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i n which NOVEL HETEROARYL AND THE USE THEREOF AS PHARMACEUTI CALS

PCT/ EPO1/ 08263 1 15 R Rl, R2, R3 can be attached to angOofandwryalfddi ne
carbon atons Cl to are identical or different and i ndependently of one
anot her %nggéoﬁ%ﬁogen strai ght-chain or branchedcr¢E€toC3peaahkyl ,
(C3-C7) -cycloalkyl, straight 20 chaiyn or branched (Cl-C8) -al kyl carbonyl,
strai ght-chain or branched 25 (C1- Cg) - al koxy, hal ogen, aryl- (Cl-C8)

-al koxy, nitr&OVEH WHIEROARTL ANIL-1G4) usal kytrdvmas diardACEuG4raral kyl ami no,
(C1-C8) -al.koxycarbonyl- am no, (Cl-C6)-al koxycarbonyl am no-(C1-C8) -

al kyl, cyano,  straight-chain or branched cyano- (Cl-C6.) -alkyl, carboxyl,
(Cl-C8) -HkokyveBhiponyelat@s - c4) ncaﬁédylh&\tléﬁdﬂafﬁl sdbstivhitieds20 January

20052 f C8-|k|51015
yr anes Oﬁoﬂm{fa iuot{c’) n@h@i?”ErFﬁQE%gkg a}:ﬁ)eﬁg}%lr( BSeCB) - or

(C ) -al koxy.car bon (C1-c8)
al kyn I aﬁl"éﬁ%‘fﬁa Sn o Bedicedlay afimr (tCkatEng atundrs .aryl, where the
aryl radi cal may be unsubstituted or nmono- or pol ysubstituted by identical

or diffey EIS“ tuents fromthe group consjisting of hal ogen,
straight - ghal foP  BiAncHdy (EFPESF - Afkylthq c3nomntigrel oahéyel  car boxyl
st r ai ght asadaner deranehédecChbChlre ddsaxyeanbonyl ,

SRR

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




by trifluoronethyl, hydroxyl, straight-chain or branched 20 (Cl-C8)

-al koxy, -benzyloxy, nitro, am no, nmono- (Cl-C4) -alkylzmminenadi-2ddGl-
C4) - al kyl am no, cyano, straight-chain or branched cyano- (Cl-C6) -alkyl,

i s oxygen or sulfur, where the radical N~ H2~x ~R4 rP 25 substituted on the
acridine heterocycle may be attached to C atons C1-C9 of the acridine

ri ng skel eton; 30 PbyQongdepemdent Ifluofriore atnodher represent oxygen or
gem nal hydrogen atons X is nitrogen or CR re R5_represents hydrogen
or (Cl1-C6) -alkyl; Q (CH2)M 35 20 January ZO%Erg%%?m(i%ﬁd %e'n%éﬂﬂy of one
anot her denotes an Phteger bétwen -elBoxgcarbehy lpr6vi€o tdidtyi.n t he case
n = 0, X denotes a{CRIRG @naammhere RS and R6 independqagld )o_f one

anot hesr repr esent h%fl{(oxge or (Cl1-0C6)-al kyl and that the nltrﬁogen atom
adj acent to the CZ°§ \t’lg'is substituted by a hydrogen atom or a

(C-C6)-al kyl group;s®daigha-shasmghtorchaibraeicHaanchednbCle, G2G) 10 al kyl
radi cal which may bgl]%giurat ed or unsaturated, with one to three double

and/or triple bonds, and which may be unsubstituted B may " &Hti onal |y be
substituted at the Bafre aFyldifddrert Gaat ois byrembsttiwnted mere aryl, 15

het eroaryl, ha|Ogeﬁmn9¥an0®r(CE@E?Q&@%K?%MEed 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




‘car bonyl am no, (Cl-C6) -al koxy, am no, nono- (Cl-C4) - al kylam no or di-
(C1-C4) -alkylamno; a (Cb6-Cl4) -aryl radical, (C6-Cl4)o -anybry(LleA4)
-alkyl radical or a (C2-Clo) -heteroaryl or (C2-Clo) -heteroaryl- (Cl-C4)
20 al kyl radical which contains one ar nore hetero- atons selected fromthe
group consisting of NN O and S, where the (O -C4) --al kyl radical may be
unsubsti tuted ondepaocdepolysulist bhet ethdyhei denRtigals ogndijgteé%eéry
: substituents f roup copsi sting of (Cl-C6)-al kyl, hal ogen and oxo
- (=0) and .\/\her%@%éeg?cg-%m‘f%?%r gﬂeoprfﬁg§€15§‘aphéPert8§r y2se adical may be
unsubstituted &r mbnodeBetpsl ya s@BsRd t uimhiby vldendi cRl  aimdi fAer ent
substituents {fomd NG 08 ORSLSLI i.ght - chai,n or 30 branched
(O-Cs) - alky @é§c§- ) ol ooy "Opas. 2ebR=dahEr s¥ e
- - al kxycar bonytameno21ket- egf -thakokpe dHrtxmadn ~ & CimCo)isalckaxycar bonyl
strai ght- chaito Clrhé)r(a:ﬂz:@fbdﬁli@%uggkytug@gcﬂyi S ﬁ?d%ﬁ@éi %gt %d by one or
i e 7" Cs) - al koxy,

\r/\T/hD.ré(rae]c ngp;'cgﬁtoa%ga%(écn—%%{g%@ﬁ&gygiélﬁgggggl ?Eﬁleg g; ?E:i?g:Z)-al kyl ene groups,
- benzyl oxy, nitro, 20 January 2005 4 am no, nono- (Cl-C4) -alkylam no, di-
Tonoor ol ysubot Pt =t hab sl PP By substituents from the
group®5 consi §tlikad of rerkisPght - whdich or mbyanched (€icGBytedl kybyx
{C1GB) - ol kowyCathom by o Lo (SRl o FLEC 3040 - chai n o
branched (C1- “EP-Eal > 167Fe Yt Sxy May| the, vasubstitoned ¢ - C4)
-alkyl anino, magh - 0Gti64pialkyban Bebseyangeast &ai ghts chaip, or,,- branched
- oyano- (C1- 08) skl on@ndct L, 8t rygtural isgrers and stereoi somers, in
15 . “heteroaryl, halogen, cyano, (C1-Cg) —alkoxy~
carbonylamino, (C1-Cs) —alkoxy, amino, mono- {C;-C4) -
alkylamino or di- (C1-C4) —alkylamino; a (Cs~Cis) —aryl
radical, {(Ce—Crq) ~aryl-{C;-Cy) ~alkyl radical or a
(C3-Cy0) ~heterocaryl or (C2—Cy0) ~heteroaryl- (C1-Cyq) -
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,




15 particul ar tautomers, diastereoners and enantioners, and their
pharmaceutically acceptable:- salts, are provided. 20 T;Ifwsranilgg exgaipl e,

t he conpounds of the forrmula (1) accor di ng to the invention Whl ch have one
or nore centers of chirality and whiach are present as racemates can be
separated by nethods known per se into their optical isomers, i.e.

enant i oners oraginst er eewer-s(C:The) 251 kepanaboon ¢an (ne-car+d Be,ouUt by

col umm ‘separ at j)an,9n  chifal phases, or Ay recrystalli éatl on frqu an
optically active solvent” or using an optical I y ackiv Pase or by
derivati zati ontWFERsBhtBpeficalry deanae @éag@@tlysgbeshlagteﬁor Iexanpl e, an

optically act|y@ensﬂcaicghoa,lf@ageﬁub%%@,%attub%%\/fflroﬂ{ e Jadlcal .
Furthernore, the acridine derivatjves of the formula (1) a cordjng to the

i nvem%l on can BREOAVEIY e@hi ntlor At TCRAMR s Wi tBFAndreAni(€: osJor gani ¢
-acids, in 35 patkyktul aerg, Cf-,-(I)F—cphabI&E(thltl QRIrbdSE1 | @&atl@@itr—cham
phyS|oIog|caII a tal ds which are suitabl.e for this purpose
are, for exanple ° %%%91 roc g <):\CI 3"‘05‘9’&? %P&Pﬁlc 316 d,FrddiiMencs aci d,
phosphori c acﬂﬁlethmhar hlzdaeml s yduiatightacitehinl act i bra&c&aﬂua((yl_ZOOS 5
acid, citric agjdaiaesli c acid, tartaric acid, malic acid, malonic acid,
enbonl c acid, trifluoroacetic acid or maleic acid. 5 Mreover, the
corrpc";Qnds of tIRPFEYNH-a PEFTRecoPBIRG- tomOItl@le(q:]mibmt-ﬁéhyéam,mpf t hey
- contain a suffdici entky) -aCkdl SmPheOUP, cSMER,aS S £ HOXVinL g Pup,be
converted, |f de5| rel?g into ¢he| r.sa ts wi'th inorganic or organi c bases,
in particul ar PRSI (eals LselkYhi o 10 their physiol ogical Iy
.accept abl e salts Bases which are suitable for this purpose are, fo
. exanpl e, sodi i i h dro cal ci um hydr oxi de,
l’é.‘rﬂd h:)Hgqu é‘ﬁ’uhcp&} Jl.'j g%mé/ %O? B?ﬁ'%%l S .

| ysi ne, cycl ohexyl am ne, et hanol ami ne; ¥ri eBhanol ani ne.
15 15 particular tautomers, dlastereomers and

r

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.




