﬁ)@g&lﬁhor adi cal ,
where the 20 (hg,’lt%,%@y al kyl, .ré i)c_al .my be unsubstituted Or nono- or

pol ysubsti t ut éd by Ydent i (5% R RYent  PEOBYELPRYent scRFBRRYhe gr oup
rconsi.sting of (C€iCO6)allabkydarivalogen @ndcexoa(k&kyenehdbh@1dming-, 4- Or
-5-pyrazol yl ragi cgl. _pay. S jtyted . or nono 25 to trisubstituted by

i denﬁ)' cal or di ff(gjrlegtg,y %%f)%?l ?ﬁg%%lsg%r Ot he Yr Jop ¥oWaT 5L Fageds

hydr éen, ( CLPup) Etasdne hapsgéarahlyr ¢ rifitiuseomend-, ( QlL-@8)) - al kyl ami no,
-di - ( Cl- CG) - &lrkr)ll aadNQCe~Cyig) ~axryl- (C1-Cg) —alkyl:

a l-, 3-, 4-, or 5-pyrazolyl radical or 1-, 3-, 4-

or 5-pyrazolyl-(C;-Cg)-alkyl radical, where the

20 (C1~C¢) -alkyl radical may be unsubstituted or morno-
or polysubstituted by identical or different

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

- alkyl, he{logen and oxo (=0) and the 1-, 3-, 4- or

_ 5-pyrazolyl radical may be unsubstituted or- moﬁo—

25 7 to trisubstituted by identical or different

substituents from the group consisting of

hydrogen, (C1-Cq) ~alkyl, -halogen, nitro, amino,

- mono-(C,-C¢) —alkylamino, di-(Cy1~Cs) ~alkylamino,
hydroxyl, (C1-Cg) ~alkoxy, benzyloxy, carboxyl,
30 (C1-Cg) —alkoxycarbonyl »  {(C1-Cs) -alkoxycarbonylamino

or (Ci1-Cg)-alkyl which is mono- or pelysubstituted
by fluerine, preferably trifluoromethyl, (Cg-Cyp)-
- .aryl and (Cg-Cyp) —aryl- {C1-Cs) -alkyl;

35 . alil-, 2-, 3~, 4-, or 5-pyrrolyl radical or -, 2-,
3-, 4-, or 5-pyrrolyl-{(C;-Cg}-alkyl radical, where
the (C;-Cg)-alkyl radical may be unsubstituted or

‘mono- or polysubstituted by identical or different

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




hydroxyl, (d -C6)-al koxy, benzyloxy, carboxyl, 30 (Cl-C(,) -al koxycarbonyl,
(C1l-C6) -al koxycarbonylamno or (d-C6) -alkyl which |80 mmaargr2005

pol ysubstituted by fluorine, preferably trifluoronmethyl, (C6-Co)- aryl
and (C6-CFO) -aryl- (Cl1-C6) -alkyl 3%ga 1--, 2-, 3-, 4-, or 5-pyrrolyl

radi cal or 1-, 2- 3-, 4-, or 5-pyrrolyl- (Cl C6) al kyl radical, where the
(Cl - CB) - al kyl ' palivéal hadpobe emsulostd tutoad =ata tfHHIOt orzpolysub§1| tuted by

.identical or dhifege rro§%pst£55§ggg f&lgm t he plﬂconm sti ng of (Cl-C6)
20 January 2005 16 al E/ al ogen an 0X0" B, 4-- or
5-pyrrolyl rad"®af may Be uﬁ%ﬁﬁ%??bﬁteﬁubed nblma tndexetrashbstdﬁ ut ed by

identical or different subsidiuants f EoBh! %@f&EBuz%O”c?ﬁéj&ﬂ%é%ﬂ( |
yl am no,

hydro%en (Cl ) aIk 5 Igﬁ nltro am no
8 N &roksl s tetl cehadprery, nemeyl exyincar boxyl
(Cl1- C6) '-aI koxly@ia@bdrnylcs)éalkga)amlabkoxycar Beny band: Q. 5 165 l(a(;{lj]n@) al kyl
ra

whi ch is nono-y ysubs L1 ol 10 by fluorl ne, prefe
trifluoronet hy g?clo) (Ct j gfg Bh: crdyenarinxy ( c1 C@&)boxafllkw a 1-,

3-, or I5|[1 (ZQ;rcm?ailft?EYﬁagbea{{lor 1€,-C3— iaﬁwo@rcar[ﬂonylal?n&n]g i cal
-trlazoy - X% the a radi cal may

psubst it Y 1c%m)no- kg? Bﬁﬁfshut% Yﬁt}'ﬁ{l‘gd by goéé’ﬁtu%b éfll%‘rteél ff er ent
subsllel tuents r’rFflﬁ%rJg‘f‘%uppr@éﬁéfaé%liyngt@ifhm@g@thYl C1-<(CBYCroakkyl ,

hal ogen and eyl 20d amd-the ny1B. (G, -0F) Salky?. 41 -triazolyl 20 r adi cal
may be unsubstituted or nono- or di substltut ed by identical or different

.substituents fromthe group consisting of (Cl-C6)- alkyl, halogen, nitro,
.anmi no, nono- (@1-16) - dl-kyl er afi-d,. 2di4] (k-G y1al ka&@g&mo,oﬂﬁygrox l,
(Cl C6)

. (C1-0B) 25 akkoxXygyb e
( ) akKoXygeybeflz iO%Y éj@f?&?& 1&,}%%‘% h@?{ﬁy ngfr)‘éigg}s/ubstl tut ed

- al k ycar bon kﬁem no or
uor| ne, éﬁerab‘F}?et ri fioFeheahyl (Cﬁf-a@m:)al ar ymayand %&6- C10)

--aryl (C1- Chbpubakkylted 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
20 radical may  be unsubstituted or Mono- or
disubstituted by identical or different
substituents from the group consisting of (Cr{k)—
alkyl, halogen, nitro, amino, mono- (C1-Cg) —alkyl-
| amino, di-(C1~Cg)-alkylamino, hydroxyl, (C1—-Cg) -
- 25 alkoxy, benzyvlioxy, carboxyl, (C1-Cs) —alkoxy-
' carbonyl, (C;-Ce) -alkoxycarbonylamine or (C1-Cg) ~
alkyl which is mono- or polysubstituted by
fluorine, preferably trifluoromethyl, (Cs~C1p) —aryl

and (Cg¢-Cjo) ~aryl- (C1—Cg) -alkyl;

30
a 1-, 4-, or 5-[1.2.3]-triazolyl radical or 1-,
4-, or 5—[1.2;3]—triazolyl~(C1—C5}—alkyl radical,
- where the -~ {(C;-Cg¢)-alkyl radical may be
| unsubstituted or mono- or polysubstituted by
35 identical or different substituents from the group

consisting of (Ci1-Cs)-alkyl, halogen and oxo. {=0)
and the 1-, 4-, or 5-[1.2.3]-triazolyl radical may
be unsubstituted or wmono- or disubstituted by

identical or different substituents from the group




30 a 1-, 4-, or 5-[1.2.3]-triazolyl radical or 1-, 4-, or 5- [1.2.3]
-triazolyl- (Cl-C6) -alkyl radical, where the {Cl-C6)-abkyinuaagi eabs5may be
unsubstituted or nono- or polysubstituted by 35 identical or different
substituents fromthe group consistidg of (Cl-C6) -al kyl, hal ogen and oxo.
(=O and the I-h 4-t.or 5%.%{3 -triazolyl radical may be unsubstituted
or nono- or. drSubsfitdfed N, Fal ofCidCEf eabhyl subkaiogent s fromthe
group 20 Januanyt2005 &wisonsisiidig@ichyds Damix%‘c@"_a(lcrxb)bm ogen,
nitro, am no, gPHQla{ngbeG) -%Irlé)r((l m no,_ di- (CL-C6)’ a31ky1arrfno,
hydroxyl , (Cl-CB)~ -alkoxy, BERFTIERy, (CarboxiAlkqel. cayerndkbwegpcar bonyl |
(C1- 06) - al koxy<a®ap¥shy| anithoCel -4 Dtotpyasbiyl1 Whi qlt; L6, MMNGeoQF-

pol ys@gbsti t ut esh byoh{ vehi A8, 4 efreragblyy tirifluoyo-. nethyl, (C6-Cl o) -aryl
and (C6-C o) -aryl- ic& CG% - al I%e/f ;8(95 Qaélkf-l o‘?’flé‘?f‘l Hi= t BPPEz0I84 radi cal
or 1-, or 5- [FHYEWPRttbybryl by (€lucs)ineal lpyle frradibdsl | cnitfane e
(C1-C6) - al kyl meachyer] mayche pnsybstityuted or~nnoy_or pol sgé) tituted
identical or dif ef ent subﬁstiltuents fromthe(SFodﬁ)c%ﬁggsﬁ%W ‘%f‘ (C1-Ce) -
15 al kyl, hal oger?’ and oxo (=0) and the 1-, or 5-{1H]- tetrazolyl . radical
may be- unsubstituted or substituted by hydrogen, (Cl-C6) -al kyl, hal ogen,
nitrpg am no, JTONQ- 1+C8), ,.nal kyl ami no, di-- (Cl-C6) - al kyl am no,

hydr oxyl , (Cl-aCG -alcﬁrgx;/),cq)t%gdzf o%?,zogylcaif%wl, @c1- €8) -9l kbxycar bonyl ,
(C1- C6) - al kody-HlckesamAdInd Qr CEIGa06)1 - - ehliytaWhi Chhése MOPRs OF

pol ysubsti t ut gd, by flamoeine, o1&l erabl v Lrifl uoro- rre%q?ﬂyl , (C6-C o) -aryl
“and (C6-Cl1.0) -éry?- (CllfC@)a- al kyxﬁé;)yzgéauagﬁj%?t%gu'f OL tBeRAzoyl radical
_or 2- or 5- ] -RokysubgEbtyted CIAEBFIat kAT [ddifearit where the (O -
' '_cg)--g| k?/l radubatimaynhe WisHbSind LS9 BRAPs 9fy BY YgubgL) tuted by
' dentg cal - or gﬁ{{’ﬂeﬂglo‘gen and oxo (=0) and the 1-, or 5-[1H]-

tetrazolyl = radical may be" unsubstituted or

substituted by hyvdrogen, (C1-Cs) —alkyl, halogen,
nitro, amino, mono- (C;-Cg) —alkylamino, di~(C;-Cg) -
- alkylamino, hydroxyl, (C1-Cq) —alkoxy, benzyloxy,

20 carboxyl, (C1-C¢) —~alkoxycarbonyl, (C1~C¢) —alkoxy-
carbonylamino or (Ci-C¢)~alkyl which is mono- or
polysubstituted by fluorine, preferably trifluoro-
methyl, (C6-Cy0) —aryl and (Cs~Cap) —-ary1—. {C1-Cg} -
alkyl;

25
a 2- or 5-[2H}-tetrazoyl radical or 2- or 5-{2H] -~
tetrazolyl- (C;-Cg) -alkyl radical, where the (Cy1-
Cs) ~alkyl radical may be unsubstituted or mono- or
polysubstituted by identical or different

30 substituents from the group consisting of (C;-C¢)-
alkyl, halogen and oxo (=0} and the 2- or 5-[2H]-
tetrazolyl radical may be unsubstituted or
substituted by hydrogen, (C1-Cg)-alkyl, halogen,
nitro, amino, mono-{C;-C¢) ~alkylamino, di—(C1-Cg) -

35 alkylamino, hydroxyl, (C1-Cs) —~alkoxy, benzyloxy,
carboxyl,  (C1-Ce)-alkoxycarbonyl,  (Cy -Cg} ~alkoxy-
carbonylamino or (C;-Cs) -alkyl which is mono-~ or

polysubstituted by fluorine, preferably trifluoro-




3'0 substituents fromth 35 e group consisting of (Cl1-C6) - al kyl, hal ogen

and oxo (=0) and the 2- or 5 - [ 2H - tetrazolyl radicat Jm)M:ake 2005

unsubstituted or substituted by hydrogen, (Cl-C6)-alkyl, halogen, nitro,

am no, nmono- (Cl-C6) _al kylam no, diig(Cl--C6) - al kylam no, hydroxyl,

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

- al koxy- car bom?thmlno orce(mor;&)rynl kKydndvhi qlaegl 8, JOR 101 ¢ p@t! ysubstituted

- by fluorine, pLe |iab|y trifluoro-. 20 January 2005 18 net hyI (C6- C10) :

-aryl and (C6- ClO? -aryl- (C1-C6) - alkyl; a 2-, 4-, or 6-[1. 3 51-triazinyl

radical or 2-, 5 4-, or 6-[1.3.5]-triazi nyI (Cl C6) al kyl radical, where

- the (C1- CG)-aI Kylor, adilcal (ﬁaygb 1.4nsubs ff'iéyiﬁglorra%cal gtysubstl tuted
- by identical dlfferent subs i tuen rom rou i‘ng of

hydrogen,- (Cl- %6) dikyl®- |og"éﬁt§ﬁ@21wlo>4&(cg) 8eldﬂf]t he“aZilcaél,, or

6-[1.3.5)-tri azheyé raﬂjecal rey-dg Wnsyhst i t yLed-9f nongs
di substituted I_l]'? i dentécal or d| fferent substituents fror%t he group
consi sting of ?%1 F¥~,  HAf ogBRLlY FiHk$ bl takedo, b¥5 nono-

(Cl-C6) -al kylh‘?ﬁ%caéll Or(dilff@f)enta‘atk}yétamuﬂﬁts oyt @xyl grdl- C6) - al koxy,

b | , RaTobdy 1- | b

-:Inigx%gr bgg;l amisur(gf %Cﬁggfggég %m?%% ‘Ji‘légygv %‘Q‘Jc)?g%l $88bs. tituted
by fflorine, pretedadly étfﬁffib@r(ﬂret h#l—, (@@6- €20).3. 20) afyhzaﬁﬁl(CG C10)

S oxazol yl - (Ol Chye el Ky Padi ool . wharee ChEreRl:Y g “alb T acPEal ' may be

5- oxazol yl - ﬁ ké/l rad| cal where t
~unsubsti tut ed oI y Sbst i fdeagipali den@rcal or L feférr ent
_substituents fsrhmnttﬂmajrt(wp caiesl st iche Of gb6hpCB) condd k¥ing halpgen and oxo

(=0 and the %ydr%g’e or (C1-C¢) ~alkyl, halogen, nitro, amino,

15 mono- (Clmce) -alkylamino, di-(C;~Cs) -alkylamino,
hydroxyl, (C1-Cg) —alkoxy, benzyloxy, carboxyl,
(C1~Cg) —~alkoxycarbonyl, {C1-C6) ~alkoxycarbonylamino

or ({Cy-C¢)-alkyl which is mono- or polysubstituted
by fluerine, preferably trifluoromethyl, ({Cz—Cio)-

20 aryl and (Ce-Cro) ~aryl- (C1-Cg) ~alkyl;
a 2-, 4-, or 5-~oxazolyl radical or 2-, 4-, or
S5~oxazolyl-(C;-Cg)-alkyl radical, where the