According to a preferred enbodi ment, acridine derivatives of the fornula 1
are provigded i'npv\/nich R Rl, R2, R3, x, z, P., Q n anddn faN@ri/hgodgeani ngs
given above and 20 R4 denotes a straight-chain or branched (C -C20) -alkyl
radi cal which may be saturated or unsaturated, wth one to three double
and/or triple bonds, and which may be unsubstituted or optionally 25

. substituteetichn rhersamsmaird.di z’a'f:etenct &&adpNEaByarqie, ad i@, Ohmie aryl,

‘het er oar 1al QOEMN, ) & Cl--C4)-al kyl am no or
di - e((:1 )gf)lé-]allyl arﬁ%égéége eny r?%{g;éort]énggbﬂfé§FeFf'ﬁg,acé h of which
‘may be uffuFSiti® éFist- nono- or pol ysubstituted by identical or different
substituents fromthe group consisting of straight-chain or branched

: C3-C7 cl oal kyl, hal ogen, cyano, 35 (Cl-C6)
: Eacllkggi/cgoﬁé@’e% r‘fg‘e) (“é“fé%% %Ick% 5y E‘é?mu lel gctopgingl koxycar bonyl ,
st rai ght tdieai ingenthvanched, (Ci£Corhegl kKybnehligh kS ggpﬂbwhggyglyggtr\e(:hglr )

fl r ef ablytrlfl oro- nethyl; hydroxyl
g!r)rgrang%@&@; Jdanu rIO (te)l% 65( éi1- fﬁfgawa)xygmﬁpef dabFynnerhedy or et hoxy,
where adj aé@ﬂlr(%@gelmfa:t otnlsemysallse ot I’llliﬁﬁrdb)hlc( Gr @Brgant kyl ene
b enzyl ox tro, am po, nono-
?rciupCZ) B?F%}%r aSngm no, g § |k§}ﬁgﬁ1‘“n8e“§?§ WhF8h fHREPts part
may Yt uRBEBEt P%léfﬁéalsglﬁaﬁ Y eccspltpb leytsstlitiaut cthdng iwteinth cﬁeor

i T om u nsiest.i n raight-chain or
di {1 e entusubBLEL UBBE S EIOMEG WDUBEONS :f%gccagx%%p%%k EALERCS ght - chai n

b hed 1-C8 K C3-C7)
, o; ag(r:ancﬁég 21?28 ﬁ%&?&luﬁ‘ar bt@ﬁ@ﬁfoxb‘}et r i CRASAEMet Aprdrdwidiaxy! ,
st r ai ghtlyahaen mybl@hmkterhr@ﬁie@)eaﬁmyamm@fer@itgahamg}%ye or ethoxy,

- -benzyl oxy¥nani - Qe n AL P JONO- (C1-C4) -alkylam no, di- (Cl-C4).
.- al kyI am no, cyano,

According to a preferred embodiment, acridine
derivatives of the formula 1 are provided in which 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 polysubstituted
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




15 strai ght-chain or branched cyano- (O -C6) -alkyl; a 2-, 4-, 5- or
6-pyrimdinyl radical or 2-, 4-, 5- or 6-pyrimdinyl-(GLl-Ghhaakkyos

radi cal, where the (Cl-C4)- aIkyI radi cal may be unsubstituted or 20 nono-
or polysubstituted by identical or digfferent substituents fromthe group
consi sting of gG -C6) -alkyl , halogen and oxo (=0) and the 2-, 4-, 5- or
6- pyrim di nyl fadiCcal-arbpxbe wrsdleradilivt uteethosty man@tHBoL, M ivWidet i tuted by
i dentical 25 cgdigééﬁ%en&xiggﬁtlgggggs Rggnlgg gr%yp gp ffcgypg of

hydr ogen, (Cl-C6 alg% , nrtro,

-al kyl ami no, di%i=Cei- ¥Y1§P%y| ITNPRo, m@rf@wbly( Cla- Céethallleoxy,

benzyl oxy, can;rdupgdbeﬁ£y1£ﬁp ﬁigggycgﬁpggylmoﬁ51165) 7al5%? car
bonylgnlno ori£C1 C6) - %ﬁl qﬁyi nono- f stltu ed

fluorine, preférably g?l béF aml%ﬂky?rY Cﬁwﬂkﬂh %@ylléﬁd (CB C10)
-aryl - (Cl-Cepards .mm8-,bd-, ubsubstbepyeddaginyhohadi cak oblog rad| C<'51I- or
6- pyri dazi nyl a

naSybe unsu%sﬁ%ﬁ%ﬁi&ate&éﬁrmﬁdenglca@sﬂﬁsg??ﬁ?@ﬁnBySPﬁéﬁﬁFEﬁpzér di ff erent
substituents ﬁ?@ﬁitﬁéegrgnpupons¢a$1ﬂglﬂ@ Jahuamyazgﬁi Eh@ﬁn(G@rCB) -al kyl ,

hal ogen and oxgam@esnd dhe %_p radi cal may be
unsq§9 stltut abr mono- 1o t?|ga st|tute 8 s |cgﬂxlor Gifferent
StTt

sub uent's P&ﬁﬁthe55¥%h%h5 Eﬁﬂépsﬁﬂhgbﬁﬁnﬁbﬁﬁog@h CeCla D8dxwt kyl |

hal ogen, nltr:arbamlyno g@nerlfiﬁo%hegayﬁy: Ibogg[L a B -

al kyl am no, hygdr Xy 1 Xy, , benzyl ox car box

. (ClyCG)--aI ko%&cgr bony% i 2“&% ‘gl ko'GiCe rB@)%?F?ém ndomfff@bhs) al kyl
.whi ch i s nonomeghoxy pal ystibsty t ubedzpyoki Uokineo, p%@h@kﬁmﬁbﬂdif|uor0‘

eyl (O ClO) A U@l 0k - 46lc,) (QidRamind, Y iy 3 5 O
6- pyra2|nyl radi cal
straight-chain or branched cyano- (Cy-Cg) —alkyl;

a 2-, 4-, 5- or 6-pyrimidinyl radical or 2-, 4-,
5- or 6-pyrimidinyl—(Cl—C4)—alkyl radical, where
the (C;-C4)-alkyl radical may be unsubstituted or
20 mono=- or polysubsfituted 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, halogen, 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




15 or 6-pyrazinyl-(Cl-C4)-al kyl radical, where the (Cl-C4) -al kyl radical
may be unsubstituted or nono- or pol ysubstituted by i dent ixeakhaey Hidsf er ent
substituents fromthe group consisting of (Cl-c6)- alkyl, hal ogen and oxo
(=0) and the 2-, 3-, 5- or 20 6-pyrazinyl radical may be unsubstituted or
nono- to trisubstituted by identical or different substituents fromthe
group conS|st|®© O¢1(RYQEQQQH Gﬁﬁhﬁﬁ&rahkyhpqha{g@pnanalEﬁg 3am no, nono-
(C1-C6) -alkyl ., %B E Ianl 0, 5 E%groxyl (CI-CB) al koxy,
benzyl oxy, - car oxyI 861 PYra ?5%93 r boH CIN5) Rea| kBSYEar bonyl ami no
or (CI-C6)-al I@ttltmmeah T mENe>- otOp(tIryawﬂnsttllt:uIted Iy fibwating) preferably
tr|fluoronethth (Q§l§§é9en@rylsgg { &0:,40) frﬁm' (g% CB)g%glkyl 30 a
or 7-,

"3-, 4-, 5-, 6-, 7-, or 8-cinnolinyl radica or
8- C|nﬁollnyl (CREHLINg Kot rhdeegen whet@ Cak- étkytn) hal&ykny adi cal may

be unsubstituiiador ERAGD, 0rm@@&¥§@P$§hLH§ﬁ%}QM1§§ QEﬂtVPa P di fferent
substituents fr ]Pher%{ou§1(§0n5|st|n -- AF] ogen and oxo
(=0) and theEBl i ydEoxy 1y HﬁbT%WXYradbelazthybe

unsubstltutedamrhuxyi to(Cpenﬁasuhskyhakbdnby IdaﬁhLQQi -8x&kfierent 20

January 2005 gnt.s fro h r onsi.s hydrogen

( Cl- CB) - alkylt%:a%liii%5§1 nltro § pi%ﬁﬁﬁf gic%B aFP?PanﬁNB di -

(C1-EB) - al kyparivise, stnmt@q/|by (Omas)ne I@xqieﬂrﬂﬂzwlmyflw@ﬂ‘cboxyl (CL 5

C6) - al koxycanhamyi,, (C} a yc nyl aIkyI whi ch
il C%%ﬂ g%‘é?% in? er %ﬂgl y rtygl ?(Cﬁo)r'E)

is nono- or polysubstituted uori ne, pre met hyl ,

. (C6-C10) - arylal ¢ (C6- C10) -aryl (Cl CB) -aIkyI 10 a 2-, 4-, 5-, 6-, 7-,

.or 8-quinazolinyl radical or 2-, 4-, , 7-, or
8- qU|nazoI|nyI (C1 qg) adlcal m?ere he. (Cl- C4)-al kyl radical may
be unsubstitqt &d ‘or éo?%ﬁﬁﬁé?Y uF@ﬁlﬁﬁllﬂénﬁlcaﬁ(N'ihfferent

subst® t uent s bmonﬁ%bergzougl (C1-Cq)-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




15 consi sting of hydrogen, (Cl-C6)-al kyd, hal ogen and oxo (=0) and the or
[sic] 2-, 4-, 5-, 6-, 7-, or 8-quinazolinyl radical mayy henuasybsigd ut ed
or nmono- to pentasubstituted by identical or different substituents from
the group consisting 20 of hydrogen, o C -C6)-al kyl, hal ogen, nitro, am no,
mono- (Cl-C6) -al kylam no, di- (Cl-C6) -alkylamno, hydr oxyI (CI - C6)

-al koxy, benzybﬁbytleaébe)gyl ££6h- Céhe- al kpxysar bakyd; € Glg CO

- al koxycar bonyhal ni ng_or Erg:6 al_kyl ich is nono- or pol ysubstl tuted

by 25 fluorine.  pfafe ab|§ e LRt A LA CLEL 5ty | AT ( CB- C10)

éar yI5 (Cl Cg)moabkw; Cés)za,l@lﬁlnﬁnp .6-, 7- dler(c?kuﬁgumg@maiwnd adi calh 2-,
- -, 6-, hv@k ui npxak i,n al kyl  radi ere the
(Cl-C4) -al kyl ~ o(%yg Qe a(I: é\él}r]fglu étjt%(;\@éfdlo ‘nNoTo- cffy of%’zubstltuted
by identical o?s)d“éflf]%?%a%]irt udﬁuscé)rﬁﬁkdwcmmmlmwl mg of

(C1-Ce)- al kyl (Cpais@gﬁ'lkﬁ’fﬂdm@ﬁ%h( 39 b1 h@roboh§§ﬁbsgltutéé %y 5, 6,
be unsubstituted

7-, or 8-qui no)éﬁ r adi cg ¥

pent asubst i t ut %ﬁ/i/m?deﬂf? SFaBtydfrtélBREovEbEY Lt ue(ﬁisscf,or)o#ﬂfwﬁe group
consi sting of dwydr 0ORIT, o (-CleD) t@l-kyb ~abrl,0gen, nitro, am no, nono-
(C1-C6) -alkylamno, di- (Cl-C6) 20 January 2005 9 al kyl am no, hydroxyl,
(C1-Co) - al koxy, benzyl oxy, carboxyl, (Cl-C6) -al koxycarbonyl, (Cil--C6)

-al ké¥y- car bony?am $o. op-( G- C6Y-al &yl 8v\hhci:haizsllimpm redlcaml gpsubstituted
by fluorine, efefably_tréflupro t CGCIo)
-aryl- (Cl1- C6I)OZ- g%k ISI aé up érn@&ﬂﬁiaé hcflh gz?ﬂ&f radi cal or
1-, 4-, 5-, 6-radicaly S’hﬁﬁlehaiﬂa%l nﬁﬂl—CébiaUﬂylalﬁQﬂlq&Olradwcaba wher e the
(a - C4) al kyI yredie sl tupry dyemoners us ol wselds of turedobyor pol ysubstituted by

i dentical or A Sq rol onsi st| ng of
(CL- C) - al kyl qi&%gﬂ% iynbﬁ?f%y 12{ HATLAAE 84 P siede 5-, 6-, 7-,

or 8135 pht halcmigndtimadi <l hmo@enunsabsmd)t-lmegflqr m@en and

oxo (=0) and the or [sic] 2-, 4-, 5-, 6-, 7-, or

8-quinazolinyl radical may be unsubstituted 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)- -




to pentasubstituted by identical or different substituents fromthe group
consi sting of hydrogen, (Cl-C6)-alkyl, halogen, nitro,2@ANaRQary DO
(C1-C6) -al kylamno, di- (Cl-C6) -al kylam no, 20 hydroxyl; (d -C6)

-al koxy, . benzyl oxy, carboxyl, (Cl-- «6)-al koxycarbonyl,

(C1- Co) - al koxycarbonyl am no or (Cl--C6) -alkyl which is nono- or

pol ysubsti t ut edlbylafminori nbydppafér abl(yilt-C!;f—laJHfd}tEEt hy&en;gfﬁ;;@,lm --aryl
and (C6-Cl0) apykn -- - al Ky ér : -

~ 8-quinolyl radical Oggi -CG()C oA élkg}%yg bgnﬁl 8- cfﬁllng‘f)yWalk(@-M) al kyl
radi cal, wher eCFﬁQO?@a’@WQaI%I (ﬁanﬁ@alalrw behighsulst mbubed «r nono- or

pol ysubst itut eﬂobYsuBQtid@ﬁéﬁCB%r @ u@difiher e'ﬁre%#};%tﬂlh}]ecr]%%lé{o(}r%t he gr ng

consisting of (C ) - al hal ogen and oxo and the 2-, 3-, 4-,

6-, 7% or 8- qu‘lg %ﬁ]ﬁ ra@/‘*cgl1 rTﬁVg)EJ]Q uritbst i{Fatea) oRrEBNEC1 t@ Ihexes-
substl tuted byalktehtical or different substituents 35 fromthe group

- consi sting of hydrogen, (Cl-C6)- alkyl, preferably nethyl, particularly
preferably 2-methyl, halogen, nitro, am no, nono- (Cl-C6) al kylam no, di-

(C1-Cs) -al kyl%lrrlno dhydboxyb; . (Tt- 66) 8—mhithxyazhanaybaxy cagaphoxyl,
(d-06) -alk = _ J 2 5 10,1
( Jcnt otz 2B Dy 2289, 16r E ?ﬁ\/\ﬁlgg#im(& §G)Cd|) S&Hf%ubstl tuted

-aI kgxycar bonyl am no or (Cil-
)6uor| ne, TREFEhol Vgﬁ’ﬁefl Eé?oné@lh;ﬂd -atby® ojadibeyl mmyd HEG- C10)

- ar yI (C1- CG)UHSalIbI%ylLtut;ledLo,r Beono4-qr @o,lyénbsgrug{ed%},soqui nol yl radi cal
i soqui. nol kyl radical, where

The (0 on iPpeitay lfferembgsu%?ﬁ%%g?ﬁ%t%r@moFhﬁn%zupor
‘pol ysubsti t ut @wwsuldmltoﬁal(cwcm—fémﬂm BabDsgeh uants dxomthe group
"é?”s'ft'c,r”gg"fs‘é%.?@?eal’%ﬁ???"ﬁ%? b insdbst | ated for nho-8to
15 ha1a21nyl 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-




' hexasubstl tuted by identical or different 15 substituents fromthe group
consisting of hydrogen., (C1-C6)-alkyl, halogen, nitrozoaEnary SO0®-
(C1-C6) -al kylamno, di- (Cl-C6) -al kylam no, hydroxyl, (Cl-C6) -alkoxy,
benzyl oxy, carboxyl, (C- C6) -al koxyearbonyl, (Cl-C6) -a 1 koxycarbonyl
am no or 20 {Cl-C6)-al kyl which is nono- or poI ysubstituted by fluorine,
preferably triFrEBPBYRL hy(C1(%8- -@l&pxyaeyiboranicn(iGe- Cog) (@ yts) { O - C6)

-alkyl; a 2-, 8iky8- @&hi%4r [;%I] B ny|0fadbg%g % E&E al%PfS or 9-

[ 9H -purlnyl % % --aIE I idl cal, where't radi cal
may be unsubsti REFG raglyp vy Sdmeriometdy by (lcdeﬁtd)cairw di f f erent
substituents fami {Ge- Qe bupredAsCSidNga0ky(Gl- C6) - al kyl, hal ogen and oxo

(=0) and the 2-, 6-, 8- or 30 9-[9H -purinyl radical nay be unsubstituted
or - nono- to tr| substituted by identical or different substituents from
t he group const sting3of HWydr &gen.6- (G~ C6)r al—liﬁbqumﬂbQQQHIa@l@éq am no,
- mono-' (Cl- C6) grlkyl ai nog_dig_ ( Iam no 3@’6 ydr ox

ca) g g ﬁ;) ~( Cl- C8)

(G -Co) - al koxy, benzyl oxy,_car boxyl
- al koxycar bonﬁ]zi?lff]i i Fedvral ( cvbess- &hl%yl(qahﬂch—abkyﬂ)rmadmapohg_syubst| t ut ed

by -fluorine, hmreﬁﬁéablsylt:ﬁtéliuqz‘;@n%{omb'—, 3 pgﬂ) VAT £C6 ao
oty e el ey R Sg LT T
radi cal , wher €onshiet(ifia C4j - aCkyts) r—mke_,al Wl@@eyngggstdgdlt@dopr nono- or

pol ysubstl t ut %glldbytﬁ@le@tl C or ,di ffere st tuent s fromthe group
-consisting of (Cl-Co)- al k)a;: hal bgen an(%i 2 (95 GntPeweinelybl- 7- or

8-[7 uri nyFefddedal Ba beb%unsublﬁtuhanladlmd No®o- menbusua@@tltut ed by
-p y

ident i cal or Hikbeuet i LQcaubst igyient §dé£9m:5*fe Iup ¢ glé Y ”9

hydr CE al kyl . _hal ggen,” ni tro,” am no aI kyI am no,

di - 1 C6) a".l ltéltﬁ_lﬁa s Fom the group con51st1ng
hydrogen, (C1-Cs) -~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-Cg)-alkyl which is mono- or polysubstituted by

fluorine, preferably trifluoromethyl, {Cs—Cig) ~aryl
and (Cg-Cig)-aryl- (C1-Cs) ~alkyl; |

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;




" hydroxyl, (G -GC6)-al koxy, benzyl oxy, carboxyl, (Cl- C6)-al koxycarbonyl,
(C1-C6) - al koxycarbonyl amino or 15 (O -C6) -al kyl whi ch2t sTamaey 205

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

and (Ce6-C10) -aryl- (Ci1-C6) -alkyl; az1l-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or

9-acridinyl 20 radical or 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or 9 acridinyl-

(C1-4) -alkyl radical, Wnere the (C1-C6) - al kyl radi cal may be

unsubstituted ar 2npn@- ory_ p@}ygu S id nt| d| fferent

substituents fgomthe gr o)tép consi Et%{ﬁngﬂafg )é}l/ % alol¥yl ‘hat vgen and oxo

(=0) and the 1/, 27 8- [7h] -gurigyl-4C;-@.) ﬁll@lacradnnyu raﬁtm:laé may be.

unsubsti tut ed Ohem:(n:@ c;n&p{@uggahgggeqna@y bédﬁﬂgh élgt%dl fferent

substictuents fromt r opnsi sting gf

hal ogen,. 30 ni torg’] Q%E%oolysgbﬁg 2 t(ﬁc} 18%1%% fod ere’(“@él CG) -

al kyl am no, hy%lmb&@ritutér@s Céyonl kh)éy,gﬂzﬁﬁzy&&xglstﬁ@g b@fy((d_ Col -

(Cl1- C6) - al koxygaePpnyl 1 al koxy ar bopyl am no or ) - al kyl

whi ch is nono- or)b;f ﬂl]?/séugértllcg)lgeg By (f"loa rﬁj; fb‘f'e?e'r abry #riflruoro 35

met hyl , (C6- C1%) l L Wumimy ¥ Op-aClic)al amdy  (HGL- G@S)Jb_stl%hlﬂéld, arl-, 2-, 3-,

4-, 5-, 6-, T-morb- OfFo9trPBERARE RLLA}N f 2 reson T 270 6,

20 Japuary 200512 5 10 15 20 75 38% ﬂ? a‘gé caol or’ differeht

9- phenant hri di TRASTEHEDS al KAo™ aditds | g\m’elpe t hencCELCAY- al k¢l radi cal

may be unsubshydnﬁ@du or (rmnqg)gél]ppiysuﬁﬁb%&tled 119}/% bdengl cal or

di fferent subst fro roup consis ydf ogen
(G -08)-al kyl , C%l)n ‘82%‘%”&6 and t & 1(C1-8s) &?slky}lamlﬁc 6-, 7-, 8-
‘or hy roxyl {C1-Cs) -~alkoxy, benzyloxy, carboxyl, (C;-

'Cg)-alkoxycarbonyl, (C3-Cg) —alkoxycarbonylamino or

15 (C1-Cs)-alkyl which is mono-~ or polysubstituted by
fluorine, preferably trifluoromethyl, (Cs-C1p) —aryl
and (Cg-Cio) —aryl-(Ci~Cg) —alkyl;

a 1-, 2-, 3-, 4-, 5-, §-, 7-, 8- or Y-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 OY mMONoO- 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-



- nthridinyl radical may be unsubstituted or nono- to octasubstituted
gyp.ihggﬁt I cal orydi fferent sﬁbst ituents fromthe group mrm&m&bmgzan(‘js
(C1-C6)- al kyl, halogen, nitro, am no, nono- (C -Cs)-alkyl- am no, Cll CG
(C1-C6) -al kylam no, hydroxyl, (Cl-C¢» - al koxy, (C6-C10) -aryl I ( -Cl %36)
-al koxy, preferably benzyloxy, carboxyl, (Cl-C6)-alkoxycarbonyl, ( t-d )
- al koxycar bonyVani 8o orr (B:}-pﬁémanalﬁkl;zﬁiwﬂem%i?qng%(. ;n]%gj(l%%ﬂbét 1)'; u_ gryl y