(C1-C¢) -alkyl radical may be unsubstituted or mono-
25 or polysubstituted by identical or different
substituents from the group éonsistiné of (Cy;-Cg) -
alkyl, halogen and oxo (=0) and the 2-, 4-, or
5-oxazolyl radical may be unsubstituted or mono-
7 .or disubstituted by identical or different
30 substituents from lthe group consisting of
hydrogen, (C1-Cg)-alkyl, halogen, nitro, amino,
mono- (C;~Cg) —alkylamino, di-(C1-Cs) -alkylamino,
hydroxyl, (C1-Cg) —alkoxy, benzyloxy, carbéxyl ,
(C1-Cs) ~alkoxycarbonyl, (C;-Cg) -alkoxycarbonylamino
35 or (C;-Cg)-alkyl which is mono- or polysubstituted
by fluorine, preferably triflﬁoromethyl, (Ce~Ci0) -
arvl and (anClo)—axyl—(Cl—'Cs);-alkyl;




5-oxazolyl radical may be unsubstituted or nono- or disubstituted by
identical or different 30 substituents fromthe group consisstuepg DFOS
~hydrogen, (Cl-C6)-al kyl, hal ogen, nitro, am no, nono- (Cl-C6) -alkylam no,
di - (Cl-C6) --alkylamno, hydroxyl,,§Cl-C6)-al koxy, benzyloxy, carboxyl,
(C1-C6) -al koxycarbonyl, (Cl-C6) -al}<oxycar bonyl am no 35 or (O -C6) -alkyl

“whi ch i s nono- aOB—pOlLYSUb@Eﬂ tgulescj)xatgbj)}lu0£é§?ia?r% gr%bl Ya tri %{fggriget hgl
anuary a 3-

(C6-ClO- aryl and)(( fﬁ; -ar Cl-C6
4-, or 5-isoxaZol yPXFAATEAT (o &) -2 Ylor S"ﬂldééfﬁézolywh(e@ﬁ_’- CB)hal kyl
radi cal, wher e (Che&s) (61kga) a:aldliylalr agdiyC dle Iiﬁ&,‘éub%tlir&%lé%t iUt oar nmono- .

or pol ysubsti t wt-egdo dbg% ;! |f er ent ?Stl duents fromthe group
consi sting of (Cl- CGS }Jg&k ogen Iém el fi g g the 3-, 4-, or

5-i soxazol yl rﬁ‘db%‘éltm@yt%efnmwsa tourtoegh cn:rorrmnxtlrrg ol surb§ia61) uted by

dentical or eng 5 t NLSAf I t he_qgr cgnsisting of 10
Ihydrolgen (Cldécj%%ﬁgl n 1%%Q§l Iélﬂ? Er??{'f)r OP-[B) gng CHP 9 (ClzI 06)g Tal kyl ami no,

di- (Cl-C8) -a?kjy‘:f%PFﬁ?fbl 363@1 m%IZlb@Gylnsabkbxwte@nqylmmlo car boxyl ,
(C1- O6) - al koxyear barubst Cl€al al Kgxycﬂé}w&ﬁn gy ordﬁgﬁe@lt al kyl
whi ch is nono- %t%()t bstit ed 15 by fluorine, prefera

trifluoromet hyf '%1%) ndPECs- BFEYP- ar 9Pns(l€§l-'(1£) -aftkyl; a 1-,
2-, 30, 4-, 5hYCBf-0933n7 i ftdeky) - a]a]dyl:al Riloden, 2-ni8ro, 4 = ]Fﬁ@ g Olr
7-indolyl- (C I ical, where,th al ky| radical may
be unsﬁbstl(tt]jrtmgg) A E%o-gﬂwfg JS/Igu‘bstl t utEd @%} gFHe%ik%%leb‘f‘odl fferent
_substituents fl]’YéﬂﬁqiﬂYé gr oéf1-€onsildtizyg of beBzy D)y al ky&rbéb@bpgen and oxo

(=0) and the (l}lrcg)'vaﬁ{oxfcar&myﬁ O(Clegﬁgdﬁ%é)ﬁ?c?af OIJS{Cfadanrf rent

unsubstituted or rT{mno- hexasubst i t ut ica
substituents f¥o 1ﬁ€£br%ﬁﬁ’%oﬂ§i§ i A§ Wnohyd?mmﬂy%mst@@umdyl
hal og&n, nitrady afiumrinenprefEtabby alituhamopecndh- ((&-66)) - al kyl ani no,

aryl and (Ce-Cip) ~aryl-(Cy1-Cg) -alkyl:

a 1-, 2-, 3-, 4-, 5-, 6- or 7-indolyl radical or
i-, 2-, 3-, 4-, 5-, 6- or 7-indolyl-{C;-Cs) -alkyl
20 radical, where the (C;-C¢)-alkyl radical may be
unsubstituted or mono- or polysubstltuted 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
25 radical may  be unsubstituted or mono- to
hexasubstituted by identical or different

~substituents from the group consisting of

hydrogen, (C1-C¢)-alkyl, halogen, nitro, amino,
mono- (C;-Cs) —alkylamino, di- (C;-C4) —alkylamino,
30 hydroxyl, {C1-Cs) ~alkoxy, benzyloxy, carboxyl,
(C1-Cs) ~alkoxycarbonyl, (C1-Cg¢) —alkoxycﬁarbonylami-no

or (Ci1-Cg)-alkyl which is mono- or polysubstituted
by fluorine, preferably trifluoromethyl, (C¢-Cig)-
aryl and = (C¢-Cy1p) ~aryl- (C;~Cg) ~alkyl and the

35 isomers, in particular tautomers, diastereomers
and enantiomers,  and the pharmaceutically

acceptable salts, in particular acid addition

salts, thereof.




. | I, (Cl-08) o
- C6) - - al koxy, benzyl oxy, carboxyl, A
30I Eydrgglbbnglo (C)l- C6) -al koxycarbonyl amno or (C -ZIB)JaﬂaEﬁylzmtﬁCg_ a5
-;r;?no?xgr pol ysubst ituted by fluorine,2(preferably trifluoronethyl,

[ in particul ar
- -yl - (Cl-C6) -alkyl and the 35 isoners, il
Catomers. di asreriBii S0 aha ksheFombodind nscphas RCaUtically
acoeptable salls, m Fermibul ar) acidppdthilan g oy Terest 2020
Jan 005 0 gt o ;
January 2005 Agtoffipg gt d%d

Y. , ; i that. R | R2, z,
~the fornula (1) are provi ch®ar eXeh&@rackerpzed dmgth Fage rRé}b‘?esents

2, R3, X Z PER9Sartiveharkoteeanted)i %gr%%gﬁﬁga%’a Fide Widedt ial | of

[ ' [ r,substitute _
Slhfe P glre\rll\?l ?gzitm S;%[gnglu@gtt;?@gcf%u%g?s EREeddibaceme ooy FeRreat QfE, TRy, ;al so be
L %%

i enbodi ment’,
| i nked by (CZ? } e g“buﬁg)%mmynggkeu&turt"’\%]\l%irr?h &g acent

{ ded
char act or | zeducbptnat A "0 PR5® R L Chvn heartt maanyga.m nave
fﬂ:r agf Srelnzgg%g(léﬁ%%gafm reb’resents 35 di met hoxyphenyl . According to a o

ro
the formula in that Rl, R2, R3 each an oxygen atom Q each represent ze

and nis According to a further embodiment, acridine derivatives

of the formula (1) are provided which are characterizeg
in that R, Ry, Rz, Rj, X, Z, p, 0,
meanings given above and Ry
dimethoxyphenyl.

N and m have the

represents 3,5-

acridine derivatives
ch are characterized

in that Ry has the meanings given above, R,

Z repregentsg

atom, P and

acridine derivatives
ch are Characterized
R; and R; each represent a hydrogen atom,
N oxygen atom and X represents a nitrogen
ch fépresent gemiﬁal hydrogen atoms

: CH2~), m is Z8ro, n represents the integer 2 and Ry

represents a 3,5—dimethoxypheny1 radical.

5According to another aspect of the invention, there is provided, the use of

.the acridine derivatives gas described above -dn the manufacture of a

medicament for treating tumors in mammals.,
According to a further aspect of the invention, g
Process for breparing acridine derivatives as described above
is brovided, characterized in that an
acridine.carboxyiic acid of the formula (2) in which R,
R1, R2, R3 have the meanings given above, Z denotes an
oxygen or sulfur atom and Y represents a leaving group
such as halogen, hydroxyl, (C1~C6)}alkoxy,

: -O~tosyl, -O-mesyl or imidazolyl,




further enbodinment, acridine derivatives (1) are provided which are
characterized R4 has the neanings given above, R, rebiesenhra hyal ogen
atom Z represents and X represents a nitrogen atom P and gem nal
hydrogen atons i the integer %. ms According to a further enbodi nent,
acridine derivatives of the férmla (1) are provided which are
characterized. in that R Rl, RZ and R3 each represent a hydrogen atom Z
represents an oxygen atom and XWepregsents a nitrogen atom P and Q each
represent gem nal hydrogen atons/CH2-) mis zero, n represents the integer
2 and represents a 3,5- dlnetho yphenyl radical. R4 Accordi ng to anot her
aspect of the invention et oS Provi ded, the use of .the acridine
derivatives as descrRog - =—Rgpnuf acture of a nedicanent for
treating tunors in manmed Jeordi g to a further aspect of the invention,
a process for prepariRrg acrlolne dé&tjvatives as described above is
provided, characterized in that an acridine carboxylic acid of the fornula
(2).in which R Rl, R2, B3 have bhe neanings given above, Z denotes an
oxygen or sul fur atonland Y represents a | eaving group such as hal ogen,
hydroxyl, (Cl -C5)-al koxy, -0-tosyl, -Onmesyl or imdazolyl, 20 January 2005
For mul a 2 H2 R4 HN X P CH2 Fornu 3 is reacted wth an am ne of the
formula (3) in which R4 have the neani ngs gi ven above, and

the desired
2\Cl—i /K

Formula 3

is reacted with an amine of the <formula {(3) in which

§R4, P, O, m and n have the meanings given above,

and the desired
acridine derivativel 1is formed.

In yet another aspect of the invention, there is provided medic t
ament:,

;characterized in that it comprises, as

active ingredient, at least one

7 acridine derivative as described above

Synthesis route:

The compounds of the formula 1 eapn be

_ ' obtain
according to Scheme 1 below: e




acridine derivative) is forned. .In yet another aspect of the invention,
there is provided nedi canent, characterized in that it2compLaeesS20Es
active ingredient, at |east one acridine derivative as described above,
Synthesis route: The conpounds of thesfornmula 1 can be obtained according
to Schenme 1 below. 20 January 2005 22 Schenme 1 5 The starting materials (2)
and ' (3) are either commerci allySehemealll e or can be prepared by '
procedures known per se. The starting materials (2) and (3) are useful
intermedi ates for preparing the acridine derivatives of the formula (1)
according fo the 10 invention. The solvents and auxiTiaries tolbe used, if
appropriat g, and tdtEOmeacti on paraneters to hgcyised, such as reaction
tenperaturg and r-actlon time, are knoyn £ o the Pessp skilled in the
art owing i 5 . 2 yi ne derlvatlves of {the fornul a
(1) accord vention ake suita as nedlggﬂq inl20
particul ar 5t agents, for treating\ mammal sy, - Irpartl tul ar man,
but al so dpnestic animals such as .horses, &4, e, dogs, cats, |hares,
sheep, pouktry and the like. :25 According to a further aspect] the
i nvention Jprovides acridine derivatives as described above for|use in
t herapy. 23 20 January 2005 Further, the inve@€Hpn relates to the use of
the acridijne derivatives as descr) abeye{for the manufacturg of a
medi.canment{ for treating tunor®.i N u:@ eferably, the medjcanent is
adm ni sterled to a manmal in an nﬂUQL/effa ve for the treatnent of the:
tunor. Thg therapeutically dose ofk_the acridine derijative
.according jto the inventi{p QUE on whi cH%&: t 0 be admi ni stlered for
- the treatrfent depends intler _ali e nature and the stage of the
oncosi s, tihe age and the se

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

10 inventien.

- The solvents and auxiliaries to be used, if

appropriate, and the reaction parameters to be used,

_ such as reaction temperature and reaction time, are

15 known to the person skilled in the art owing to his
' expert knowledge.

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

25 ' According to a further aspect, the invention provides

acridine derivatives as described above for use in therapy.




patient, the type of adm nistration and the duration of the treatnent.
Admi nistration can take place orally, rectally, buccalby {diRiargxanpd e
sublingually), parenterally (for exargi e subcutaneously, intra-

muscul ar | Y intradermal |y or intravenously), topically or transdermally.
Accor dif HG*EoF a Her L RBPR Bispearlabts tite thevent | oh, thenedi tdimendsri srtitRs as

~ treat neptrOfed WHKS 85€ dHOWLASH M chraLe,character ized At gt &% in

.conpri se fls active ingredient, at |east one acridine derivative
accor dri§P 1D diy f6Fakt i de1medigemanta ighar maceutical |y acceptabl e salt

thereof, if appropriagte together with customary. pharmaceutically -
“accept abl 2mg g ?%*r—"ff%s?o BABPIGds idh @b ARPTEHS S Hiied warfdse g0t | d,

seni sol i dtrehigentd orf aehesaunpireparhtéi ehsrafeitabhe150!dtkedirgparations
are, for gxagpl g¢ capsul : ers, _.granules, tablets. Suitable sem solid
preparations are, ?or eggiﬁﬁﬁg, oi N er%él%’tas,lvc?r e&TSOLGRRS, fast ddie

suspensi oHRVERTLOR n RatBretiewavbichn-isi | tenbéshdarini sBeirkabld i qui d
preparatiens areathehtedaprhas Stard ueou reparations for parenteral
admi nistration qjv%i ch ar eB?soisoni c v{ﬁlt%lj?%e ]‘gl g% 85{2}{%8 88?% é%le The

i nventi on°t39%o0 ieusPREPEYSI n FBRe et aidndyy thehesexam e thel ow,

wi t hout tmsittn:gemtestth@teﬁpéOofhadengkatiM\ﬁrEhagtﬁéagggg ion of .
1-(3,5-Di %h%?é%@: n | )-4:(9: acrLdi nyl - (D-43411) car onprl perazi ne 20
January 2%% g %’?S. ﬁ&ﬂ’}fbﬁ bREARR| fidte- §2kar BbaAs coxeldywer e

charged twe@ooll, of DMEcally sti(fiding. &xdBpTe (SEuBﬂiﬂa’QJﬁl?;,

N- et hyl Rhaldnes1+f he ol utj of 24.24 46.59 mmol) of Py-BOP

(1- benzo'zﬁ%i{ azoIei/lllqﬁ\:?lrliyt 5 rt>#rrzl i %ﬁ%&phgﬁﬁb&l’ﬁtﬁ&ﬁf@ 8rophbephatre) and 7.96
g [| acufBS{EHRBY mmibhjradermaBly- dimet hoxypienyd )y) pi pepbzaheyin 50 m  of

DMF wer e caddadhrsimaasivel y to the mxture with further-stirring. The
m xture was stirred at roomtenperature for 12 hours, the DVF was 10

distilled off under reduced pressure and the residue
According to a further aspect "of the invention,

medicaments for the treatment of tumors are provided
which are characterized in that they comprise, as
active ingredient, at least one acridine derivative
according to any of Claimg 1 to 4 or a pharmaceutically
acceptable salt thereof, if appropriate together with
Customary. pharmaceutically acceptable auxiliarijes,
additives and carriers. These can be solid, semisolid,
liquid or aerosol preparatiqns. Suitable solid
preparations are, for example, c¢apsules, 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
- agqueous 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.

Working Example

1-(3,5ADimethoxypheny1)—4—(9-acridiny1—
(D-43411) carbonyl)piperazine




rified on a silica gel colum (Ki esel gel 60, from Merck AG
\ggfmg?adt) usi ng the nobi Ige phase di chl or omet hane/ met hahalanue®y: 3004 v) . 15
Yield: 12.9 (84.2%of theory) mp.: 172-175C 1. Antiproliferative action
in various tunor cell lines 20 In aproliferation test, the _
antiproliferative activity of the substance D 43411 was exam ned using

establ i shed g t UAbr 8¢eltmbdl nesof | ackhaihesb-vsedexiNe-celly ag,

exre
‘dehydro j act.i.vi ty,d s -determ . which nakes It 25 possible to
dgtgrm' %e t feé)t\gl/(lita}:lbty%q‘d {he c%%l g’ﬁ% "i"rf&lre%’f’r’i?lﬁl%e_ cel-73ceunt. The
“cell lines®TUstl mpel hef Humertrhydmorphloldaeci norm cel bolipesn KBkHela

CC/ CClAly t i ho e d. el m.a L1210 (AT - 219) , the
Elﬁ-rlr-an breas?t24 .ee‘o%'cﬁéﬁrﬁa{a@i nceé%o ﬂWA‘@éﬁ?ﬁ?’z_fgﬁﬁgﬁfﬁ%ﬁvary _
adenotar cﬁyn%‘?ﬂaa'lll merhgashan i cheprglrprorhesphate) estrabl 7shedgeel | | nes

whi ch ar el Merynagel | clmracterbzed apd \A/eﬁe(gpgajigﬁgth ATC&gnd
cul tured...35 u‘i‘?ht-‘-, r esul tﬁOSh wn g n_Tab_ 1 denonstrate {){%gpnhleﬁﬁ pot ent
4

ant i prol FFerati v Act? onYoflDol 3B FRrEhedderd sudarss iSO 3toL-1210 and
HeLa/ KB. th& nguitktutrke wpaht i futahéy sé@yh%n@tmt hélqafe tﬂg}éygfgaig‘l"%gi St 2ﬁ| ,
ffect 2 Ry 0 5 D-43411 in t es erio )
gmal | (%gl%)i nhi %alufzi gﬁoét EE PSS TS tﬂcU% @E a]i‘%‘d’f s SBe1®MFTa#ps 1 In-vitro
eyt otOxi &iefildeduneft calndear needu¢edl pessdater rded theon s subst ancE
~concentr a’?iosoﬂﬁ’l)fi:figgi) §)&1<(|;a30%i33i><%é geﬁéﬁ(nas (}Iéileseﬁgeﬁt e6 0 ,3| fr)((JlrnOKS[ )
D-434110Me4%%9 <%G' Darmstadt) using the mobile phase

dichloromethane/methanol/ (95:5 v/v).

15  vield: 12.9 (84.2% of theory)
m.p.: 172-175°C

1. Antiproliferative action in wvarious tumoir cell
lines

20

' In a proliferation test, the antiproliferative activity

of the substance D-43411 was examined using established
tumor cell 1lines. In the test used, the celluiar
dehydrogenation activity is determined, which makes it

25 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/Hela -
(ATCC/CCL17), the murine lymphocyte leukaemia L1210
(ATCC CCL~219), the human breast adenocarcinoma line

30 MCF7 /ATCC HTB22) and the ovary adenocarcinoma line
SKOV-3 (ATCC HTB77). These are established cell lines
which are very well characterized and were obtained
from ATCC and cultured.

35 The results shown in Tab. 1 demonstrate the highly
potent antiproliferative action of D-43411 in the cell
lines SKOV-3, L-1210 and HeLa/KB. Owing to the
particularly slow growth of the MCF7 line, the effect




-- 000316 .. . 2. Method 10 XTT Test for cellular dehydrogenase activity The
adherently growi ng tunor cell lines HeLa/ KB, SKOV-3 andWMIk7uargd 200& L1210

| eukaem a line, which grows in suspension, were cultivated under standard

conditions 15 in an incubator with gas inlet at 37C, 5% CO2 and 95%

at nospheric humdity. On Test Day 1, the adherent cells are detached using

trypsi ne/ EBTA-diid Idel in etrie hyestceptef:ufaagaiﬂ 048 Eh%§ebh1?e|s|n%t11i s then

. resuspendedgén; RP, ture ate cel| count and 20
- transferrgd {0 a %& # %#c?o |tr iat%ﬁuﬁh - ¢%ée£§ atel®hen cul tivat ed
overnight in the incubator with gas inlet. The test substances are nmade up

‘as stock Tabl uli ons- i De BVER, 8860 x 08; qaén pted wth culture
medi umto the deS|reﬁuconcentrat|oh§ fﬁi L%%nces S%h the culture

medi um are then ali¥RU"E® t hedebFPENEAd |nén@@ted Pn t heubastahator with gas

inlet for 45 h. Gshdenwbheiohayve not been treated with test substance
serve as contro January 2005 26 For the XTT assay, | nmg/m of XTT

(SOdi umi3* )"! ara nocar hnn\]l| ) -_:-2 d-tetrazaolium-bis(4- et hoxy 6-

ni tro) bg i C_aci : hout

Phenol Reg:: il

(N- met hyk:d; ali ne

(PBS) i g™ iois toav gty ture are

pi petted he ceII hi b ave bEeEN T nc with the
- test substanceqg for 45 h. t%%g éﬁéﬁ8¥%é%%$%3safﬁﬁp3% P3-18 ked with

50: 1{(v/v) dhortly pefore pse. [The cel

:the PMSY{ solutilon in ar
i i ncubat or

pl ates are ther

2. Method

10 XTT Test for cellular dehydrogenase activity

The adherently growing tumor cell lines HelLa /KB, SKOV-3
and MCF7 and the L1210 leukaemia line, which grows in
suspension, weré cultivated under standard conditions
. 5% CO; and 95%
atmospheric humidity. On Test Day 1, the adherent cells

15 in an incubator with gas inlet at 37°C

are detached using trypsine/EDTA and pelleted by
centrifugation. The cell pellet is then resuspended in
RPMI culture medium at the approprlate cell count and
20 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
25 substances in the culture medium are then added to the
' cells and incubated in the incubator with gas inlet for
45 h. Cells which have not been treated with test

substance serve as control.




- Wwith gas inlet for a further 3 h, and the opti cal density (0OD490n") is
" determined in a photoneter. 15 Using the OD490. obt ai nezl) ddweatcph2dodion in
percent relative to the -antiproliferative regression analysis. 20 cont ro!
is calculated. The activity Exanple | Tablet containing 50 ng Conposition:
25 is estimated using of active conpound Active conpound Lactose Mize

starch . Pdalopvi mykpykrol | sose,, Magnegi M stegar ahe TPé&hiuﬁozﬁt aration:
(1), (2) g %eﬁl%)laa&eo%% S TR B B e P B P UL b I L
n xed and %r Shul At ed W RORK taqdebus s sraplonmdt biaf 4 -mrehaxyed- gr anul es
are adm x&d trwi) bengBnesthifendioxtared) sibablaideteB5: Fxamie 11dsCapsul e
COntainin%e@@u%gmﬂkié%&j%ﬂmﬁ&ﬁpqﬂgg. &BngfégéfT§, a 0.383 mg/ml
5 solution of PMS (N-methyldibenzopyrazine methyl
sulfate) in phosphate-buffered saline (PBS) is
‘prepared. On Test Day 4, 75 ul/well of the XTT-PMS
mixture are pipetted onto the cell plates, which by now
have been incubated with the test substances for 45 h.
10 To this end, the XTT solution is mixed with the PMS
solution in a ratio of 50:1 (v/v) shortly before use.
The cell plates are then incubated in the incubator
with gas inlet for a further 3 h, and the optical

density {(ODsgorm} is determined in a photometer.

15
Using the OD4gonn obtained, the inhibition in percent
relative to the control is calculated. The
cantiproliferative activity is estimated uging
regreséion analysis.
20
Example I
Tablet containing 50 mg of active compound
Composition:
(1) Active compound 50.0 mg
25 (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
30
| - 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.
35

Example IX

Capsule containing 50 mg of active compound
Composition: _ ‘
(1) Active coﬁpound 50.0 mg




(1) Active conmpound 50.0 ng 20 January 2005 27 (2) Maize starch, dried58.0
mg (3) Lactose powder50.0 ng (4) Magnesi um stearate2. 0 my jeetalky 16009 ny
Preparation: (1) is ground with (3). This ground naterial is added with
vigorous mxing to the mxture of (237and (4). This powder mxture is, on
a capsule filling machine, 10 filled into hard gel ati ne capsul es size 3.
20 Januar y220042Wpe091r88¢B4 SCTEEPO1/TBI63ng N8 Patent O ains 1- Acridine
derivatives)accardbng HewEbe fo=ul a JSdFd-i jon I--," R4 NI x 5f ormula
1 in which i;olg R, R2, R3 can be attached to any of the acridine 15 20
.25 30 carbbn AEBRESEIN Bteerakee | déntd el or different and independently
of one an@thet: denote hydrogen, straigghty ¢ai n or branched W-cd -al kyl,
(C3-Ck -cycloal kyl, straight- chain or branched (O -C8) -alkylcarbonyl,
straight-chain or branched (Cl-C8) -al koxy, halogen, aryl- (d-C8)

- al koxy, Wreparabidmo, nono- M CO -al kyl ami no, di- M CO -al kyl ani no,

(d.-C8) - @] koxyc W .83 N (4..CH5 -al kaxycarbonyl amno - (O-C8) -
al kyl , cygn}(;, ét%r?ﬂﬁﬁ gﬁgﬁn gar) b%ﬁé e@roé’y?cﬁllﬁéqat(eﬁﬁl-a&)ls aPRged car boxyl ,
(] . - Cs) “htkoX39oEqrBomAxina tad)thal kyktubichf s (3ubsirid ui ey

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




by one or nore fluorine atons, carboxy- (O-CR) -alkyl or (d-C8)

- al koxycar bonyl - M CO -al kyl, MCO -al kenyl, (C2-C6)- 2abkynylary 2005
strai ght-chain or branched CranO- M CO 20 January 2005 29 al kyl, aryl,
where thwoaogl/osagiucal nmay be unsubstituted or  noRea QRO NSRSt tut ed
by identical or different substituents fromthe group consisting of

hal ogen, straight-chain or branched“@Cl-CB) -al kyl, (C3-C7) -cycl oal kyl,
carboxyl, patbatoBia¢Rai n or branched (Cl-C8)- al koxycarbonyl, by
trifluoronethyl, hydroxyl, 10 straight-chain or branched (G -C8)--al koxy,
benzyl oxy, nitro, am no, nono- (Cl-C4) -al kylamno, di- (C -

C4) - al kyl am noaceyane | -chal ; h cyano-- _ (Cl1-C6) -alkyl,
15 Z i s oxygen or suI?u?%fgzg?%vgﬁeé?gg?géﬁéfngEﬂe ﬁmﬁéas bstituted on
the acridine heterocycle may be attached to C atons Cl-C9 of the acridine
ring skeleton; P, 0 independently of one another represents oxygen or

gem nal 25 hydrogen atons; X is nitrogen/ﬁ?*1 R5 ere R5 represents
hydrogen or (Cl--C6) -al kyl; 30.n, minddpendeni’y of one anot her denotes

an integer between 0-3, with th r that ifn the case n = 0, X
dependgqntly of one anot her

2)m‘e\btrogen at om adj acent 20

represent hydrogen or
- January 2005 30

formula 1
in which

10 R, Ri, R2, Ry can be attached to any of the acridine
carbon atoms C; to Cy, are identical or
different and independently of one another
denote hydrogen, straight-chain or branched

. (C1-Cg) —alkyl, (Ca-Cq) -cycloalkyl, straight-

15 chain or branched (C1-Cg) -alkylcarbonyl,
: straight-chain or branched
(C1~Cg)-alkoxy, halogen, aryl- (C1-Cg) —alkoxy,

nitro, amino, mono- (C;-Cy4) —alkylamino, di-

20 _ : (C;-C4) —alkylamino, (leCB) -alkoxycarbonyl-
amino, (C1-C¢) —alkoxycarbonylamino- (C;-Cg) -
alkyl, cyano, straight-chain or branched

cyano- (C;-C¢} ~alkyl, carboxyl, (C1~-Cg) ~alkoxy-
garbonyl, (C1-C4) ~alkyl which is substituted
.25 o by one or more fluorine atoms, 2

carboxy- (C1-Cg) —alkyl

or (C1-Cg) ~alkoxycarbonyl- (¢, -Cs) —alkyl,
{C2-Cg) ~alkenyl, ' (Cp-Ce) —
alkynyl,

30 | straight-chain or branched cyano- (C;-Cg) ~




to the C=Z-group is substituted by a hydrogen atom or a (C CO al kyl group;
R4 is a straight-chain or branched (C - C20) 5 alkyl radizalawski ehosay be
saturated or 'un- saturated, with one to three double and/or triple bonds,
and which may be unsubstituted or mayg optionally be substituted at the
sane or different C atons by one, two or nore aryl, heteroaryl, 10

?al oge?, c?/z;nf), (Clallgp) - al k?xycar bony: z;n‘: no, (Cl-CQral ’k;)%er%lm' noEj m)lno-
- (C1-4) -al kylam no i-, (Cl- -a ani no; a (C6-Cl4) -aryl radical,
(C6- Cl4) -aryl- (--c‘il?‘!’czt)éj%%]rky Sqtdal P I Gitast ofty | or
(C2-C10) -heteroaryprngCl-e4) palkghbgbitadiedal byhi dle@itaiins cane or nore
het er oat ons sel ectg he g : pstin N, and S;  where the
- (Cl-C4)-al kyl radi ca%ffrre_galsé%% u%éﬁ%g%%?%?te% orgrrn%{rllo- i[fglleysugﬁc’lutput ed by

i dent Pcal or differéftSsebsidt uefit 15kt .he grovapgRO-chasist omg of
(C1-C6) - al kyl, hal agemeigl oxo(d,=@),) -angk wher e < yl or
(C2-C10) -heteroaryl__,radical ma1 E)e ungﬁggti tlﬁ?%ghggglr{géégal}éﬁﬂpol y-
substituted by i dert A6t ?F?‘%’r%]ﬂl:“ghﬂb’ét Prudntagichiebnl €h€syroup

consi sting of straigito:ghainbary25 branched (Cl-CB)-al kyl,

(C3-C7)-cycl oal kyl , 30 hal ogen, cyano, - CB) - al koxycar bonyl am no,

(A --06) -al koxy, carboxyl, (Cl- CSS%E’: F%%&L/‘é%%%ﬁ Yil' st¥argrrichain or
brantfled (O - C6) - alsgpaiwitcirhissin subst i bureedhleyl one,00, o Bkbkyor i ne at ons,
hydroxyl, straight- chain or branched (Cl-C3$) -al koxy,bggzerf adj acent
oxygen atons may al.so be linked by (Cl-C2)-al kyl ene group%,mf)‘éhzyl oxy,
nitro, 35 amino, ROHEC (CRIEH: PRt Hhife) ~alkyi@rima) dakKgi- am no,
aryl, which for its,panlkybymbRo, unsepshbt Ut ede 9L 1 HRNO=H QL POl ysubsti t ut ed
by identical or di ﬁc‘;%%ﬁ%t sub%t i%t(%en&s froqmthe group consisting of
stra:itsqht-chai n or Branched CETREs) 20 Yamidrt 2005

Z is oxygen or sulfur, where the radical
CH.)n R
/(/ 2)\ // 4
7 N X .