10T | uorenet.h -- .- -
(CLCB) L al kyl TREES.Y ild | MOr@TELON ar P~ (i ut sy denticon
consi sting 5- B?S’ﬁbﬁg%F‘élwdrad’ircalmmfe the pbiyenbBcpyuicdyl nadi cal may

be or nono- t%d?‘étiirca‘éuBSt@iiﬁeer@nbysobstﬁiﬁde@tgnfr&y%g gy&g{) iyr ;(r)nmnéhe

f hydrogen,. (Cl-C6) _-al kyl, halogen, nitro, amn _
' ggfgg%(;l , ?/mnog‘??%lé‘éh')‘g a%’ﬁy%éﬁ%ﬁ&e%yd Gx§k) ~¢ v 6) hallkgry, atid- (CL- C6) --
 benzyl oxy, (Clex@5) (=@l kaxgcandoby|, 2(C1306) 4-al koxygcar honylpanino or

' ' ' ferably

C-Cs)--al kylgy 0-_or ol ysubstituted by fluorine, pre :
'Eri fl uz)ro- mgt%%“ } &%%?lq%fyfﬁagﬁagicﬁa@ dye -@rgpbsequced oral kyl; a
2-, 3-, 4-, SJ“Q}?O'G-‘quﬂdfwsuléﬁii’Gﬁi)edabjxylidéﬁdi@al,o!\haﬁ%lfte?‘égtt_tuted by
C - C6) - al kyl |Gl L dRs n stituted or .npno- or pol ysubsti
i(den 'Z:al o%/ dsir%get%?rﬁ subls)’feji’?rhlue_?litig fLJrEgrLﬁ?t ﬁé’n&%‘&ﬁn%%l §tifg) of
(Cl-%%)-al kyl ,altﬁ'llogeﬁaéﬁae@xo qEye, amino, mono- (C1-Ce) ~alkyl-

amino, di-(C;-Cs)-alkylamino, hydroxyl, (C1-Cg) -

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-
Cio) —aryl-(C1~Cs) —alkyl:

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




and the 2-, 3-, 4-, 5- or 6-pyridinyl radical may be unsubstituted or
nmono- to tetrasubstituted by identical or different substidnieryszéoodm the
group 20 January 2005 13 consisting of hydrogen, (Cl-C6) -alkyl, hal ogen,
nitro, am no, nmono- (Cl-C6) -alkylanino, di- (Cl-C6) - al kyl am no,

hydr oxyl, (Cl-C6)-al koxy, benzyl oxy, carboxyl, (Cl-C6) -al koxycar bonyl

. (Cl-C8) -al KoxyFOPS 1e&iBeny I0dni thy Broged) - CB)Cralkyta iy Th i ksaT®@en

pol ysubsti t ut eduhistofl uahine, 9&&{@1 I y: tr t ClO) -aryl
and (CG 010) ¥(| ag(%l C8) . - al ky &bl ° éiwg‘m”hge r‘}M’s t(fﬁcg r adi cal
or 2-, 3-, Fenyl hY(déPX&’ée) (éalkw Takicat ., vhmzarldw( Cl- C6) -

al kyl radl cal ybb&yﬁmsubmll—t:ut ed1RoxPBALboRy1, POl(¥sUBStit L ed, by

i dentigal or ti tue rom.t he group con3| sting (C1-Co) -

15 al kyl, hal ogg‘%ﬁéﬁgﬁéﬁlggﬁ R% %‘8 ‘"Zﬂtk § whichy iss_map@nylon adi cal nay
be unsubstit ut &g bﬁuh‘éhétumd b]YI Fullositriitet, etﬂ)rlé)férd(blllyl aali Argdidf erent sub-

stituents fromythg grou of rog - al kyI hal ogen,
nitro, am no, y %g%m ng%p Ec‘flﬂ&e?rggr@ Hrd’ o,

hydr oxyl, (Cl1-2 lLal koxy, benzyl oxy, carboxyl (C1-C6) -al koxy- carbonyl,
(C1-Co) -aI koxycar bonyl am no or (Cl C6) - al kyl which is nono- or

poly stituted by I_uoi_n erably trifluoronethyl, (C6-Clo)-aryl 25
and ?%2 C10) -%r%l % %:6 {uané ragica}rop.- ﬁhtaiolyﬁ radi cal or 2-;

4-, or 5- thi aSzfdmnyJ(mcle@)g) allkyll radiieah, M@r‘é the ((E-66) - al kyl

r adi cal may beg pasubsiis d no- or substituted By identical
“or different suiggfl tuenéga?r o[%é Egggrblﬁ‘ u(}‘?ﬁgég ﬂg ¥ Eerecs)oral kyl

‘hal ogen and o¥8lyseystaidtedebp-identicel & dilfifeaggtyl radical may be

~unsubsti t ut ed AbdWiNArers £ SHDEHLE H'Egg?bgoh%?tgy cal ()%5_ ;f g[gnf 35
y

substituents from.th rou con5|st|n
hal o%gn nitrd ﬂ‘é’rﬁ g"agl 0%)? =q) k?ﬂémth@ 2t X-Cl-L6)or

- - al kyl ami no, 5 thienyl rad1ca1 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




hydroxyl, (Cl-C6)-al koxy, benzyloxy, carboxyl, (Cl-C86)-al koxycarbonyl,
(C1-Co) - alkoxycar bonyl am no 20 January 2005 14 or (G -CH) -@hkykyWwheosh 1s
mono- or pol ysubstituted by fluorine, preferably trifluoronethyl,
(C6-C10)- aryl and (C6-Clo) --aryl- {£1-C6) -alkyl; 5 a 3-, 4-, or

- .5-isothiazolyl radical or 3-, 4-, or 5-isothiazol yI - (C1- C6) -aI kyl

“radi cal , wher eo¥ héC1(@E1-68kval kyHicdradi<ahommy be pa&y@&ﬂsttlift%%eﬁr nmono- or

pol ysubsti t ut bylhgg%éca f.f-erent. bstl tu f rom t he group
consi sting of (Cl-CB) r?r%rfe%l 5 entléln Ko i nd ‘Fhem) - 4-, or 5-

i sot hi azol yI raé‘aﬁ]ca?n%ﬁfﬁbgldrrsacms]h tCut-€el) ﬁailkmho or disubstituted by

i denti cal or different substituents fromthe group consisting of
nitro, amno, 15 nono- (Cl-C6

hydr.ogen, C@--a&k yl hgl g

-al kylram no cﬁ (C1= 06) Fa 85‘#&8201}21%?7@5@9&?&1( ©r- 6) - al koxygr benzyl oxy,

| carFExYImh (ﬁif@ﬁpnﬂﬂmmv@erF@nybsr¢£mqﬁg) ah&gﬁa@arqu@faqu %Or (Cl-Co)

--al ky ich i pol ysubstit ute uorine, prefera
trifluoromet hyICS I(J‘% a]l%gl %6“‘?% Hystifryred (@ -mepo- aI kyl; a

2-, 4-, 5-, 6or @plysmhﬁnat@thdaazn3demmadapah:Qﬁffgrené 5-, 6-, or

7 benzot hi azol Yibst(EhaGB)Y -Hdy! ere t he o) - aI kyI radi cal

] e ok thé a‘%‘%@éuﬁ %ﬁ?%ﬁgb§9 (Gantsical

£$ 25 unsu |tuted or nono- or
d| fferent sub elenths?l PHETH el gﬁ‘?@mp( Q:bn@m@tthg of, (@)— C(oz_) -3l kyl ,

hal ogen and oxeo(:hﬁl)azoapd th8idal fmy Pe Breurdt il ggb 0| vl r adi cal
may be unsubs |tut§d qr O tetrasubstitute |de 1%al or .

0
.different subBstitTent Stfjr%l?ﬁ“?‘%} Youple8Rsiseing of Wcﬁ'f(ﬁ}ant
(G - B) - al kyl suhakdgeantai t r fromni nthe NMafud Cl-(SR)s -4l iy amigpo, di -
(C1-C6) -al kyhagl-8Qen, Oy K al koxy, henzyl oxy, carboxyl, 35
(C1-.G8) -alkoxgggr onyl | g?tﬁxﬁs)1£§ﬁkox§€&?88ﬁy|aHﬂﬁaoforaeem@cs) al kyl
whi i's nMONo®CBP- b‘éﬂ%ubélﬂ—kv&ﬁ@dn%y f | uodi AEC: -Prsef-anakllvntinicf, | uor onet hyl ,

(C6- C10) - 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~Cip) -aryl-(C;-Cg)-alkyl; ’

a 2-, 4-, 5-, 6-, or 7-benzothiazolyl radical or
2-, 4-, 5-, 6-, or 7-benzothiazolyl- (C;-Cg) -alkyl
radical, where the (C1-Cs) -alkyl radical may be

2.5 unsubstituted or mono- or polysubstltuted by
identical or different substituents from the group
consisting of (Cy-Cg) -alkyl, halogen 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; |




aryl and (C6-C o) -aryl- (Cl-C6) -alkyl; 20 January 2005 15 a 1-, 2-, 4-,
or 5--imdazolyl radical or 1-w, 2-, 4-, or 5-im dazol30 -J=Guach) 2@ Kyl
radical, where the (G -C6)-alkyl radical nmay be unsubstituted or nono- or
pol ysubstituted by identical or diffesent 5 substituents fromthe group
consisting of (Cl-C6)- alkyl, halogen and oxo (-0) and the 1-, 2-, 4-, or
5-im dazol yl radilcal 4y be. uRsUBstintiteethlon MEadiciD b SLubstzl ut ed by
identical or diuffergnt djﬁrﬁts r t ou onsj st of 10
hydr.ogen, (CI - I kylsslﬁlgﬁ%d% ANe %n}amgﬁlégi rrg cg JCl C%?ereal kyl am no,
di - (Cd -08) F]R% ir(Filn (05! ~ e xyﬁdl(:@:ii mgE) bal kmyxbsbamnybdxygr

- carboxyl, (Clm&&)— -cad IpO)lysalvdglmnyited( B} - Chntiahk oxy cai frereham no  or