= (CH,Jm \Q

20 _ substituted on the acridine heterocycle may
be attached to C atoms C;-Cy of the acridine
ring skeleton:

P, Q independently of one another represents oxygen or geminal

25 ' . - hydrogen atoms;

X is nitrogen or C-Rs, where Rs represents hydrogen
Or (Cl'—Cs) —alk’y‘l;

30 n,m independently of one another denotes an integer
between 0-3, with the proviso that in the case n =
0, X denotes a CRsRy group where Rs and Rg
independently of one another represent hydrogen or

(Cr{k)—alkyl and that the nitrogen atom adjacent




31 al kyl, (C3-C7) -cycloal kyl, carboxyl, straight-chain or branched
(C1-C8) -al koxycarbonyl, by trifluoro- nethyl, hydroxyl, 2Gtrmaught-2zded n or
-branched (Cl- C8) -al koxy, benzyl 5 oxy, nitro, am no, nono-
(C1l-4)-alkyl am no, di- (Cl-C4)-al kytgm no, cyano, straight-chain or
branched cyano- (Cl1-C6)-al kyl; and therr structural isoners and

st er eol soner s, tbnth&0cpar t_]er)Ubaﬁ_st LR St %Z/t & qﬁf@r’ogxe%”%g%ﬂ@”“ Oners,
cridin erivatives of

and their phar ceutic Ily ptable salts,,
the formula 1 g%c%r&?ng toﬂﬁ M1, characterized in that R R, R2,

R3, X, Z, P, Q n and m have the rreanl ngs given in Caim | and R4 denotes
a strai ghIRnohalansmainmT@hedn(@i G2@)rn20 atkyt,jadical which may be
saturated or wunsaturated, with one to three double and/or triple bonds,
and Wi ch may %]é{%su’é%‘fl%‘t:@%edWB#ChopmﬁMnabIEy sabsriatetiedoon tihe. sane or

different C aéa(lﬂﬁreh}/ed)ﬁev\rltld/ooﬁ'é Y Ec1Fd d&%féo ﬁ&/%}izgﬁgﬁh%gen

(C1- C5) - al kox 4 al kyl am no or, kyl am no; a
phenyl ring o)rﬁz5 pht r“fl}fgcjh zi%?rYof beyh itErsubipdy tb‘éi%ﬁnseﬁstmﬁmt ed or

mono- or pol y <|e:isaiEsk i le@dsxb}ystﬂemteaahwthdl Eéﬁéeak asepatbhpents from

t he group con Of st ght - chal n or branched (Cl-C8) - al kyI (C3-C7)
--cycl oal kyl , %;1 I%‘oggln c an‘Jf’)ﬁ?lé ct¥Gs) °F dMxy GddonyPaRfRBarY L.

(C1- &8) - al koxyhalegasoxy| | %ar(l@i C3$) {alkokyecalkorytarsbnalghinehai n or

branched (Cl 1l gyl i sti d,hy ~Qn nore fluorine atons,
hydr oxyl , str%@%]ht 6}2 gl‘g@ﬁ b%g{ri\(lr:ll%ed ?g&%:é?y-cafﬁk%)%%yli‘ﬁ'lﬁlgnu%?y 2005 32
6L 14

10 15 - (C1-C4) ~alkylamino; a -—aryl radical, (Cg-

Ci4) —aryl-(C1-C4) —alkyl radical or a (C2~Cyp) -

heteroaryl or (C2-C1o) ~heterocaryl- (C1-C4) —alkyl

15 radical which contains one or more heterocatoms

selected from the group consisting of N, O and S,

where the (C1~Cq)~alkyl radical may be

unsubstituted or mono- polysubstituted by

identical or different substituents from the group

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

and where the (C¢-Cu)-aryl or {C3-Cyp) ~heterocaryl

radical may be unsubstituted or mono- or poly—"

substituted by identical or different substituents

from the group consisting of straight-chain or

25 branched (C;-Cg) —alkyl, (C3-Cq) -~cycloalkyl,

halogen, cyano, {C1-C6) -alkoxycarbonylamino,

{C1-C6) -alkoxy, carboxyl, (C1-Cy) —~alkoxycarbonyl,

_straight—chain or branched (C;-Cs)-alkyl which is

substituted by one or more fluorine atoms,

30 ; - hydroxyl, straight-
chain or branched (C1-Cy) —alkoxy,

where adjacent oxygen atoms may

also be linked by (C1-C3)-alkylene groups,

i benzylioxy, nitro,

35 amino, moro-{C;-C4)-alkylamino, di-{C;-C4)-alkyl-

amino, aryl, which for its part may be

unsubstituted or méno— or polysubstituted by

identical or di_fferent substituents from the group

consisting of straight-chain or. branched (C1-Cg) —




25 30 35 benzyloxy, nitro, amno, nono- (Cl-C4)- alkylamno,
3?(50 -C4)-al kyl>lam' %o, aryl, which for its part may b uasubsyizagsed or
nono- or polysubstituted by identical or different substituents fromthe
group consisting of straight-chain 9 branched (Cl-C8)-al kyl, (C3-C7) I
-cycl oal kyl , carboxyl, straight-chain or branched (Cl-C8)-al koxycar bonyl ,

by trifluoro- akkhyl, (bydeoxydyeisdd@ight %@%ﬁ bsylanch%cé_gg_lalinCS)
e -aI koxy, benzyl (024 nitro m no, nono-

- (C1-ca) - al kyT a?ﬁﬁf‘d" Shefhind GG é}lé?ﬁxya@aﬁh@ndrl br}amcmedfdwm- (Cl - C6)
'al kyl.; a 2-,mdthyb, duy(ﬁ'@w m gl ¥y g @digd n OBrzbranéhedS (ICP
6- pyri m di nyl - £ HAs kyI radical, where the (G-C4) -alKky *r adi cal may
be ~unsubstituted aor Foro- or pol ysubstl tuted by identicabPeBEYdifferent

d oxo
subst i°t uent s f@@mth@ltgfl’ﬂoupam@netstmngoef(C{Q,;—}Cﬁ)Lkgngmnohal qgen an
d or
0) and the 2¢g, 4, rim radj cal . e_unsubstltute
gTDHZJ- to tri fj%lsﬁqgutaél]é %?ﬁlllg'éntl CCH dlffse?re éﬁ%’ it uenP¥ fromthe
group consi stingof E%W%%n(cma C(il)tYét kyl, hal ogen, nitro, amno,
nono- (Cl-C6) -al kylam no, di- (Cl C(j) -al kyI am no, hydroxyl, ( CL- 06)

G -Co) - al kox e X car box (C1- C6) - al koxycar bonyl ,
faI koxg/car bony 5)%“% o%/ test ‘&3’5‘3‘ l%‘PIR?!fSV\N“éhS'F%er@S in

pol y&Qbsti t ut E‘Edilbylddlmﬂ ne, tetof@rs- aI kyl dlgg@e&@mergryl aa{}gj (C6- C3, 0)

-aryl a 3-. yr zin ical or 3-,
6- p))il’l dazi nyl - e a%t meqiSE Algcgd'fl?:a}r p E‘P%c‘?‘h‘élc(@lmccﬁﬂﬁﬁblr%dl cal may
. be. unsubsti t@@édisor nono- or pol ysubstituted by identical or different

substittuents fromthe
2. ' Acridine derivatives of the .formula 1 according to
15 Claim 1, 'characterized in that R, R1, R2, R3, X,
Z, P, O, n and m have the meanings given in Clalm
1 and

R4 denotes a straight-chain or branched (C;-Cy)-

20 alkyl radical which may be saturated or

unsaturated, with one to three double and/or

triple bonds, and which may be unsubstituted or

optionally substituted on the same or different

_ C atoms by one, two or more aryl, heteroaryl,

25 halogen, (C1-C6)-alkoxy, amino, mono- (C1~-Cy) -
alkylamino or di-(C;-Cy) -alkylamino;

a phenyl ring or a naphthyl ring, each of which
_ may be unsubstituted or mono- or roly-
- 30 substituted by identical or different
substituents from the group consisting of
straight-chain or branched (C1-Cg) —alkyl,
{'C3—C7) ~cycloalkyl, halogen, cyano, {Ci1-Cg) -
alkoxycarbonylamino, (C1-Cg}-alkoxy, carboxyl,
| '35 (C1~Cg) —alkdxycarbonyl, straight-chain or
' branched (C;-Cs}-alkyl which is substituted by
one or more fluorine atoms,

_ hydroxyl, straight-chain or

branched . (C,-Cg) ~alkéxy, - |




group consisting of (G -0C6)-al kyl, halogen and 20 January 2005 33 oxo (=0)
and the 3-, 4-, 5- or 6-pyridazinyl radical nmay be unstbstant:eted2@rs nono-
to trisubstituted by identical or different substituents fromthe group
consisting of 5 hydrogen, (C-C6)--akkyl, halogen, nitro, am no, nono-
(C1-C6) -alkylamno, di- (Cl1-C6) -al kylam no, hydroxyl, (Cl-C6)--al koxy,

'benzyloxy car boxyl , (CIh&ﬁzyf&*pxy@@mganyhﬂmﬁgg C@bn ah&o&% a;FonyI
Y uori ne,

amno or (C-Co6)-ak h i r 0 substi t ut ed
(C6- C30) -aryl gt %& @i@ --éa%y &i éé%l"l PEPP: 13rvh 28MaFiss a 2-,
3-, 5- or 6- pyrazﬁﬁylhﬁﬁhmﬁﬂtowaﬁ bé}unsdbsuﬂt&bﬁwr@ilthOQClUC4) alky

radical where thei{Gincd)ealkyl nadic unsubst mono- or
polysgfstltuted bgekgentlcat %gadlf ere%?egg% F?tuehfs 5#%Fﬁ@' group

consi sting of (CLSEBFLAFR§PLShafsgen difte ox@roye0) candishéng- | 5- or
6- pyr azi nyl rad|catramgutb@h@ﬂﬁubstttut@@gﬁtﬂgmo- (&, Qflsggﬁghtuted by

i dentical or dlff subs# Hﬁ hf fromthe group congi sting of hydr ogen,
(Cl- CB) - al kyl , %bge?r’. CxF ¥ NGRS (( FLxBIghat/yatmi po,  di -

Egl %g -ﬁlkkyl am hmndydﬂoxwl, Cé;chanGaxy@émagyyllbwyk%ﬁ%sgségfxyl v
1 a oxycar 0X amno or (C - - al ky
whi ch is nono- 0 substltuggg'b Kﬁﬁ%ﬁ%ﬁ %éﬁ C?®) 5?9Fhaﬁd ( C6- C10)

-aryfo (C|-C6) -af (y)aaékoxﬁr 5- 6-, 7-, or 8- C|nnoI|nyI radi cal or
3--, 4-, 5-, ﬁénz§10§§C|nnoﬁig¥g (C1 ai ky| , radjca mhere t he
(alca)lalkyl raonck abttho; Hodd 526y

_ ylamino, di- (C;-Cq)-alkylamino, cyano,

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

15 | a 2-, 4-, 5- or 6-pyrimidinyl radical or 2-,
4-, 5- or 6-pyrimidinyl-(C;-C4) —alkyl radlcal

where the (C1~-C4q) -alkyl radical may be
unsubstituted or mono- or polysubstituted

by identical or different substituents from the

20 group consisting of (C;-Cs)-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 consi.sting of

.25 hydrogep, (Ci-C¢) -~alkyl, halogen, nitro, amino,
.mono— (C1-C¢) —alkylamino, di-(C;1-Cg) -alkylamino,
hydroxyl, {C1~-C¢) —alkoxy, benzyloxy, carboxyl,

{C1-Cs) ~alkoxycarbonyl, (C1-Cs) ~alkoxycarbonyl -
_ amino or (C;-Cg}-~alkyl which is mono- or
30 ' polysubstituted by fluorine,

(Cs-Cip)-aryl and (Cg-Cig)-aryl-
(C1-Cg) —alkyl; |

o a 3-, 4-, 5- or 6-pyridazinyl radical or 3-,
735 4-, 5- or 6-pyridazinyl-(C;-C4) ~alkyl radical,
where the {C1-Cy) —alkyl radical may be
unsubstituted or mono- or polyéubstituted-
by identical or different substituents from the

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




may be unsubstituted or nono- [lacuna]l] may be unsubstituted or nono- or

pol ysubstituted by identical or different C6)-alkyl, hal ogagaapcdopso (=0)
and the 3-, 4-, 5-, 6-, 7-, or 8-cinnolinyl radical may be 20 January 2005
34 unsubstituted or nono- to pentasuBstituted by identical or different
substituents fromthe group consisting of hydrogen, (Cl-C6) -alkyl,
hal-ogen, nitro, asiknpo,(¥MN0anfCleHB) 3-al kyl ani noo,5 #lis s :

- al kyl am no, hydro>a<1éli aﬁCl-CG -bal koxy, . benzyl o>c<);, Capr%o%gayl

(C1- 06) - al koxycar BanyF2t ( BRY0s)PS al WoRYRSFboRyFd anPho SI°HECL- 4B) - al kyl

whi ch is nono- ortpobybabstutatied by flidehnegal C6-&G0) dadpdrand 10
(C6-CAo) -aryl- (GlsCB),c yl; 20..25 3035 a 2-, 4-, .5-, 6-, 7-, or

8- qui nazol i nyl radical E%?&Eg Er&r\st 2 9EOUB, BOBGIRLIEEI AL (C1- Ca)
-al kyl® radi cal , whBfEogse. (¢E1c4)) ~allgll, hatbgah, naytbe, ursibst,it ut ed or
mono- or pol ysubshbhot ed, oy ) Ldentheal; ar di it ergnt. St .tuents fromthe
group consi sting ﬁfd h%drit%en %gl Cé”f: al kylljcL ﬁg o%sén%lairﬁfylg%gn()im and t he
2. 4-, 5-, 6-, 7TVAERPEYB quitiarsl raykorddi Renamome ussabskivtiiuted or
nmono- to pentasubsCi-tyh edlkyxi-depbbagh  or (d]fdgrankosybatingats fromthe
group consistin Igﬁ[ngydgggen(,c (_gi)- C&%f\l k%b E1al ogen, nitro, am no,

mono- (Cl-C6) -al kyl'am no, di-"1( il )Y = al K¥EGH nd® hyBPBXyl , OECl - C6)

-al kd¥y, benz- yleedyswstbionryted (C1166) - dllkexyearbonyl, (Cl-: C6.)

- al koxycar bonyl am no or (C1-C6)-al ké(sl_dll\@j —Cg;'ryi Saxqg”?aﬁi’éw??g}g%hf?s“ tuted by

fluori ne, (C6-CIo?C-acr I %le
: 1-Lg) —alKyi;

a 2-, 3-, 5- or 6—pyrazinyl :fadical or 2-, 3-,
15 5- or b-pyrazinyl-{C;-C4}-alkyl radical, where
the (C;-C4)-alkyl radical may be unsubstituted
Or mMono— or polysubstituted by identical |
or different substituents from the ‘group
consisting of (C;-Cg)-alkyl, halogen and oxo
20 (=0) and the 2-, 3-, 5- or &6-pyrazinyl radical
may be unsubstituted or mono- to trisubstituted

by identical or different substituents from the

group consisting of hydrogen, {C1-Ce) —alkyl,
halogen, nitro, amino, mono- (C;-Cg) ~alkyiamiﬁo .
25 di-(C;-C¢) -~alkylamino, hydroxyl, (C1-Cs) ~alkoxy,
benzyloxy, carboxyl, (C1-C¢) —alkoxycarbonyl,

(C1~C¢) —~alkoxycarbonylamino or (Cy=Cq) —alkyl
which is mono- or polysubstituted by fluorine,
",  (Cg—Cpp)-aryl and
30 {Cs-Cro) ~aryl—(C1-Cg) —alkyl;

a 3-, 4-, 5-, 6-, 7-, or 8-cinnolinyl radical
or 3~-, 4-, 5-, 6-, 7-, or 8-cinnolinyl- (C1-C4) -
alkyl radical, where the (C;-C4) —alkyl radical-

35 may be unsubstituted or monoc - [lacuna]
may be unsubstituted or mono- or

polysubstituted by identical or different
Cs)—alkyl, halogen and oxo (.=O-) and the 3-, 4-,

5-, 6-,. 7-, or 8-cinnolinyl radical may be |




(C6-C o) -aryl- (C1-C6) -alkyl; a 2-, 3-, 5-, 6-, 7-," or 8-quinoxalinyl
radical [lacuna] 2-, 3-, 5 6-, 7-, or 8-quinoxalinyl- {dr&dhryatdod
radical, where the (O -C4)-al kyl radical nay be unsubstituted or nono- or
pol ysubstituted by.identical or diffgpent substituents fromthe group

- consisting of (Cl-Cs)-alkyl., halogén and oxo (-0) and the 2-, 3-, 5-, 6-,
7-, or 8-qui noxalanyhbstadi.eal ey Renbosubst [buted, QL opNo- 4t q 20 January

2005 35 pentasubstituted by identical or difféerent substituent® fromthe
gr oup coﬁsi sting %?en%i}a?gge?ﬁ 16%‘7)‘9-% kygHbskaltsgass nfrem, thw no, nono-
(C1-C6) -al kyl am smopudi - cotbiB6)ingal kyl agsyaaﬁgénadr(@?y&e)ljl?qlk-yq{i) b- al Ikoxy,
benzyl oxy, carbox | - C6). .- al koxycar bonyl , - - al_koxycar bonyl - _
ami n)(; ory( d - C6) -%%io?&%hi (gﬁtlrso'rmar%-n%’r H‘B%‘Pﬁ&b‘s@fic{?lﬁ]é‘é’lwlﬂ%ori ne, -
(C6-CPO) -aryl arfdt Co€ls®)alipyrmioo Clh@Boxyhl kKyt,-d5 20 k%30 35 | a
1-, 4-, 5-, 6-, b 18z pht halgzi radigal _~qr 1-, 4-, 5- 3 -, or
8- pht hal azi nyl - (E(,‘E-,:!LI:1 3 -Igl kyl rﬁg?%%ll: \(\/ngréé Cfﬁﬁea%télowrgﬁ’w I radical
may be unsubstit ut®®@der ~ABABXYERIBENYsABIRPt ut ek by (deris)eallken diff er ent

substituents fromtiheh gf SUp@BNSicH i el ubggt@d-%kxhu lenggen and oxo
(=0) and the 1-, 4-, 5-, 6-, 7-, or 8-phthal azi nél radical may ' be
unsubstituted or nono- to pentasubstituted by (derfiiotairvt dhhfer ent

substPt uents froniQshE:1gr-cupycoltsi-s%) agilkdl; hydrogen, (Cl-0B)-al kyl,

hal ogen, nitro, am no,
a 2-, 4-, 5-, 6-, 7-, or 8-quinazolinyl radical
or 2-, 4-, 5-, 6-, 7-, or 8-quinazolinyl- {Cy-
Cqt-alkyl radical, where the (C;-C4)-alkyl

i5 radical may be unsubstituted or mono- or

polysubstituted by identical or different
substituents from the group consisting of
hydrogen, (Ci~Cs¢)-alkyl, halogen and oxo (=0)

and the 2-, 4-, 5-, 6-, 7-, or
20 . 8-quinazolinyl radical may be unsubstituted or
mono-  to pentasubstituted by identical or
different substituents from the group

consisting of hydrogen, (C1-Cs}-alkyl, halogen,
nitro, amino, mono- {C;-Cs) ~alkylamino, di-(Cy-

25 Cg) —alkylamino, hydroxyl, (C1-Cs) —alkoxy, benz-
vloxy, carboxyl, (C1-Cs) ~alkoxycarbonyl, (Cq~
C¢) ~alkoxycarbonylamino or (C1-Cs) -alkyl which
is mono- or polysubstituted by fluorine,
, (Cs—Cip) —aryl _and

30 (Ce-Cig) ~aryl-(C;-Cs) ~alkyl;
a 2-, 3-, 5~, 6-, 7-, or 8-quinoxalinyl radical
{lacunal 2-, 3-, 5-, 6-, 7-, or 8-quinoxalinyl-
(C1-C4) ~alkyl radical, where the (C1-Cy) —alkyl
radical may be unsubstituted or mono- or

35 7 polysubstituted by identical or different
substituents from the group consisting of
V(Cl-cs)—alkyl,, halogen and oxo (=0} and the

2-, 3-, 5-, 6-, 171-, or 8-quinoxalinyl

radical may ‘be unsubstituted or mono- to




mono- (Cl-C6) -al kylam no, di- (Cl-C6) -alkylamno, hydroxyl,
(C1- C6) - al koxy, benzyl oxy, carboxyl, (.Cl-C6) -al koxycar henyhry (£lx5C6)
- al koxycar bonyl - am no or (Cl-C6)-al kyl which is nono- or polysubstituted
by fluorine, (C6-ClO) -aryl and (C6-€40) -aryl (C1-C6) -al kyl; a 2-., 3-,
- 4-,.5-, 6-, 7- or 8-quinolyl radical or 2-, 3-, 4-, 5-, 6-, 7 or
'8-quinol yl - (CL- CépntaahbytltadeaalJthei@eﬁhﬁcéﬁj &4) - Qih? Egglcal nay
ted by identica i fferent

be unsubstituted n Q poI substitu
substituents fron?tﬁggg?gﬁﬁggons%éflngﬁb ?EﬂupcsfonéﬂﬁyPnghaKﬁben and oxo

(=0) and the 2-, hgdrogen, 5{(C16Cs) 7allorl 8- nulogey)| . nﬁ@ngabﬂﬁﬁw be 20
January 2005 . 36 a9nd o (20 bsti tut oL .o
nd 2 (€0C §Q£§g %%ént a bngt nt YP@HPFﬁe gr oup

hexas bstltuted b i denti cal
consi Sti ng of hy BHERY LG - @%yfhvk?lkohﬁlo@@mmyﬁamwh awirboxymno- ( C1- C6) -

al kyl am no, (Cmcgﬁ%jabhxbﬁgbagboh Qroxykc ég é?i 8%|F3é¥ benzyloxy,
car boxyl, Cl C6 al koxycar bon oxycar by
(Cl- 063/-a| (kyl Whl)arH e mBho- @} é@i yz]cﬁsléhtwbéah Bt;ylsfl UoPRore, ()66--010)

-aryl and (C6- Cl@olwmsyibst {i=45) ad)kyl fqufb-mln% 4- 5-, 6-, 7- or

8-isoquinolyl . radical or 1-, 3-, ( éf y
i soqui nol yl - (Cx-C4) - al kyl radical, Ghre t%%yl(%ﬂdCA?EéPMQFaFEHrcaI may be

~unsub8tituted or {(GroRe? @lkrbtysubstltuted by identical or different
substituents fromthe group consisting of (Cl-C6)-al kyl, hal ogen and oxo

a 1-, 4-, 5-, 6~, 7-, or 8-phthalazinyl radical

or 1-, 4~, 5-, 6-, 7-, or 8-phthalazinyl-
| (C1-C4)-alkyl radical, where the (C1-Cy) —alkyl
15 radical may be unsubstituted or mono- or

polysubstit_uted by identical or different
substituents from the group consisting of (C;-
Cs}-alkyl, halogen and oxo (=0) and the
1-, 4-, 5-, 6-, 9-, or 8-phthalazinyl
20 radical may be unsubstituted or mono- to
' pPentasubstituted by didentical or different
substituents from the group consisting of
hydrogen, (C;-Cg¢)-alkyl, halogen, nitro, amino,
mono- (C-Cs) —alkylamino, di-(C;-Cg¢)-alkylamino,
" 25 | hydroxyl, (Ci1-Cs}-alkoxy, benzyloxy, carboxyl,
(C1-Cs} -alkoxycarbonyl, (C1-Cs) —alkoxycarbonyl~
amino or (C1-C¢) ~alkyl which is mono- or
polysubstituted by fluorine, '
. (Ce-Cro}—aryl and (Ce-Cio)-aryl-
30 - {C1-Cs) —alkyl; '

a 2-, 3-, 4-, 5-, 6-, 7- or 8-quinolyl radical
or 2-, 3-, 4~, 5-, 6-, 7 or 8-quinolyl- (C;-Cy) -
_ alkyl radical, where the (C1-C4)-alkyl radical
35 may be unsubstituted or mono- or poly-

substituted by identical or different

'substituents from the group consisting of

(C1-Ce¢}-alkyl, halogen and oxo (=0) and the 2-,

3-, 4-, 5-, 6-, 7- or 8-quinolyl radical may be




(=0) and the 1-, 3-, 4-, 5-, 6-, 7- or 8- isoquinolyl radical may be
unsubstituted or mono- to hexasubstit uted by identi cal ;@rzafdizfi-tesefs
substituents fromthe group consisting of hydrogen, (d-C6)-alkyl,

hal ogen, nitro, ami no, nono- (Cl-C6xgal kyl am no, di- (CL-C6) -alkyl am no,
~hydroxyl, (Cl-C6) -al koxy, benzyloxy, carboxyl, (Cl-C6) al koxycarbonyl,

. (C1-C(,) -al koxycanbobhgkamunedorofCinds-) - kugxagﬁgggigétggnqi,or

| ysubstituted b d (C(5-0o) -aryl- (Cl-Cs
Pl 2 %6 gPbEEe ey it LBt ionesrs brompltns o [ ord

-purinyl - (Cl CA)grQPRylcpaausahng Wodr e hiyider ogeln-, C4 ) cal kyl-a1adiical may be
unsubstituted or nono- or polysubstituted by identical or different

substituents fromthe group conS|st|ng of (G -C6)-al kyl, halogen and oxo
(=0) and t he 2-, 6-, 8- or dalggeay n@ﬁrpnydﬂmnbdamuaoy(QQQ&)S 10 15 20

25 30 35 37 rad|calkyﬁamﬁ@oynsua§tqtyug Q@&gggahltute%€%¥ |dﬁnt|cal
-alkylan1no

al kyl no-

substituents fro h C
g}élmge:ﬁ& g?%c’g dr dl(tfe‘fnezryélrﬂxyfcor%ﬁ%lwmgl:of f€i+Qs) ~ani no, di-

group hal ogen,
(C1-C6) -al kyl amabsoxycarbonyl, (C1-Cq) ~alkoxycarbonylamino or

(C1-C¢) -alkyl which is mono- or polysubstituted
10 by fluorine,
(Ce~Cio) —aryl and {(Cg-Cio} —aryl-{C;-Cg) ~alkyl;

a 1-, 3-, 4-, 5-, 6-, 7- or 8-isoquinolyl
radical or 1-, 3-, 4-, 5., 6-, 7- or 8-
15 isoquinolyl- {C;—Cy4) -—alkyl radical, where the
{C1-Cy) —alkyl radical may be unsubstituted or
mono— or Polysubstituted by identical or
different substituents from the group
consisting of {C1-C¢) -alkyl, halogen and oxo
20 (=0) and the 1-, 3-, 4-, 5-, 6-, 7- or 8-
isoquinolyl radical may be unsubstituted or
mono- to hexasubstitut_:ed by identical or
different substituents from the group

consisting of hydrogen, (C1-Cg)-alkyl, halogen,

25 nitro, amine, mono- {C;-Cg) —alkylamino, di-
{C1-Cg) —~alkylamino, hydroxyl, (C1-Cs) —alkoxy,
benzyloxy, carboxyl,  (C;-Cg) —alkoxycarbonyl,
(C1~Cg) ~alkoxycarbonylamino or (C1-Cs) ~alkyl

which is mono- or polysubstituted by fluorine,
- 30 ' (Cs—C1o) ~aryl and
{Cg-Cyp) —aryl-(Ci-Cq) ~alkyl;

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

6-, 8- or 9-[9H] -purinyl-(C;-Cq)-alkyl radical,
35 : where the (C1-C4) -alkyl radical may be

unsubstituted or moeno- or polysubstituted by

identical or different substituents from the

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

oxo (=0) and the 2-, 6-, 8- or 9~ {9H]} ~-purinyl




hydr oxyl, (G -0C6)-al koxy, benzyl oxy, carboxyl, (Cl-C6) -al koxycarbonyl,
(Cl-C6) -al koxycarbonyl- amno or (C -C5) -alkyl which i Jaaery 02005

pol ysubstituted by fluorine, , (Cl--C6) -alkyl; (C6-Clp) -aryl and (C6-Cl0)
-aryl a 2-, 6-, 7- or 8-- [7H] -purigyl radical or 2-, 6-, 7- or 8- [7H|
“-purinyl - (Cl C4) -al kyl radical, where the (G-C4)--alkyl radical my be
unEubstitut edfor nadbeadr pnatyysm;stimlu&@]ﬁlstbjytuaiéignt&gfalkmlgﬁoﬂi}‘ftgrent .