(G - - al kyl ich nQ- or | ysubstituted 15 by fluorine, preferably
Ctri flcgj)or onet hyf‘%i%‘“&ﬁ’b‘js gF? E*& CEPIRCI RS B Ang (ef- ¢6) -Cal-kyl ; a 1-,
3-, 4-, or 5-pyklzbl yhalegkrakndrote, (30) é}ndor—_hé pyr azal yls-( CL;C6) - al kyl
radi cal, whereg | radj unsubstituted or nono-
or pol ysubst | tutﬂﬁ%dozcgjgéI Ci%s%:&a gj/ Iaa)ff%?eﬁflsuéﬁﬁéfs}lttﬁ@nf% f98@t he group
consi sting of ¥€i1- GG)LSUQBF@ICU‘:I&QI ocjan amdenx;ac(aiO) @nd e fbrend-, 4- Of
5-pyrazol yl ra@umltr@htbse unsyst i t,;il]f Y-SR %%ntso ttl’l substi tut ed by

ro

-|dentl| cal or different substituent mfhe gr oup Eoisi & ng bt
hydrdden, (CL-BE1Eod98y  Harbghnalkyir o, hakpaen. mphoro( Cla@6hoal kyl ami no,

di- (Cl-C8). aﬂldqd-a(mlnos) dny}dy;(myino(d %)dﬁlg@lxbs)bg@whg%%l ocarboxyl, 30

(C1-C(,) -al k nyI al koxycar bonyl am no - al kyI
whi ch is nono- xg/ ysubégz c?l ¥ uo {B%fferaﬁﬁy’b@ﬁfll uor omet hyl ,

_;(506 Cl._ol) larygcan@s)({aﬁlkEEQ)cam%yl,gC&@Q:s}ajakyb;lgﬁéagb%nylagl?isl 4;1_, olr
‘5-pyrrolyl ragicalc,0F jlza1 -pyrro al kyl radica
V\/neriz the (d-CB8)- ﬁ)la K ca lChilﬁemt?ﬁls?ubs?ﬁt %/Jeﬁé‘g}P h%‘h

pol y dbstit ut &4 qq}@lﬂ?rcapfﬁﬁeﬁﬁb Eré:mlf.lhmmstatﬂuﬁnts(ctgmthe group

-consi sting of agGl- €BH (Ce~Cyo) —aryl-(Ci;~Cq) —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)-




20 January 2005 16 al kyl, hal ogen and oxo (=O and the 1-, 2-, 3-, 4-- or
5-pyrrolyl radical nmay be unsubstituted or nono- to tetdasuhstiyt2ied by
identical or different substituents fromthe group consisting 5 of
hydr ogen, (Cl1-C6)-al kyl, hal ogen, nitgo, am no, nono- (Cl-C6) -al kylam no,
di- (Cl1-C6) -al kylam no, hydroxyl, (Cl-C6)-alkoxy, benzyloxy, carboxyl,
(C1-C8) -al kox?égh’ﬂaonbﬁlogem- aByl oa@dmardamnyﬂraanmo or, (£1- Gp) - al kyl
~which i s nono-qer ¢ i quorlne eferably
%yﬁyai@ygr £aéﬁ§9% %%O ber el e

trifluoronethyl, % -ar
3-, or 5-[1.2. I&f’n rlaz'b‘PyI kel %‘a‘llb%?lﬁutedS , bor &dexﬁtlcal _44r

-triazolyl- (Gifbdreat kwuﬂﬁﬁltﬁﬁintswf%ﬁr ecﬁ% (fgé CGQOY?AT kg't radi cal may
be u@§ubst|tu5§dh L, dR00- Of, ﬁ Ysubstltuted Ent ¢ Ml fferent
substituents fFomtHE H?BUp( dohs s@*%@lofhﬁ}éﬁégenfuﬂﬂn}(Iﬁmlnﬂ kyl ,
hal ogen -and oren¢=>@1-&Rd-bhk&ylamido-, or Salil (8, 4ds)ttd x Ié&{n%p radlca
may be unsubst r no substituted b |dent|cal or 'different
substituents f%%ﬁ%t P rou(gpcoﬁglsi‘jﬁC of (EREBHOX% kylcayhgdyden, nitro,
am no, nono- (Cﬂ1C6¥1a@£§PXYGﬁrhgnyab- QC&4ﬂﬁyaLwdgﬂdﬁﬁﬁahylhxdhgxy|

D) calnomonte ospysas . Aol ngd: B)- BHSOL Sachany . (CL0)

-alkg?ycarbon n¥£o of (C1-Co6) --

uori ne Xﬁﬁe Tabty tr?Fﬁﬁﬁﬁéﬁﬂﬂhy¢rl?Iﬁptnméthmlyl(C&HQQQCB C10)
--aryl- (CI- C(aE:)yl alnky | (€301 @ -leny ¥+ (C,06, Jaik)? 3]-triazolyl radical or 1-,
4-, or 5- [1.2.3 ] -triazolyl- (C1-C8) -alkyl Tadical, where the

{C1-Co) - aIkyI radlcal may be unsubstituted or mono- or polysubstituted by
.35 identical & Hifférentosubbstiilt.entlstiriemdiNG grQ8PcaEON siing of

) g B o Pues B Ko A el honbadtat.

a l-,

5-11 § 3]-triazolyl radical e un
di sub tltutedwé§relden¥?%al o@ﬁdﬁ%fe@éhrlsubsﬁuhuﬁﬁns f mam t hebgr oup
unsubstituted or mono- or polysubstituted by

identical or different substituents from the group

consisting of hydrogen, (C;-Cg)-alkyl, halogen and
| oxo (=0} and the 1-, 3-, or 5-[1.2.4]-triazolyl
20 radical may  be unsubstituted or Mono- or
disubstituted by identical or different
substituents from the group consisting of (C1~C5)—
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 (Ci-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




20 January 2005 17 consisting of hydrogen, (G -C6)-al kyl, halogen, nitro,
am no, nono- (Cl1-C6) -al kylam no, di- (Cl-C6) - alkyl ankfAoJaryyo2905
(Cl-C6) -al koxy, benzyl oxy, carboxyl, (Cl-0C86)-al koxycarbonyl,

(C1- C6) - al koxy- carbonyl am no or (Cl1E6)-al kyl which is nono- or

pol ysubstitute fluorine, preferably trifluoro- nmethyl, (C6-C o) -aryl
and (C6-d o) -gﬂ}% SEERSCsY° f dvidrogery a C1-6s) S21k¥ , teha}agz@élyj radi cal
or 1-, or 5- [hHire,tetmimo) ylworddcliGBY,y ak ki1 saghgal .qq

(C1- 06) - al kyl y be unsubstituted or  npno- or Iy§u8§{]ltut ed
i dentical or d%?g%%gﬁtlggubs? %uén ‘frg‘rﬁltﬂ@) ot onsl?%lﬁmbquf (Cl-Cs) -

15 al kyl, hal of@fPardloxo (&E6¥shnalkbrydarbeornyb: {1|'db1 tetramalyl- - radical
my be- unsubs@afbl(gl@ 18hinsURSti tpt b ro C6) -al Kyl, hal ogen,
nitro, anino, f1ohin al kg(/Faerr(?n _\élc]ﬂ'“?g/cl %&6%6)15 @PR?Tarﬁrno

hydr oxyl , (Cl- %?Y%‘F%%W%%ﬁzpyOfé}uomnear roaferapli- Ga)i flajdwycar bonyl ,
(Cl-C6) - al koxyetinar bony{@&rong UrC - Gl - - bky(l: hi Chll %Cm)c%?d ) I
0) -ary

polysubstltute\adl fluorine,.preferably trlflu
and (C6-Cl1.0) ]T (C1-C6) - alkyl; 25 a 2- or 5 [2H] -tetrazoyl radi cal

or 2- or 5- [2H -- tetrazolyl (Cl- C6) al kyl radical, where the (d -

C6) -3al kyl radic 1_ e ubstituted_or nppo-_or polysubstituted by
i dentical or % f?erent g’ Cglﬂﬁbg‘faltt éﬁtelé’ I rotit Fe 85 9 gl oup @onsisting of
(Cé_— CG|) - al Ewmh&s{;@?ﬁm Cfc%ih}gw%t ;eaﬁném 5 wh{ar%gﬂlt’fé%; etlrﬁzlolyl
radi cal may bgcynsubsii Mcab _J_r.gl? b i/trogg al ky

 hal ogen, nitro, anino, nono- Fot tEFee (e -memy- -
al kyl am no, 'hyd roﬁﬂlys@éﬁt%\)t%d k ntb%?ﬁﬂ*b)@ffeéé?‘boxyl ( C1- C6)

" - al koxycar bonghbs(Ctu6h) s- & Yeh & ag BORY | éBthQsQEn&C%f )C 8' kyl which is
nonos or alkyl, halogen 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 (C5~C10)~ary1;(C1—C5}—
alkyl;
25
a 2- or 5-[2H}-tetrazoyl radical or 2- or 5-{2H] -~
tetrazolyl- (C;-Cg) -alkyl radical, where the (Cy1-
Cg)-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-Cg) ~alkoxycarbonyl, (C1~Cs) —alkoxy-
carbonylamino or (C;-Cs) -alkyl which is mono-~ or

polysubstituted by fluorine, preferably trifluoro-




pol ysubstituted by fluorine, preferably trifluoro-. 20 January 2005 18
met hyl, (C6-Cl10) -aryl and (C6-Cl0) -aryl- (Cl-C6) - al kyljarmazy, 2das or
6-[1.3.51-triazinyl radical or 2-, 5 4-, or
6-[1.3.5]-triazinyl-(Cl-C6)-al kyl raggcal, where the (Cl-Cg6)-al kyl radical
may be unsubstituted or nmono- or polysubstituted by identical or

di fferent substnethm':hts f (M he-greup LHonsi s(rclﬁngw@f_awqr_qggncﬁ)_

- (C1-Co6)-al kyl, ?gen and .10 oxo (=O and the 2-, 4-

"6-[1.3.5)- tr|a2| ny radi cal may be unsubstituted or m)no- or

di substituted by -identical or different substituents fromthe group

. consi sti ng of ah)gdrog@n (1- akk am no,. 15 nono-

_ (Cl- -al kyl am no, (101- gﬁ%l-gl %h ‘é?n%%ggﬁg% éjadlcal 86_) al koxy,
benzyl oxy, car%oxyl (6C1[ ﬁl‘él%%y‘@a’rlbdﬁyfcs)(@llm radlcal

- al koxycar bonydzlaaar@o athe Cl - €6)-calkylywhi chy L g5 ARNO- Q5 }pol yggbs tituted
by fl uor| ne gsg?a‘p é/ %éfl uor onet hyI (C6-C10) - 20 aryl (C6-C10)
-aryl - 12‘ Kyt ey 9L, FOnSsr Rhoxabolysubabieafedr bBva-, or