" substituents fro S|st|ngo d--C6) -alky al ogen and oxo
(=0 and. the 2- %%b&ggey&lgg{a ?rgt]r%iad]l cal®Tray B fanenbst i t ut ed or
mono- to tri subs%‘tﬂ?’éﬂﬁfe’élu%?tﬁideﬁmoml the dlgrnfcmmntcoﬁﬂbstiﬁglenbﬁ fromthe

group consi sting ©farbyss 09e @1 6C)‘,I q%},l alljl%i olget]mgl %grgo am no,
r

nono- _(Cl--C6) -al kyl am no Lo
(Cl- OB) - al koxy, HBMRST bfiwdﬁéa@%y’}ﬁmmem oé} ﬂéﬂ—l&akyaékba)amhno(a cB) -

?: koxycar b?g%l ?Jmmpimxjﬂ Qa), - c@jcli%ikagag,clhﬂélz Elf oFﬂpﬁgngbstl t ut eg by
uori ne, - ar 2. 3-.
4-,°'5-, 6-, 7- Cl'%rﬁg %@E?’d}’ﬁ%""’?g&r ca?/ (o il Ta Oxzcarhonysr 6-, 7-,

8- or 9--acr|dlmgnln0(())rc4)(cjatgy+alle§d1 Ca:lvhlc\ﬂiilergst henorddd - G§) - al kyI
radi cal may be u d4t.6d, q moRo- ? ¥subst|tut ed by identical or
different substituents fromt e grou cong ﬁﬁeof (G -C6)-al kyl, hal ogen
and 880 (=0) and the 1-, 2-, -3-, @6-Che) -yl Tand 8tCOEIC,20-ahaauary 2005 38
9-acridinyl radi ga,- @y_mwsubstl tuted or nono- to octasubstituted by
identical or different substituents fromthe group consisting of

- hydrogen, (Cl-C6)-al kyl, halogen, 5 nitro, am no, nono- (G -C6)

--alkylam no, d-(@l-2-, 6-, 7- or 8~[7H]-purinyl radical or 2-,

6-. 7- or 8-[7H]-purinyl-(C;~C,)-alkyl radical,
is where  the (C1~C4) ~alkyl radical may be
unsubstituted or mono- or polysubstituted by
identical or different substituents from the |
group consisting of (C1-C5}—a1kyl,' halogen and
oxo (=0) and the 2-, 6-, 7- or 8-[7H] -purinyl
- 20 radical may be unsubstituted or mono- to
trisubstituted by identical or different
substituents from the group consisting of

hydrogen, (C3~Cs)-alkyl, halogen, nitro, amino,

mono- (C;~Cg) —alkylamino, di-(Cy-Cg)~alkylamino,
25 hydroxyl, (C1-Cg)-alkoxy, benzyloxy, carboxyl,
(C:1-Cs) ~alkoxycarbonyl, (C1-Cg) -

_alkoxycarbonylamino or (C;-Cgl-alkyl which is
mono-— or polysubstituted by fluorine,
(Ce~C1p) —aryl and
30 (Ce—Cyp) —~aryl- (C1-Cg) —alkyl;

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

radical or 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or

9~acridinyl-(C;-C4)-alkyl radical, where the

35 (C1-C6)-alkyl radical may be unsubstituted or
mono— or polysubstituted by identical or

different substi tuénts from the group

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

- {=0) and the 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or




C6) -alkylam no, hydroxyl, (C1-C6)-alkoxy, benzyloxy, carboxyl,

(C)l- C6) -;I koxycar bgnyl ’y (C(l- C6) -al koxycarbonyl anino ar (&Lah)2e@ Kyl

"~ which is nono- or polysubstituted by fluorine, 10 (C6-C o) -aryl and
(C6-C10) -aryl- (Cl-C6) -alkyl; 15 295 25 30 35 a 1-, 2-, 3-, 4-, 5-, 6-,
7-, 8- or 9- phenanthridi nyl radl cal or 1-, 2-, 3-, 4 5-, 6-. 7-, 8- or

9- phenant hri di nyl 966:&rm)ngllkykadiaﬂlcafhaval% e &A&Hﬁldtg%%;pg radi cal
i

~ may be unsubstit JTONO- bsti tuted by
di 1¥f erent substi t%{éﬁgs fr'om t RS ?ggﬁg gﬁ%?@tl My of 1A§arbeRh, @ - Co)
- -al kyl, hal ogen ghfexent=0) mummts 2- fr38m, 4-the5-, taZubs?;ta'[ iy
9- phenant hri di nyl 1 £ :H_Qﬁtmstl t oc
by'IO i i o)r/ ﬁ?%?e%g%? sébs?ﬁ‘t ue g)él ?%23 yfmgp (t}gﬁr?ﬁ?fﬁ ‘ng of

i denti cal
(Cl-C8) - al kyl , hafbgen: §Mir®, dammnw, (Grofiel- 6(3@3}‘:@81)113@,! kydianiqme, di -

Cl-C8) -al kyl am o9,-dnidriemino ,( C1- C8) arak QXy, .£¥ Layanyl- (Cl-C6)
faI koxg/, car %oxylm Cl- 06} -aITOkox car oﬁyl 5 (C1- ?koxycaybonyl am no
or (Cl-Cs)-al kyl %‘5%%1% nmono3TBPXYbi ysubglt‘lqslbt‘é k@yyf:iaﬁbpnmé (C6-Cl O

-aryl and (C6- 0109c1—ar6ykalkaﬂ:yea)rbaayka[hm@ 2- or3 -3 Qikglpyrldyl

radi cal where the, - r|d radi cal may
unsubstituted or m)lzncokil §S fneflrasu tEfcfelL}? Wt(?éintl?%aﬁ B?réﬁ'l?ferent

substft uents fromthe group consi sting of hydroge,,(-Grb) -ahkyl ,
hal ogen, nitro, amsa@m)nlgkgfl_(@l-_@?p_éﬂ)ky; am no, 20 January 2005 39 5

a 1-, 2-, 3-, 4-, 5-, 6-, 7T-, 8- or o-
- phenanthridinyl radical or 1-, 2-, 3-, 4-, 5-,
15 6-, 7-, 8- or 9-phenanthridinyl- (C;-Cg) -alkyl
' radical, where the (C1-Cs) -alkyl radical may be
unsubstituted or mono- or polysubstituted by
identical or different substituents from the
_ group consisting of hydfogen, (C1-Cg) —alkyl,
20 halogen and oxo (=0) and the 1-, 2-, 3-, 4-,
5-. 6-, 7-, 8-~ or 9-phenanthridinyl radical may
be unsubstituted or mono- to octasubstituted by
identical or different substituents from the
group consisting of (C;-Cg¢)-alkyl, halogen,
25 nitro, amino, mono- {C;-Cg) —alkylamino, di-
i {C1-C¢) —alkylamino, hydroxyl, {C1-Cs} ~alkoxy,
(Ce~Ci9) ~aryl- (C;~Ce) ~alkoxy, |
carboxyl, (C1-C¢) ~alkoxycarbonyl, (C;-Cg)-
_ alkoxycarbonylamino or (C1-C¢) -alkyl which is
30 mono- or polysubstituted by fluorine,
{Cs—Cip) ~aryl and
(Cs—Cro} —~aryl-(C1-Cq) —alkyl;

a 2-, 3-, 4-, 5- or 6-pyridyl radical where the
15 2=, 3=, 4~, 5- or § pyridinyl radical may
| be unsubstituted or mono- to tetrasubstituted
by identical or different substituénts from the
group consisting of hydrogen, (C1-Cs) —alkyl,

halogen, nitro, amino, mono- (C1-Cg} —alkylamino,




di- (C1-C6) -al kylam no, hydroxyl, (Cl-C6) -al koxy, benzyloxy, carboxyl,

- (Cl1-(B) - al koxycarbonyl, (Cl1-C6) -al koxycarbonyl am no ofg (Ghu&8) 2@Kyl

“which is nono- or polysubstituted by fluorine, (C6-Cl0) -aryl and (C6- ClO)

-aryl- (Cl-C6) -alkyl; a 2-, 3-, 4-,3§- or 6-pyridyl-(q-0C6)-alkyl

radi cal, where the (Cl C6) - aI kyI radical may be 10 unsubstituted or nono-

- or pol ysubstl t ut edlb){cl-l—@@n-tdl(l@]j@[[lrﬂj ffg{,@ggxiybst(lé ugn{] I;JE&U%t he group
4-

consi sting of (Cl | K hal o 0X0 5-
or 6-pyridinyl raa; cgﬁl ’r?g'y becﬁﬁg i ‘t ut 6¢1o

)rm%ﬂdww:q@czuﬂ% 30 35
tetrasubstituted bng%ﬁ{ammI@Oﬁ’f}ﬁfMO substi t uemat scfy-qami e group

consi sting of hygno ( ) -4l hal oge ni.t m no, nono-
(C1-C6) -al kyl am no, 8§| -ls gl r% -al éyﬁgm nog ngla?io;VI P](L@DGE - al koxy,
benzyl-bxy, carboxyl, (Cl Co) - aI koxycar bonyl , (@tﬁeeigjalalt@r&ycaarriapnyl am no

or (Cl-0C6)-alkyl wgiﬁh;sa%pp corcs)pgll)@gbstl tuted by fluorine, (C6-C10)
-aryl and (C6-C10) -aryl C& -al kyl; "a'2-, 3-; 4- or 5-thienyl radical

or 2-, 3-, 4- or 5-thi enyI (C1- CG) al kyI r adi caI where the (G -C6)-alkyl

radi cal may be unsulmstjtw-ed @, MgRO- o@r Qobyﬂgﬂu(g%_qgi&)élkgqnti cal or
I'kyl ,

di fferent substit t he oup consi sii of
hal ogen and oxo }(‘%E éazli{n’d nh%rﬁ %1 1G=C g LDF# 1‘?%1& E‘é]:’ bray  be
unsub$tituted or md»smntmwee@umumuned by Iﬁﬂﬂxdtﬂﬁthj'ut(gcffggent
substituents fromddg:-; LPUR,LO of rogen,. (C -%%{-a yl
hal ogen, nitro, am no, * rmno-I%IC a§§%kgglt hgs gle%ﬁé ( ér— i L‘SI kyl am no,
hydr oxyl, (Ci- CG)Q%E?%x?OHSlStlﬂg of (C;- Cs) alkyl, halogen and

oxo (=0} and the 2-, 3-, 4-, 5- or 6-pyridinyl
radical may be unsub‘stituf:ed or mono- to

15 tetrasubstituted by identical or different
substituents from the group consisting of
hydrogen, (Ci1-Cs)-alkyl, halogen, nitro, amino,
mono- (C;-Cg) —alkylamino, di-(C;-C4) ~alkylamino,
hydroxyl, (Ci1-Cg)-alkoxy, benzyloxy, carboxyl,

20 (C1~Cs) —alkoxycarbonyl, (C1-Cg) ~alkoxycarbonyl -
amino or (C;-Cg¢)-alkyl which is mono- or
polysubsgtituted by fluorine,

(Ce—Cyo) ~aryl and (Cs—Cio) —aryl-

{C1-C¢) —alkyl;

25
a 2-, 3-, 4- or 5-thienyl radical or 2—; 3-, 4-
or 5-thienyl-(C;-Cg)-alkyl radical, where the
(C1-Cs) -alkyl radical may be .unsubstituted or
Mmono— or polysubstltuted by 1dent1cal or

30 different substituents from the group
consisting of  (C;-Cs)-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

35 _ group consisting of hydrogen, (C1-C¢) —alkyl,
halogen, nitro, amino, mono- (C;-Cs) -alkylamino,
di-(C1-C¢) ~alkylamino, hydroxyl, (C1-Cs) —alkoxy,
benzyloxy, carboxyl, (C1-C¢) —alkoxycarbonyl,
{C1-Cs) ~alkoxycarbonylamino or (C1-Ce) —alkyl




benzyl oxy, carboxyl, (Cl-C6)-al koxycarbonyl, (C1-C6) -al koxycarbonyl am no
.or (Cl-C6) -alkyl 20 January 2005 40 which is nono- or peljskwhstitoded by
fluorine, (C6--Clo) -aryl and (C6-Clo) -aryl- (Cl1-C6) -alkyl; 5 a 2-, 4-,
or 5-thiazolyl radical or 2-, 4-, or, 10 15 20 25 30 35
5-thiazol yl - (Cz-C6) - al kyl radical, where t he (C1-C6)-al kyl radical may be
unsubstituted or 0= -OF, ysubst i identical_or different
substituents frony?ﬂgﬁg%gu5Mﬂg%ns?£tF%gg%ﬁgfgﬁpegfga yIETH4iBen and oxo
(=0) and the 2-, 4-, or 5-thiazolyl radical may {JseCurisabstli t wiretl or nono-

or disubstituted bgy{hgﬁnéfﬁgL(@{4§htggmﬁng substituents fromthe group
consi sting of hydrogen, (G -C6)-alkyl, al ogen, nitro, am no, nono-
(G -C6)-al kylam no, di-(Cl-C6) -alkylam no, hydroxyl, (Cl-C6) -alkoxy,
benzyPoxy, carboxyl2s, (€1 Co)- & kmiyrarlyanytadi¢&3l- §8) 2-al kaxyegr bonyl ami no
or M-CO -al kyl i i no~ or ., p substituted by f]uorine, (C6-C 0)
-aryl and (C6Cl0)” -ary %é%ﬁg-@%ﬁqgélg;¥¥ﬁa:iééiﬁgﬁww whEESt hitdsol y
- radical .or 3-, 4-{Ci-6%)5aikpihi vrdlsal - na@ - 68) umdltydtTadianl oywhere the
(G -C6)-al kyl radibgal fmYANEUAS ituted. .or. nono- _or pol ysubstituted by
i dentical or different sﬁ%s??tueﬁ?§&?¥%%¥Eﬁ%e%ﬁ%ﬁ? “Eonsi sting of
(CGi-C6)-alkyl, h SHd ox&ubgLdyugngst he Brom4- | tdre 5- i godhpazol yl
radi ¢al may be umsisisititiyg edbOr (NG -k SUbshidied, Ry Ldgntical or
di fferent substiuu%ﬂts ﬂ{qﬂ%t@f gjoup consi sting. of hydrogen
(G - C6) - al kyl , = arl € <4-, -, or 5-thiazdlyl radical may
' be unsubstituted or mono- or disubstituted by

identical or different substituents from the

group consisting of hydrogen, (Cl—Cs)—alkyl,

15 - halogen, nitro, amino, mono-(C;-Cs)-alkylamino,
di-(C1-Cs)-alkylamino, hydroxyl, ({Ci-Cs)-alkoxy,
benzyloxy, carboxyl, (C1-Cq) ~alkoxycarbonyl,

(C1-Cs) ~alkoxycarbonylamino or (C1-Cg) ~alkyl
which is mono- or polysubstituted by fluorine,