5- oxazol yI (01 tlaflalkyprrmmmtmaﬁﬂm@nte@r&ﬁkwl J},ML adi cal may be
unsubsti tut ed o] i tut Y, | ntlc fferent

substl tuents fdr:%nm gcTE)o of h%%%?é’%l hg (g ?@1 %% %‘?@?9 haP@gen and oxo
(=0 18nd the 2”‘04( Oér arBl o%heol31. r ddi cabr may [be3ub$ubsiakihed or nono-
or disubsti tutxeacﬁlbjmg demshcal par dﬁﬁé@&ﬂ%@ LS UbSL tuents from t he group

consi sting of Lﬂ%so n Cl C6) al kyl gen Aitro, ~am no, ~* nono-
(Cl1-C8) -al kyld&rﬁ\ - CBY - - all¢n&dca hyl-iiroxyﬂlfﬁ@ieﬁﬁ) al koxy,
:ggnzyl (())((jy, Cg?rsbqu;tume(rﬁk CG)froai koxwnear bgmzs{J g%og%st%ﬁg]?i(yggr bonyl am no
or iC r itute y fluori ne,
preferably tr ﬁy%%yonét hy Q“ ?@goagﬂ@ff aﬂgﬁl o ( CR ) - - @yino( C1- C6)

-al kly'ff’; mono- (C~ Ce) alkylamlno -(C1~C¢) —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;




20 January 2005 19 a 3-, 4-, or 5-isoxazolyl radical or 3-, 4-, or

5-i soxazol yl -(Cl1-C6) - al kyl radical, where the (Cl-C6)-a kignuaadi zads may be
-unsubstituted or nono-. or polysubstituted by identical or different 5
substituents fromthe group consisti of (C1-C6)- al kyl, hal ogen and oxo
(=0) and the 3-, 4-, or 5-isoxazolyl radical may be unsubstituted or nono-

"or dlsubstltutad3by hﬂentbgamiysdkggdyfynra?yg§ilEgeq§s fronlthe group
consi sting of %gf gcn Co) - al k ogen, nitro, anfno nono-
(Cl1-CB) -al kyl Y cACoh)s) ~atliyitani Aedichydr oxyhereCl- Gk - al koxy,
benzyl oxy, carb@xﬁk) a@@&lCﬁhd&bKQXﬁ@@fD@nﬁhsub§%1@@k9@|%QX%@%%bony|anan
or (Cl1-C6) -alkylp i 0 stitu by fluorine,
preferably trlfluoroﬁg?ﬁtﬁ H?%%l%ﬁdd% k%?%f ngl% %ﬁb) -aryl- (Cl-Co6)
-al kyl®> a 1-, %UbSEﬁtuaﬂtSSfrOﬁ toe ﬁﬂdﬂhﬂqdnsxnhxﬁg of (Gr-ce2-, 3-, 4-,
5-, & or 7-indpkyl; 6SHoG8h -AkYbsd0 (ﬁ&)' \gg}ere the (d-C6)-al kyl
ysu

radlcal may be unsubst tuated or nono- |tutéd )y Plentical or
di fferent substi}IRMZCFrbrradiecat oopy b@ngnsubﬁglbﬁtédlemeOHaLkyI

hal ogen and oxer (=@} sudadithe ek , By, Stdefricar: G Ordg E
radi cal may be nsuqﬁiltuted r nDno- to hexasubstituted by |8ent|cal or

different substit %Pqﬁcnn & gr $8F coMEPEPI ngcBRsSifdnggenct
(C1- 26) -al kyl hyvitamgen, nitirQs) anibgl, MRADogéLL- G8Ytrdl kyéxamlélo di -

Cl-C6) -al kyl 10, 3 Ci-Co)-- , carbo

Em csg - al kgﬁg bofly E f y%rllg%mé?koxyz:arcgio A Yeels ﬁ}éfx%@ocs) i kyl
~which i s nonobf¥ rq&aﬁysubéﬁntQﬂkﬁﬁlﬁyﬁyfIuobeneylpxgtera@&ybéxyjj uor onet hyl ,
(C6-d o) aryl @dcg%gﬁycﬁ%nyi Cl- @6)_C6)al Xyl ,égaworava{sa' Soners, in

particul ar tauto dlaﬁéereoners an enantlo
phar maceut i calqry CGé)pt% ¥l suhigh ig Hﬁ’ﬂq"cmrarpolalct’ﬂd@muueﬁl salts,

t her &bf . by fluorine, preferably trifluocromethyl, {Ce—Ci0p) ~
aryl and (Cg-Cyp)-aryl- (Cq1-Ce) -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-Cg) ~alkyl, halogen, nitro, amino,
mono- (C;-Cs) —alkylamino, di- (C;-C4) —alkylamino,
30 hydroxyl, {C1-Cs) ~alkoxy, benzyloxy, carboxyl,

(C1-Cs) ~alkoxycarbonyl, (C1-Cg¢) —alkoxycarbonylami-no
or (Ci-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 i di ne derivatives
i to a further enbodinent, acri R,
29 20 January 202)5 Q(r:gog)(rjl)\r/]?ded which are characterized0 |Jrant1hﬁi(; 2§£5R|,
of the formula ( n and m have the20 neani ngs gi ven above a to five
z 2 R X 2B Q unsubstituted or substituted by one to

ichjs : - a. adi 1t oxygen
ol wopg) [ s el e

Accor .
‘atons may al s®®bethe nkexdnbya ( CZy Cg}‘?a%jﬁé{’ﬁggﬂugégfg%saaeeraUai:tlediﬁ\@diCh are
embodi ment, acid diRg. dey i VAL VES R‘%' RS: XZZ 'P| @, m Mmand,mgapnings, m have
characterized in that RR A 5 rdi pR égx é enyl . According f% a of
the given abSVE dR@Rayep esbats 2n En g%og?cﬁgﬁéwlréﬁﬂééemk;zero

. . .an oxy i '
t he fornuia ;mnfh&btlﬁﬁﬁgﬁffnﬁfﬁﬁﬁﬁﬁétaEﬁﬁv | v (49 &&e?gﬁggggﬁgﬁgh'Ch
Zpg (r:]h:al?ac;J rer pged RE HEL he(%@aiﬁ%kgkyetng@gﬁ%ﬁrsargﬁrgtgrﬁdjpcm
hydr ogen atOnpngeapras?m$ﬁémﬁﬂ?ggg%egﬁgiﬁguﬂuai by {C1~Cz)-alkylene
geni nal hydrogg@uggpns

in that R, Ri, R,, Riy, X, z, p, Q. n and m have the
meanings given above and Ry repregsents 3,5-
dimethoxypheny1 . ' '

According to a further embodiment, acridine derivatives
of the formula {1} are brovided which are characterizeg
in that Ry has the meanings given above, R,
Ri, Rz, Ry each represent a hydrogen atom, 2 represents

an oxygen atom and X represents a nitrogen atom, P'and

- According to a further embodiment, acridine derivatives
- of the formula (1) are provided which are characterized‘
in that R, Ri, R; and R, each represent a hydrogen atom,
_Z represents an oxXygen atom and X represents a nitrogen
atom, P and g each fépresent geminal 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,




According to a further enbodi nent, acridine derivatives of the fornmula (1)
are provided which are characterized in that R Rl, R2@nthokargazdns
represent a hydrogen atom Z represents an oxygen atom and X represents a
nitrogen atom P and Q each rﬁpresent gem nal hydrogen atons CH2-) mis
zero, n represents the intege? 2 and represents a 3, 5-di met hoxyphenyl

radi cal. R4 According to anothep aspect of the invention, there is
provided, the use of .the acridi\ne ¢erivatives as described above ICl the
manuf acture of a nedicanment for/treating tunors in mammals. According to a
further aspect of the inventio a process for preparing acridine
derivatives as descri begahoveyi's~grovi ded, characterized in that an

acri di ne carboxylic &ip

{ R{2) in which R, Rl, R2, R3 have

t he -meani ngs gi ven aboveiZ dg oxygen or sul fur atomand Y
represents a | eaving grpup such as Rhal ogen, hydroxyl, (Cl-C5)-al koxy,
-0-tosyl, -Onesyl or imdazolyl, 20 January 2005 Fornmula 2 H2 R4 HN X P
CH2)m Q Fornula 3 is reactedith,an am ne of the fornula (3) in which R4,
P, Q mand n have the neanings given above, and the desired acridine

derivative) is formed. .In yet another aspect of the invention, there is
provi ded nedi canent, char (ized ip that it conprises, as active
ingredient, at |east one éﬂpe svative as descri bed above, Synthesis

route: The conpounds of HNie forniXa 1 can be obtained according to Schene
1 below. 20 January 2005 p2 Sche 1

P~ (CHJm Q

Formula 3
is reacted with an amine of the <Fformula (3) in which
‘R4, P, 0, m and n have the meanings given above,

and the desired
acridine derivativel 1is formed.

In i i '
yet another aspect of the invention, there is provided medic t
| amen
: C - . » !
; haracterized in that it comprises, as active ingredient at least
5 o ' . r S one
~acridine derivative as described above |

Synthesis route:

The compounds of the formula 1 eapn be

_ ' obtain
according to Scheme 1 below: e




5 The starting naterials (2) and '(3) are either comercially available or
can be prepared by procedures known per se. The startilg Jmueriyab®d2) and
(3) are useful intermediates for preparing the acridine derivatives of
the formula (1) according to the 10zpnvention. The sol vents and
auxiliaries to be used, if appropriate, and the reaction paraneters to be
used, such as reaction tenperatulehemg deaction tine, are 15 known to the
person skilled in the art owing to his expert know edge. The acridine
derivatives_of the fornmula (1) according to the invention are suitable as
medi canments, in 20 particular as antitunor agents, for treatingjmanmal s,

in particular manCOi al so donestic anlnaIS(ageh as . horses, gattle,

dogs, cats| h sheep, poul try { ke.” 25 ph) ding tto a further
i .V|d$s ridy
agnuary 2003 _Fuyr

aspect, the vatlves as descri bgd above for
f

use in the ‘ he inve h]q relatgs to the
use of the efivatives as descri above Q&JE nif acture of
a medi canept for treating tunors in manmal s OMhef erably, the m=di cament is

adm ni stered to a manmal in an anount effective for the treatnent of the
tunmor. The|l therapeutically effective dose of the acridine derivyative
according o the invention in question whichdC#e,to be adm nistgred for

t he treatqent depends inter alia op e and the stage of the
oncaosi s, tihe age and the sex @f the the type of admnjstration
and the duratlon of the treatn fation can take plage orally,
rectally, {puccally (for e gual l'y parenterally (fpr exanple
.Subcut anequsly, intra- raderrm9¢@h i ntravenous|y),

- topically] or transdernal to a further aspect -of {the

i nvention, nedicanents fo tment of tunors are providgd which are
characteritzed—in that they conprise, as_active ingredient, at |l east one

acridine derivative

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.




according to any of Clains 1 to 4 or a pharmaceutically acceptable salt
thereof, if appropriate together with customary. pharnageiidiGahl Y005
acceptable auxiliaries, additives andZarriers. These can be solid,

sem sol_id uid or aerosol preparations. Suitable solid preparations
are, fSPrE’S%%quéle dHpeRE R rpoRbes sto t@neanaqeecsf thebhet sdiguideabl et kear @61 i d

~ prepadabtofisedldovel 8br Q??Mlaﬁufgémfée%%s cﬁl endCESy P23ECRg tumors in
-suspen3| onf% i | -in-water and water-in-oil emilsions. _Suitable I i qui

preparati o aprréfe%]i’l%fxé"r?ﬁl gedi¢apgrte isaqueous preparations for parenteral

adm ni str re isotonic with the bl ood of the patient The
i nvent i ongit‘ksrl E@regl ggt Palfeded Agy eiéiuntpyet fent isseanisie et ow,

‘Wi t hout bérﬁgtmest:r iodt edhé¢ o tuler eXfalﬁr@I Qhemb@u@gcﬁlégméffectlv
0

1- (5.5 0 gk Bocupheay)- - acu (0 84 L1) o bony T e 20
char ged tbn?s%th?ﬂoﬂnuﬂn%ttlmrmwhwhg 1s5.t%9 Ige (aEiiﬁ:LﬁélsHﬁEle&i Gor

N- et hyl rer@hek-kRemeh RE ut;i fo124. pr 9 nmol Py- BOP
(1- bengot [ ﬁzol y T ae?Feglgllsdl r%élgsp%%m um exa??u%F%pﬁBépﬁ and 7.96
g [l acundf3{ss- CB‘Lti r'h]i‘ﬁl )OBF°§1€3 stEEnedexpsisenyhe- peperezi It[hel n 50 ml of

DVF wer e mhd:e@htsuccleéstypéyoandﬁzmﬁlgtlrbuaenW?hB EHEL BﬁE EEB@FEQQ Ige

m xture d_at mtenperature f hour's,
di still eg@%?f%ye HerTauc b?’eggﬁ?’él%ﬂd NS F@%ﬁd@a%soﬁamm ed on a
silica gefecdd@din (Ki bsed:gély?o (fﬁoaml / “@jé@lkpf@, Dgﬁg%i%@ﬁ%éyﬂlgggt ?24 o
nobi | e o] e Q . e 0
of theoPy) n@élccﬁ T;g% 1. %‘;{al?%r(ﬁ i f(é:’r g)tl 8“58?? ¥ in VAFFdus tunor
cell i ﬁ%%s%ﬁﬂya p%%ﬁfqlfé‘?iélﬂﬁbh}’t &3t , it breaedyprlof) fetcapwelaptl vity of
t he substanea-ddAR344k1wgs exam ned using established :

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




. i | tion activity
~tunmor cell lines. In the test used, the cellular dehydrogena _
~ is determ ned; which makes it 25 possible to determ ne heranuaali 2g0of the
cell and, indirectly, the cell count. The cell lines used are the human
cervical carcinoma cell lines KB/ Hels, (ATCC/ CCL17), the nurine |ynphocyte

' ' l'ine 30
| eukaem a L1210 (ATCC CCL-219), the hunman breast adenocarci noma
MCF7 / ATGE §TB22 - 8ad stihel pvarfy adenacacchnegBnbipe; SKQLS (ATCC HTB77).

- [ d |J nes ilch are very wel | chareécterl zed and
\I/grezeog{ gf%ﬁ#:i?ngAT%@daﬁldl cu?Fu\rNg’ T 3574 restr¥50Ghows - 78 Tab_ 1
~ denonst r at® tHe TYh yo £ pdi-ewet-hardioppbloilfiaeat it\l‘@naﬁgt i Qcﬂl@f:_iéhl- g§|411 : (r)\Wt he
' - - d alkB. ing_to the —particularly s
g(ral)l/vt |1)][B_3f.h§i<?/ %ﬁ%n%%%qef %t E};gBfagryugrgykfﬁﬁggﬁég5f’ﬁﬁiﬁ§ﬂl1 in the

test per i AEPRhosgn sl hexpfdworahhbsphaneat 1dl67gb6l g thl(,l\s/al s

Geterm nad 1om s, subst ance. concentratland) 3 o pepREsBhegr 170 V1 o8
ISR & tlé’ﬁrﬁZJ%fbK’éf)s %@41’1@‘9}&29 2019500 3w o030 y>3: 600316 . .
- 2. Methodht0 XiXt¥est worhceflhntherdedwidnogrnasenact jyity,-Lhe,adherently
grow ng tmn-cellde | L8R @%H%gg%td%g)ééé 12 hours, the DMF was
10 distilled off under reduced pressure and the residue
' was purified on a silica gel column {Kieselgel 60, from
Merck  AG, 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

éf 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/Hel.a
(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




---and MCF7 and the L1210 | eukaem a line, which grows in suspension, were

cul tivated under standard conditions 15 in an incubator 6 tUangasy 41106t at
37C, 5% C2 and 95% atnospheric humdity. On Test Day 1, the adherent
cells- are detached using trypsine/ ERJA and pell.eted by centrifugation
The cell pellet is then resuspended in RPM culture nmedium at the
appropri apé deld34dduninantie2(-¢stanpberbad do £8 98- wed | oI GF Qhisine pl ate.
The pl ateg gar heh,. cultivated -overnight. in the ipcubator with gas inlet.
- The test zﬁ%stgﬁ%ggﬂggghn%gegUg6asgéT%tkth%%I%ﬁ??ﬁé:??1Tiﬁi§%ﬂd, on Test
Day 2, diluted with culture nediumto the desired concentrations. The 25

subst ancesab LhergW i ure ABELEGLALELLN 4 . cells and incubated
i G OO S chinds

in thg i ncubat or wﬁtﬂ %as inlLet for dave not been
treat€d with test 'V3uhstancedgepyBingdcont £6Pm20 Januar guReBEn26 For t he
XTT assay, | ng/ montend@dafsegsum 3' - (1-

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

ni t r o) bgrzenesutfoen-c—acte—is—dissolyed in RPM -1640 _nedium wi_t hout
Phenol Re i 0

(N- et hy iy 2 al i ne
(PBS) id Ees! e =4 ture are-
pi pette See ey i1 {with the
test sul To isje He XTT sblutionfis Ked with
 the PMS| solutijon in a rat%gwof %&ﬁ (@ﬂ%?gsﬁﬁ?&yy he 6@&31§%95 The cel
:plates are then incubated™i p thel i ncibator [with gas inlet|{for alfurther 3

h, and tfthe opti|cal qehs' - o0n")] is detlerm nedjin a photoneter. 15
Usi ng the OD490@. i.ned, the ijnhibftion in percenf relat}]ve tolthe
-antiproliferafive fegression analysfs. 20 gontrol fs calculatedl The

activit) E;;

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 wusing trypsine/EDTA and pelleted by
centrifugation. The cell pellet is then resuspended in
RPMI culture medium at the appropriate‘cell cdunt 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.




: V . . . . . . . . f
- Exanple | Tablet containing 50 mg Conposition: 25 is estimted using o
V'actFEe conpound Active conpound Lactose Miize starch Rolaanuaybpyoa®li done

Magnesi um stearate Total: 30 Preparation: (1), (2) and (3) are 50.0 ngy
98.0 ng 50.0 ng 15.0 ng .2.0 ng 215.0 ng mixed and granulated with an
aqueous solution of (4). The dried granules are admxed wth (5). This

active
m xture i Forabkekt eRTT35&x@pp! @ | hdfansube C%tl‘a' %%@{]‘59 0@005 27 (2)

anuary

d_50. 2
el e ot ar SR i g R d) Hadt 686 TpeRaarE0 -BLngA Cay herest um
st ear at e2 D(Jtﬁfg))b@nalen%@lﬁonchrmai)at ien diddodvedr odnkeMith ¢4 - This

ground MebRyidh hd FRART plldd) VALR OX§a Y0NS, 10, the mxture of (2) and
(_)' 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




This powder m.xture is, on a capsule filling machine, 10 filled into hard
gel ati ne capsul es size 3. 20 January 2005 WO 02/ 08194 POY/iPQbr0826@ n8
Patent Clains 1- Acridine derivatives according to the fo=ula 1 (PH2 jQ'
[--," R4 NI x 5f ormula 1 in wiich7l0 R R , R2, R3 can be attached to
any of the_acridine 15 20 .25 30 carbon atons C, to C9, are identical or

di fferent (dhd MAdepeRtianchy 8fiede arff Hemg denote hydrogen, straight-chain
or branched; Waetosal K¥laetC3-C7) -ayflpalkyl, straight- chain or branched
(d-C8) -ZI ylﬁar bO%l%| , Straight-chain or anched (ClI-C8) -alkoxy,

hal ogen, 1 - tercesy . atRd%yteni tr & - Gamicho, nmono- M CO - al kyl ani no, di -

M CO -al k§oaaino, (C-C8) -al koxycarhemyly gm no, (A -CQ -al koxycar bonyl
amnog (C-C8) - alkyl, cyano, straight-chain or branched cyano- (C -C6)
-al kyl, carboxyl, (C].-Cs) -al koxy- carbonyl, (d-Cd) -alkyl which is
substit ut Beepdyaienor nore fluorine atons, carboxy- (C-CR -alkyl or
(d.-C8) - @] koxyc W -, :NRCO 5 al k M CO -al kenyl , (C2-C6)- al kynyl,
strai ght - gh};i ngogr%?gﬁcﬁel' CY. h ﬁ’&f) S5 YRR IR 965 295 afRgRd aryi |
where tHE &R yViPQgPEEl Weginse bAsubst | mikedrer of (2) and (4).

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




nono- or pol ysubstituted by identical or different substituents fromthe
group consisting of halogen, straight-chain or branched f&Llc8)206@d kyl ,
(C3-C7) -cycloal kyl, carboxyl, straight-chain or branched (C1-C8)-

al koxycar wonybysolysotri fl uoronethyl, hydroxyl, 10 stiai %@ or
branched (G - C8)- - al koxy, benzyloxy, nitro, am no, nDno- 86 é%?