20 {Cs—C1o)-aryl and

{Ce~Cro) —aryl- (C1-C¢) —alkyl;

a 3-, 4-, or b5-isothiazolyl radical or 3-, 4-,

_ or 5-isothiazolyl-(Ci-Cs)-alkyl radical, where

A25 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

{=0}) and the 3-, 4-, or 5-isothiazolyl .radical

30 may be unsubstituted or mbno~ or disubstituted

'by identical or different substituents from the

group consisting of hydrogen, (C1-Cs) ~alkyl,

halogen, nitro, amino, mono- (C1-Cg¢} —alkylamino,

_ di-({Ci1-Cs) ~alkylamino, hydroxyl, (C1~Ce) -alkoxy,

35 benzyloxy, carboxyl, (C31~Cs) ~alkoxycarbonyl,

(C1-C¢) ~alkoxycarbonylamino or (C1-Cg) —alkyl

which is mono- or poly.substituted by fluorine,

{Cs-C19) —aryl and

{Cs-Ci0) —axryl-(C1-Cg) -alkyl;




hal ogen, nitro, am no, nono- (Cl-C6)-al kylam no, di- (Cl1-C6) -alkylam no,
hydroxyl, (Cl-C6) -al koxy, - benzyloxy, carboxyl, (Cl-C8g aldxysasdonyl,
(C1-C6) -al koxycarbonylam no or (Cl-C6) -al kyl which is nono- or

pol ysubstituted by fluorine, (C6-C o%l-ar yl and (C6-Czo) -aryl- (Cl-C6)
~-al kyl; 20 January 2005 41 5 10 15 20°25 30 35 a 2-, 4-, 5-, 6-, or

7- benzot hi azolyl radical or 2-, 4-, 5-, 6-, or 7-benzothiazolyl- (Cl-C6) -
al kyl radical, where the (G CGné% -al kyl radical may be unsubstituted or
nmono- or  pol ysub®t it ut € by °r derfticaP® or -SepretEinzetldt itadinal from t he

group consisting of 2(Cl4c6) 54l kg, bal ogeRenaBdnexect7d- (@ndcthe 2-, 4-,
5-, 6-, or 7-benz i az . radic may be substituted or_nono- to

t et rasubstit ut ed %{L/g"?d?ﬁt |l((::azi’orw ?f?ertglﬁ‘t Eﬁbﬁéffaih’é 35h¥e  group
consi sting of hydragen, P€1- Coymalkypltituhaliogenprni tr éonaid Nno, Jyno-

(Cl1- CB) - al kyl am neelywibstCtuts] byalikehamtan,ohydrexyby+ (Cl- 08) -al koxy,
benzyl oxy, carboxyl, (Cl-C6)-al koxycarbonyl, (d-C6) -al koxycarbonyl am no
' or (Cl-06) -al kK§tPshhiesnts ndrem orthsol ysxdan i t abedibyihfruonifne,
(C6-C10) -aryl angc(-CRy=-&1R)1; ankhogeGl- 5.8 K¥lgy asda, tRer 24-, oOf
5.-imdazolyl radj clal or éG 2-, é?g(e ora 5- iom dabz/o(?)yl &?Ciﬁ&s)z “al kyl
radical, where the (€l:-E6) SF K17 H dHla 3Ry heradirabsmayubed or nono-
or péPysubstit ut ethdybstidentedabrormstidf erentcsuhshigdentscdd om,t he group

consisting of (Cly&8)cally! brhallgg%grgrqg substituents from the
' group consisting of hydrogen, {(C1-Cs) —alkyl,
halogen, nitro, amino, mono- (C1-Cg) ~alkylamino,
di-(C1-Cg) -~alkylamino, hydroxyl, (Cy-Cs)-alkoxy,
15 benzvloxy, carboxyl, {C1-Cg) -alkoxycarbonyl,
(C1-Cg) -alkoxycarbonylamino ° or (C1-C4) —alkyl
which is mono- or polysubstituted by fluorine,
(Ce-Cio) —aryl and
(Ce~Cip) —aryl-(C1-Cq) -alkyl;
20
a 1-, 2-, 4-, or 5-imidazolyl radical or 1-,
2-, 4-, or 5-imidazolyl-(C;-Cs)-alkyl radical,
where the (C1-Cs) —alkyl radical may be
unsubstituted or mono- or polysubstituted by
25 "~ . identical or different substituents from the
group consisting of (C;~Cs)-alkyl, halogen and
oxo (=0) and the 1-, 2-, 4-, or S-imidazolyl
radi¢al may be - unsubstituted dr mono- to
trisubstituted by identical or different
30 substituents from the group consisting of
hydrogen, (C;-Cs}-alkyl, halogen, nitro, amino,
mono- (C;—Cg¢) ~alkylamino, di-(C;~Cg) ~alkylamino,
hydroxyl, (C;-C¢)-alkoxy, benzyloxy, carboxyl,
(C1-Cs) ~alkoxycarbonyl, (C1-Cs) —alkoxycarbonyl-
35 : amino or (C;-Cg)-alkyl which is mono- or
polysubstituted by fluorine,
 C6-Cio)-aryl and (Ce~Cio)-aryl-
(C1-Cq) —alkyl; |




oxo (=O) and the 1-, 2-, 4-, or 5-imdazolyl radical may be unsubstituted
or nono- to trisubstituted by identical or different ﬁpl@gﬁhggﬁr@@g rom
the group consisting of hydrogen, (Cl-C6)-alkyl, halogen, nitro, am no,
nono- (Cl-C6) -alkylam no, di- (Cl- Cg% -al kyl am no, . hydroxyl,

(Cl-0C6)-al koxy, benzyloxy, carboxyl Cl-C6) -al koxycar bonyl (Cl C6)

- al koxycarbonyl - amno or (&l- cg), walkyl, ) pal ysubsti t ut ed
by fluorine, C6-Cl0) -ar [ and %g, éﬁ(ﬂé?% -aIk /1 %20 January

2005 42 10 15 20 25 86 3 EY{aZO%Yl ACr%fr) @iﬁﬁyfrlazna«}icahdu cdlerer 1-, 3-,
4- or 5-pyrazol ylehd CleCo) )»--ad Myt 1 r@gagalﬂ Woef epet B LBkt @R)ralky! radl caI
may be unsubstituted . or rg}ngolﬁgug at tuted by identical or different
substituents fromthe gr oup SIS %7(211 tl&la%yPr hal ogen and oxo
(=0 &and the 1-, Giffefremr 5- r&yalb@ztaltydenrtaﬁl cakroffay henainsubsbifuted or
mono- to trisubst [ nt| pr i f er nt, substituents fromthe
group consisting do&fﬁgrﬁe/&gcr1orgégﬁlen(ﬁe ﬁ: I?ﬂf { E’olt‘:jjeqia ni , &R no, nono-
(C1- CB) - al kyl am nl0} nd (the- ) SBal, ky4*anq>no5 pydawyifl ¢E6&i€R) - al koxy,

benzyl oxy, - car bosgaly. HChuiBlndk kOFYSA BOMbno - (E1- g@%sug' kpxyeagbonyl am no

or (Cl-C6) -alkyl_ whi IS rmno- or ol ysubstitute aorirne; -
(C6-C10) -aryl a 1(‘3?%‘ g%ﬂe%)sula“ﬁkytue@tq from tBe, 4-, or

5- pyt#ol yl radi c@rocmlp 1~qonsast33rg bf Qiydrdydd 0l Vi, -cCl- g@cﬂ al kyl
radi cal, - halogen, nitro, amino, mono-{(C;-Cs)-alkylamino,
di-{C1~Cg) ~alkylamino, hydroxyl, (C;-Cg)-alkoxy,
benzyloxy, carboxyl, (C1-Cg) ~alkoxycarbonyl,
(C]_—Cg? —alkoxycarbonylamino or (C1-Cg) —alkyl
15 which is mono- or polysubstituted by fluorine,
- {Ce-Cig) —aryl and

(Ce-Cip) —aryl-~(C;-Cg) ~alkyl;

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

20 2-, 3-, 4-, or 5-pyrrolyl-(C;-Cg)-alkyl radical,
where the {(C1~Cq) ~alkyl radical may be
unsubstituted or mono- or polysubstituted by

. identical or different substituents from the

group consisting of (C;-Cs)-alkyl, halogen and
25 oxo (=0) and the 1-, 2-, 3-, 4- or S-pyrrolyl
radical may be wunsubstituted or mono- to
tetrasubstituted by identical or different
substituents from the | group consisting of

hydrogen, {C;-Cg)-alkyl, halogen, nitro, amino,

30 mono- (C1-Cg) ~alkylamino, di-{C;-Cg} ~alkylamino,
hydroxyl, (C1-Cg)-alkoxy, benzyloxy, carboxyl,
(C1-Cs} —alkoxycarbonyl, (C1-C¢) —alkoxycarbonyl -
amino or (C1-Cs)-alkyl which is mono- or

polysubstituted by fluorine,
35 : ' (C6—Ci1p) ~aryl and (Cg-Ciq)-aryl-

(C1-Ce) ~alkyl;

a l-, 3-, or 5-[1.2.4]-triazolyl radical or 1-,
-3-, or 5-{1.2.4)-triazolyl-(C;-Cg) -alkyl




wher e t he (Cl Cd -al kyl radical nmay be wunsubstituted or nono- or

- polysubstituted by identical or different substituent Sod rmuke goeup
~consisting of (Cl-C6)-alkyl, halogen and oxo (=0) and the 1-, 2-, 3-,

or 5-pyrrolyl radical nmay be unsubsfituted or nono- to tetrasubstltut ed

by identical or different substituents fromthe group consisting of

hydrogen, (G -C6) raalikyl, HH@eMLnd e 0camkagy Falital mavehe al koxy,

Cl- Co6 -alkylamno i - -al kyl am no dr oxy
l(aenzyl'g)xy, car boxyi*: g gﬁé?gesl ‘R’éxﬁ‘wcbonﬂr PTLY T8 it fedssd akony | -

a.mno or (Cl-C6) 1ébkyhdm,ﬁ1| chwr | slinffarern sp@bﬁubgh%gut%%m thleuorine,
(C6-C o) -aryl angf %dl Ca?,‘Slgqng( leCG}} daI kgn a(C; R alkyl

5-[1.2.4]-triazol
5- %1 2, 4} tri azol%@lfe@@nC@)ﬂ@I Ry 20=Qhnuandy 205 143 rad;,cath; where the
(Cl-

6) -al kyl ragical 4may,-bg, 1psubsiy;tul eqna%; grno.. o %Fﬁg afstih;gﬁggegy

C
identidal or different substituents fromthe -“groudp con
(G -08)-al kyl, 5 fal o§eRCand®bxodisgpsantuthd 1by Bidentlaal or

[ 1.2 4J-triazol yldiBekeaht my sﬁﬁ)éﬂl%ﬁéﬂﬂfst ut egﬁoﬂr quggcg:] S‘? lrolat Ian UE?:Czi
by identical or different substituents fromthe grou

-%6) al kyl, hal ogem=hf Y+ 1‘6? rrk?l’ocﬁr)roﬁé kydel - )logankyuamm; di -

(C1- &8) 15 .20 28Bmal kylmnmocclhmreaykylﬁzﬁxn@) aldgoxy, -benzyl oxy,

car pony Iam no. or
f?;ib?:é)y' al (k;jl SRS R o ’S‘fysu@’t Sl lé’g‘fi% Y1 | BRPREORY B C, ()

_-aryl and (Cs-C d)anl:a?’wl (d - {€B)Cs)alaR{Hoxycarbonyl, {C1-Cs) -
alkoxycarbonylamino or (C1-Cg)~alkyl which ig

MOTIO or polysubstituted by fluorine,
15 . ( Cs—clo ) —aryl and
(Cs—Cy10) ~aryl-(C1~Cq) —~alkyl;

a l-, 4-, or 5-[1.2.3]-triazolyl radical or i-,
4-, or 5—[1.2.3]—triazolyl—(C1—C5)—alkyl
20 radical, where the (C;-Cg)-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-, 4-, or 5-11.2.3]-triazolyl
25 radical may be unsubstituted or mono- or
disubstituted by identical or different
substituents from the group consisting of

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

mono- {C;1-Cg) —alkylamino, di~ (C1-C¢) -alkylamino,
30 hydroxyl, (C1-Cs)-alkoxy, benzyloxy, carboxyl,
' (C1-Cg) —~alkoxycarbonyl, (C1-Cs) ~alkoxycarbonyl-
amino or (C;-Cs)-alkyl which is mono- or

. polysubstituted by fluorine,
7 ' _ {Cs—Cip)~aryl and (Cs-Cyp) —aryl-
35 (C1-Cg) —alkyl;

a 1- or 5-[1H]-tetrazolyl radical or 1-, or 5-
{1H] ~tetrazolyl-(C;-Cs)-alkyl radical, where the
(C1-Cs) —alkyl radical may be unsubstituted or




al-, 4-, or 5-[1.2.31-triazolyl radical or 1-, 4-, or
5-[1.2.31-triazolyl-(Cl-C6)-al kyl radical, Wnere the (aCraRBhry addod
‘radi cal ‘may be unsubstituted or nono- or polysubstltuted by identical or
different substituents fromthe grou? gconsisting of (C-C6)-al kyl, halogen
and oxo (=0 and the 1-, 4-, or 5-[[.2.3]-triazolyl radical may be
unsubstituted. or THo- O@I’Pouj’&]hﬂiiithuta@db]bY1dedembhE%r or different

substituents fromt roup consi stin hydr ogen, (CI C6) - al kyl ,
hal ogen, nitro, a%lggeg ﬁgno- i S—"Gégeréqsr(yl afRB, di Ehe cl- @eumal kyl ani no,

hydroxyl, (Cl-C6)cahkbsyinbenayl oth-Cearhdkyl, Hdlod®) -alkoxyearbonyl,

(C1-Co) -aI koxycagh yI r( ich | no
pol ysubstl tuted by fg ugﬂdﬁgaﬂ%Cg (;)l -ar)g?h na®HEsZ ey Qﬁ}lca%SS (Cz- C6)
~alkyl® a 1- or 5M@v[] etet@%&%l?l&@&@al eig l-Suhmtlﬁz-ut[eld-U Hyetrazol yl -
(C1- C6) - al kyl raﬂy@%geﬂ\her(@li@ég — Gl C@af&d‘éﬂ rlng (? gﬁx l%

stituted By identical

unsubstituted or Januar(%/‘5 5 44 5 nono- 80 ysu
or different subs‘fl??%eh(fis Poﬁ“‘ﬁéa{j‘ﬂﬁﬁp c@th tiGsg —eflkytambep, - al kyl ,

hal ogen and oxo Ywdyoany, tH@lleG)%l}éozkﬁl-ﬂﬁe@ig%QJyw tadhegl 1, may be

unsubstituted or gen al kyl , haI 0gén, nitro,
ami no, nono- (CleéG%1 a%iﬁ %ng =) aF‘i’( PéﬁFﬁB Oy droxyl

(G- é@) al koxy, b%m;qoxyr ce(ﬁbo&y)l al}(}ol Gﬁl)lle}al kaxycafdrany! , o Cl- CG)

- al koxycar bonyl rtd%%) - - al k)f 'Eh IS nono- or
pol ysubsti tut ed by fI uorine ; antj:i ?CG C10) -aryl 15 . 20 25
30 Cs Cm) aryl and (Cs-Cyg) —aryl-

(C1-Cg) -alkyl;

15 a 2- or 5—[2H]—tetfazoy1 radical or 2- or
' 5-[2H] -tetrazolyl-(C;-C¢) ~alkyl  radical, where
the (C1-C¢)~alkyl radical may be unsubstituted

or mono— or polysubstituted by identical or
different substituents £ fom the group
. 20 consisting of (C;-Cs)-alkyl, halogen and 'oko
(=0) and the 2- or 5-[2H]-tetrazolyl radical
may be unsubstituted or substituted by
hydrogen, (C;-Cg)-alkyl, haldgen, nitro, amino,
mono- {C;-C¢) ~alkylamino, di-(C;-Cg) ~alkylamino,

25 hydroxyl, (C1-C¢)-alkoxy, benzyloxy, . carboxyl,
(C1-C4) —alkoxycarbonyl, (€1-C¢} —alkoxycarbonyl-
amino or {(C1-Cg)-alkyl which is mono- or
polysubstituted by fluorine,

{Ce-Cio) —aryl and (Cs—Cla);aryl“
30 (C1-Ce) ~alkyl; '

a 2-, 4-, or 6-[1.3.51-triazinyl radical or 2-,

4-, or 6-[1.3.5]-triazinyl-(C;-Cs) -alkyl
_ radical, where ‘the (C1-Cg)~alkyl radical‘ may be
35 - unsubstituted or mono- or polysubstituted by

identical or different substituents from the

group consisting of hydrbgen, {C1-Cs) —alkyl,

halogen and oxo (=0) and the 2—, 4-, or &-

[1.3.5] et_:riazinyl radical may be unsubstituted °




35 (C1-C6) -alkyl; a 2- or 5-[2Hl-tetrazoyl radical or 2- or 5- [2H
-tetrazolyl- (Cl1-C8) -alkyl radical, where the (Cl- Cﬁbg-gggyédgqqm@al may
‘be unsubstituted or nono- or polysubstltuted by identical or fferent
‘substituents fromthe group consistjng of (C-C6)-al kyl, hal ogen and oxo
(=0) and the 2- or 5-[2Hl-tetrazolyl Tadical may be unsubstituted or

bstituted b qg@ﬂfb Co6 0g e Qs nono-
- ?glsCIG) u-:l ky?/amhyldr é(C:%IéG hlglailgélxgﬁtuggb E)E} rldtel t (%rl11 C@) al koxy,

benzyl oxy, carbox nyl r?’@l CG‘}he al k@xpear bony! -
am no or (Cl-C6) -ca;trtqalsn/xdn@hofshwﬁ@;ge@lr p\@ll_ycgubg,tkt,yt eqllal;)égfehuorl ne,

(.Cﬁ C%O%]-ta H/!az?rrt}g]t(%dlcclzg m;)?ryu(cn cg% éfaﬁl’ §5§Y§fmlPPlrazi - (O, -

-al kyP . radical, %6519“@111@1/{(@111@6) - -hjrcftyd)xyhdl gatcm)bglkuawbstl ]tut ed
or nono- or polysg‘g}&tl d by, ica t substituents from
the group consi stl ngyof drogen % Q(F]kq:f) S% Ogenrt %ﬂﬂygxo (=0) and
the 2-, 4-, or 6-{9:1C8 561 nyh@muaq: nay»rbe utGuHssh Feliked 20 January

2005 45 or NMDNO- v cdi &Lﬁosﬁl@ﬁ@tegrbybdl%ﬁﬂﬂtﬁe %}fﬁiﬁghﬁgbﬁ' tuents
fromthe group consisting of hydrogen, (G - ogen, " nitro,

am no, nono- (Cl-C6)-al kylamno, di 5 (C1- 06) HJ? 1@)(TT‘?1“€)Y1 hyardxyl
('Cl-m) - al koxy, (Chetmytaxyl-darboxytal¥ydl- C6) - al koxycar bonyl, (C1-C6)

- al koxycar bonyl amino ' or (Cl-C6) -alkyl which is nono- or

pol ysubstituted by fluorine, (C6-Cl0) -aryl and 10 (C6-ClD) -aryl- (Cl-C6)
-alkyl; 15 20 @ 2-, 4-, or 5-oxazolyl radical or 2-, 4-, or

5-oxazolyl-{(C;-Cs) —alkyl radical, where the (Ci-
Cel-alkyl radical may be‘unsubstituted oY mono-
15 or polysubstitufed by identical or different “
substituents from the group consisting of (Ci-
Ce) -~alkyl, halogen and oxo (=0) and the 2-, 4-,
or 5-oxazolyl radical may -be unsubstituted or
mono- or disubstituted by identical or
20 different substituents from the group
consisting of hydrogen, (C1-Cg) -alkyl, halogen,
nitro, amino, mono-{C;-Cs)-alkylamino, di-{(C;-
Cs) —alkylamino, hydroxyl, {C1-Cg) —alkoxy,
benzyloxy, carboxyl, (Cy{k)—alkoxycafbonfl,
25 (C1-C¢) —alkoxycarbonylamino or {C1~Cg)-alkyl
' ' which is mono- or polysubstituted by fluorine,
(Cs-Cip)—aryl and
(Ce~C10) ~aryl-(C1-Cg) ~alkyl;

30 | a 3-, 4-, or S-isoxazolyl radical or 3-, 4-, or
5-isoxazolyl-(C;-C¢) ~alkyl radical, where the
(C1-Cg)-alkyl radical may be unsubstituted or
Mono- or polysubstituted by identical or
different substituents from the group

35 ‘consisting of (C;-Cg)-alkyl, halogen and oxo
(=0) and the 3-, 4-, or 5-isoxazolyl radical
may be unsubstituted or mono- or disubstituted

- by identical or different substituents from the

group consisting of hydrogen, (C1-C¢) —alkyl,




25 30 35 a 2-, 4-, or 5-oxazolyl radical or 2-, 4-, or 5-oxazolyl- (Cl-C6)
-al kyl radical, where the (O- C6)-alkyl radical may bequnrsylsty tufed or
nono- or polysubstituted by identical or different substituents fromthe
group consisting of (Cl- C6) -alkyl ,4Eal ogen and oxo (=0) and the 2-, 4-,
or 5-oxazolyl radical may be unsubstituted or nono- or disubstituted by

identical or difheregensubsitdtdients;hbomthe qrou _Cé)j(!%i, i ng. of
hydr ogen, (Cl-C6)-al K%I , . hal en, nitro, am r;g,cong?l)o- 11?%,*@)‘%%1 kyl am no,
di - (Cl- ©8)-al kyl @M 1,"%}6?3%}4 AMiER oehydrRexy;  (Bengs)-wdkoxaar boxyl , -
(C1- C6) - al koxycarbeny¥]loxy(Cl- Coprpabdyoxy carfoony) amd N :8fc ek, - al kyl

whi ch is nono- or (‘Fo_lc?@ggigog\ut %g:b%\ﬁ f.l_uari ne, ‘éﬂCG- C o) --aryl and (C6-C10)
~aryl-- (Cl-CB) -alkyl® & 3-Y4216 VB A B0 7019 radfeafelorddwl 4- ) or

5-i soXazol yl - (Cl-@}clal kgl moadi-caby mhéysubheit(€ddOby- dlkrikadi cal may be
unsubstituted or nono- or polysubstituted by i%gng(i:cejll_ or .di fferent
substituents fromthe group _consisting of (Cl- f-allokyf"‘;ryﬂial 8‘6’@11 and oxo
(=0) and the 3-, ¥ Gp) Ri¥bxHz0IG) -paévéal may be unsubstituted or nono-
or disubstituted by identical or different substituents fromthe group

. consi sting of ‘hydrogen, . (Cl- C6)-£1I kyl, 20 January 2005 46 5 hal ogen, nitro,
am no, nono- (Cl-aCG?? al Ryl ami 1o, 2~ di 2-¢ CRCoY - 7aiRgP A nsadiigdioxyl
(Cl-1€6) -al koxy,or benzy2exy3-cadboxyl-, (6-1-&36)7al kaxysar peny,; - (Cl- C6)

ey e e R I M L T g Tt e
may be unsubgstituted or mono- or
polysubstituted by identical or different
substituents from the group consisting of (Ci-

15 Cs) -alkyl, halogen and oxo (=0) and the 1-, 2-,
' 3-, 4-, 5-, 6- or 7-indolyl radical may be
unsubstituted or mono- to hexasubstituted by
identical or different substituents from the
group consisting of hydrogen, (Cl—-Cs)—alkyl;
20 halogen, nitro, amino, mono- {C;-Cg) ~alkylamino,
di- (€1-Cs) ~alkylamino, hydroxyl, (Ci-Ce)-alkoxy,
benzyloxy, carboxyl, (C1-Cs) —alkoxycarbonyl,
(C1-C¢} —alkoxycarbonylamino or (C1~Cs)~alkyl
which is mono- or polysubstituted by fluorine,
25 {Ce~-Cio)-aryl and

(Cs—Cio) ~aryl- (Cy;-Cg) ~alkyl.

3. Acridine derivatives according to Claim 1 or 2,
characterized in that R, R;, R:, Ri, X, Z, P, O, n
30 and m have the meanings given above and R4
-represents phenyl which is unsubstituted or
substituted by one to five identical or different
(C1-Cs) ~alkoxy groups, where adjacent oxygen atoms
may also be linked by (Ci-C;)-alkylene groups.

35
' 4. Acridine derivatives according to any of Claims 1
to 3, characterized in that R, R;, Ry, Rs, P, Q, X,
2, n and m have the meanings given above and Ry

represents 3,5-dimethoxyphenyl.




10 15 a 1-, 2-, 3-, 4-, 5-, 6- or 7- i ndol yl radlcal or 1-, 2-, 3-, 4-, 5-,

~ 6- or 7-indolyl- (Cl-06) - alkyl radical, where the (Clz@@)angggylzd@dl cal

. may be unsubstituted or nobno- or polysubstltuted by identical or different
substituents fromthe group conS|st|ng of (Cl- C6) -alkyl, halogen and oxo

~(=0) and the 1-, 2-, 3-, 4-, r 7-indolyl radical may be

unsubsti tuted or nono- identical or different to hexasubstituted by

substituents fromthe group consisting of hydrogen, (C -GC6)-alkyl, 20

hal ogen, BitroAcaniline ndreiveCives) aabbyﬁamgnOto(ﬂanﬁ(ﬂoﬂB)Um@Ikylam no,

hydroxyl, (Cl-EBrcaalk XM,lath%”Z)@ égt%@rll% )é]yll'n t%l - al ko%ar bonyl ,

(C1-Co) -alkoxycarbony am no or -al k
pol ysubst i t ut eBedYrEBoPLHED ’Z’é’r’o-ve-r (1@6 a1 O)Rz-'ar%al @mih (@@]&@rt aryl -

(C1-C8) -alkyla. h@dr&@éhdhﬂgmdezl E@b‘ré%%n@%cﬁﬁd'ogﬂrgte% d Pl 2,
characterized |n h X, 8 30 an ave the
meani ngs gi ven a%%?/%eréif‘l% R4 1tf‘88reé‘s€ﬁf’§"pﬁeﬁ9 whicsteh §-’ez1ﬂ1-‘§3tﬁﬁ‘tt| tuted or

substi.t ut ed b)ge@ﬁéaidl}fdm@emdeﬂbmﬁalar@ adi Ef &Lent;,4( Cl - C6) - al koxy groups,
wher e adj acent,, oxy rrai/ngeso be |linked by (G -C2)-al kyl ene groups.
335 4. Acridi ne d |ves accor %% t any of Clainms 1 to 3,
characterized in that R Rl, R2, R3, P, Q Z, n and m have the neani ngs

‘gi vempabaye af}»ﬁbﬂ_ﬂdlﬂé’pr&éﬁmétﬁeé dég&}gﬁﬁ;@heggl _249 Ja%umgié 2005 47 5.

Acridi ne derivatives according to an precedi ﬁ clai
char act er i zed RHFPIHHHRRAC Hakns heChﬁEaﬁFﬁgszgﬁvéﬁ &beve R RRIRLR:R2, R3 each

represent 5 a Hy@uegeraiBent £MMASES S Ak XY 98NrahPaL AR Xan
oxygen atom and X represents a nitrogen atom, P

- and Q each represent geminal hydrogen atoms
15 and m is zero and n represents the integer

2, and Ry represents 3,5-dimethoxyphenyl.

7. Acridine derivatives according to any cof Claims 1
te 6 for use in therapy.
20
8. Use of the acridine derivatives according to any

.of Claims 1 to 6 i the manufacture of a medicament for

treating tumors in mammals.

25 9. Process for preparing ~ acridine derivatives
according to any of Claims 1 to 6, characterized
in that an acridine carboxylic acid of the formula
(2) in which R, R1, R2, R3 have the meanings given
‘above, 2 denotes an oxygen or sulfur atom and Y

30 represents 'a leaving group such as halogen,

' hydroxyl, (C1-C6)-alkoxy,
~0-tosyl, -O-mesyl or imidazolyl,




represents a nitrogen atom P and Q each represent gem nal hydrogen atons
and mis zero and n represents the integer 2. 10. 6. Acsj di-ngdersupti ves
according to any of the preceding clains, characterized in that R Rl, R2,
R3 each represent a hydrogen atom Z represents an oxygen atom and X
represents a nitrogen atom P and Q each represent gem nal hydrogen atons
15 and mis zero and n represents the integer 2, and R4 represents
3, 5-di met hoxyphenyl.. 7. Acridine dedfvatives according to any of Clains 1
to.6 for use in therapy. 20 8. Use of the acridine derivatives according to
any of claims 1 to 6 fn the manufacture of a medi canent for treating
tunors.in manmmal s. 25 9. Process &ﬂq Rrepargng acridine derivatives.
according to any of Clains | to & dﬂa( cterfzed in that an acridine
carboxylic acid of the formul &N(2) indhich R R., R2, R3 have the
" meani ngs given above, Z denotes an oxygen or sulfur atomand Y 30
represents a | eaving group such as hal ogen, hydroxyl, (Cl -GC6)-al koxy,
-0-tosyl, -0-nesyl or imda f or 20 January 2005 48 H4 ~Ha HN X
p (CHz}m~Q fornmula 3 is réatted HﬂWnaﬁ%eofthefmnma(B)in whi ch
R4, X, P, Q mand n have the nmeanings given above, and the desired
acridine derivative 10. is fornmghrdRdi canent, characterized in that it
conprises, as active ingredient, at |east one acridine derivative
according to any of Clains | to 6.

is reacted with an amine of the formula (3) in

which R4, X, P, Q, m and n have the meanings given
above, ' '
' and the desired acridine derivative

is formed.

10.

Medicament, characterized in that it comprises, as
r

active ingredient, at least one acridine

derivative according to any of Claims 1 to 6.