-al kylamno, di- (d- C4)- alkylanlnoﬁgcyano straight-chain or branched
cyano-- (gdefB) cabkuk. 15 Z is oxygen or sulfur, where the radical j H2R4
N X 20 substituted on the acridine heterocycle may be attached to C atons
Cl-C9 of the acridine ring skeleton; P, 0 independently of one another

represent §. 0xygen: ) n8efk Pebat 250y dL. 0 I g pitrogen or GRS,
where R5 represen%s Ikllydrogena ore 9%%?1§glﬁﬁltﬁ% Eormuﬁﬁdgpendently of

one anot her denotes an integer betmeen 0-3, with the proviso that in the
case n = 0, X denotes a CR5R6 group where R5 and R6 independently of one
anot her represent hydrogen or (Cl-C6)- alggF d th8i the nitrogen atom
adj acent 20 January 2005 30 to t C=Z gNOup i sXSubstituted by a hydrogen
atom or a (C CO al kyl group; S Sstgai ght-dhain or branched (C, - C20)
5 al kyl radical which may be satur;ted Qf un- sdturated, with one to three
doubl e and/or triple bonds, and x ‘$$ atltuted or may
optionally be substituted at the sang or df 2¥Pent C atons by one, two or
nore aryl, heteroaryl, 1€ 3 ano, (Cl1--06)-al koxycarbonyl ani no,

(C1- C6) - al koxy, am ng

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;-Cg} ~alkyl, carboxyl, (Ci-Cg) ~alkoxy-
garbonyl, (C1-C4) ~alkyl which is substituted

.25 o by one or more fluorine atoms, o2

carboxy- (C1-Cg) —alkyl

or {C1-Cg) alkoxycarbonyl (C1-Cg) —alkyl,
(Cz Cg) alkenyl (Cz Cs) -
alkynyl,

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




di- (Cl-C4) -alkylamno; a (C6-Cl4) -aryl radical, (C6- Cl4) -aryl- (Cl-C4) .
-al kyl radical or a (C2-Cl0) - heteroaryl or (C2-Cl0) -hetemeakyl 20¢C1-C4)
-al kyl 15 radi cal which contains one or nore heteroatons selected fromthe
group consisting of N, 0 and S; whesg the (Cl1-C4)-al kyl radical nmay be
unsubstituted or nono- pol ysubstituted by identical or different
substituerits fron1ahkygroup 20 conS|st|ng of (Cl-C6)x8) Kyl wialogen and
oxo (=0) and where.gt §§?cn4%diégf' (C2-C10) -heteroaryl radical may
be unsubstituted or nDno , b§?rfut A gy uRsTitediechr odi £ f erent
S. ubstituents frori®ie group Echsssbsngtcteétrayghhd@hau&aar 2% branched
(Cl CB) - al kyl , (C3-&73e&y. al k h no,
| Cg) alkoxycarbo(¥lan1ﬁ%@ (¥ub5§9 éﬁﬁgoxy,g§§rbothﬁ ( BLER)
-aI koxycarbonyl, st Htirdai Afor lmla:rﬁ,qm (errobyhiatkyhimhi ol is

substituted by onehmaﬂﬁnéﬂflungng)agpﬁ§l hydgexyd,, - E&Eibgﬁ% 1chain or
cent oxygen atons {6 be |inked

branched (C1-C%) -al where adj a
by (Cl-C2)-al kyl ené ag‘&’qviﬁfsl bBhESF ey ChRiR0OT damfhest o) €Cl- C4)
-al kyl ami no, di- (CLlkCHycatdoylylam no, aryl, which for its part may be
unsubstituted or nono- or polysubstitu ed Pg |deﬂtE or different
substituents fromthe group consi StY ng® of T4 FRGHEY haFH BPx¥t anched
(C1-€8) 20 January 0G5 Bt -ghain (8- Cb)rancyxekﬂom {Osl-Ca b as blexyd,
straight-chain or branched (Cl-C8)-al koxycarbonyl, by %rlf{uoro- met hyl ,
hydr oxyl , straight- Qhaln or branched (Cl- C8) -alkox oxy, nitro,
am no, nono- (Cl- CAFaky 138K, TRHOTE%FG%) alkylamlng, dyamﬁl—
straight-chain or Cbraamh@uaﬁyﬁﬁp (Gy&Bd: aIkygrafgﬁklgﬁg{nstrg@tural
ilsoners and stereo£§gg% S En B@F&ICU| T tautoners di ast ereonmers and
yano

s) ~alkyl,
15
7 is oxygen or sulfur, where the radical
(CfiHL R
N//— 2 x/// 4
7 .
P oHm
20 _ substituted on the acridine heterocycle may
be attached to C atoms C;-Cy of the acridine
ring skeleton;
P, © independehtly 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




enantionmers, and their pharmaceutically acceptable salts,, 2. ' Acridine
derivatives of the formula 1 according to 15 Claim1l, hamacheyizedb i n
‘that RR R, R, R3, X, Z, P, Q n and mhave the neanings given in Claim |
~and. R4 denotes a straight-chain or bggnched (Cl-C20) 20 al kyl radical which
may be saturated or unsaturated, wth one to three double and/or triple

bonds, and whith nhy bezupsuhbst iitsutseths@ri tueRid ORAld YyeuRstdrt Whed on

t he. sane or different atams, by one, two or nore aryl, "heteroaryl, 25

hal ogen, (Cl1- (%%-%I ox(f/‘fg"aan%q{nﬁ’gl, fiond-( C1- C4) - al kyl ani no or

di - (Cl-A4)-al kyl ami no; a phenyl ring or a naphthyl ring, each of which my

be unsubstri tist edsbraymifocheinpot pwr3@caabstatutgg-by identical or different

substituents fromthe group consisting of straight-chain or branched

(C1- C8) - al kyl ,alis- g73dicey cl vRERYI , MAsEl ofen, seyametelCloEh) un-

al koxycar bony| et unts t dC1- €6} habkeX ko oggjp@gyaougﬁe(%a?@}- @Elégggcar bonyl ,
ubst | ed” by

strai ght-chain_or.branched (Cl-C6)-al kyl which is s tut one or
nore fl uori nerlé?%%’, rﬁfﬁfo 1chyy r‘%ﬁlﬁhﬁ’- h&iRsubs tifugsehedr( Grags) - al koxy,

20 January 200 tSibriliks 1260 25-301 B5tbenay| oK¥, sRibl 8r ARERQyrofPNO-
(C1-A4)- al kylam di- (G -C4)-al kylam no, aryl, whjch for its part may
be unsubst i tutcggbggmﬁongy (%ne’polt Subgfi tHtEs ﬁejlryi]den%l?EﬁFoﬁFY%li ff er ent
substPt uents fedimaate groupvarmsi sti Mglof6) shiabghtachahplanidhe anched

(G -C8)-al kyl,(c1-c6)-alkoxy, amino, mono- (C;-C4) ~alkylamino or

di-{C;-Cy) ~alkylamino; a (Ce-Ciq) —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 heteroatoms

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,

benzylioxy, nitro,

35 amino, moro-{C;-C4)-alkylamino, di-{C;-C4)-alkyl-
amino, aryl, which for its part may be
unsubstituted or mono- or - polysubstituted by

identical or di_fferent substituents from the group

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




(C3-C7) -cycloal kyl, carboxyl, straight-chain or branched
(C1- C8) - al koxycarbonyl, by trifluoro- nethyl, hydroxyl , ,2esteaighy-zdw n or
branched (Cl1-C8) -al koxy, benzyloxy, nitro, am no, nono- (Cl-C4) -
al kyl am no, di-(Cl-C4)-al kyl am no, cgfno strai ght-chain or branched
cyano- (Cl-C6) -alkyl.; a 2-, 4-, 5-70or 6-pyrimdi nyI radical or 2-, 4-,
5- or 6-pyrimdilryh-( A -113, cal e 4) -.al kyI

y o) }Moa{ﬁg}l T i g 1b l?t egéltbf)'ﬁa&é’nt ical or

" - radi cal may be Q)substlt ted or m)no-
different subsPft EMERFOm Frets) @&dﬁ?’%’@r@sﬁh@mﬂg olfﬁy(@rlﬁa)loabkyl hal ogen

and oxo (=0) wmathyhe Rydrbxyi5- @tﬁr@r@yﬁléﬁﬂrﬂ}’br e hCRk g8
unsubsti tuted 8r NQ;.J0 trisubstituted by identical or gl fférent
substituents fromthe g\}roup consisting of hydrogen, (G -Bengvatrkyl,
hal ogen, ni trooxlém neitreapnoami i, Coponal kgl -axy) nalkgmamg_ﬁ}g C(i) -

- al kyl ami no, ¥h,lk al k Qbenzylo car xyl, (Cl-Cs)
); Yeamenb, E%’%)ﬂ am no qES 32 L - aPKyl which is

- al koxycar bony, -al koxycar
mono- or pol y%’iﬂn‘i‘f ?@ut‘@dﬁ%‘?’fqﬁu@mﬂ nalkyZi- C6) -aI kyI (C6-Cio) -aryl and
(C6-C3,0) -aryl a 3-, 4-, 5- or 6- pyr| dazinyl radical or 3-, 4-, 5- or

6- pyri dazi nyl al k radi c where the (G -C4)-al kyI rad| cal may
be ~unsubsti tuéf %‘%%n%&% ?sh%%rf“?]f%t%@dwt?ﬁ@mf‘rmrmr i f f erent

subsilpttuentsxfarmqui@r gr oupaaomsiestsi,ng of dgggtg@éoﬁégyl hal,qgen and 20
January 2005 a py.r a2|nyl radlcal may
f Ehetid duiedls, %ét%‘%%sﬂ]?mﬂe‘b ‘f%%lrﬁl%%ffeftﬁa@Qfer ent

be unsubsti tut ed or nono-
. substituents fS2dhsthe group consisting of 5 hydrogen (d-0Co6)--al kyl,

hal ogen, nitro, am no, nono- (Cl-C6) -alkylamno, di- (Cl-C6) -alkylan no,
hydr oxyl " (Cl}x(c:@ -~.al koxy,. benzyl oxy, carboxyl,

dine erlvatlves 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
straj.ght—chain or branched (C1-Cg) —alkyl,
(C3-C7) ~cycloalkyl, halogen, cyano, {Ci1-Cg) -
| alkoxycarbo_nylamino, (C1-Cg}-alkoxy, carboxyl,
35 (C1~Cg) ~alkoxycarbonyl, straight-chain or
' branched (C;-Cs}-alkyl which is substituted by

one or more fluorine atoms,
_ hydroxyl, straight-chain or

branched . (C1-Cg) -alkoéxy, )




(C-C6) -al koxycarbonyl, (Cl-C6) -al koxycarbonyl- am no or (C -C6)-alkyl
which is nono- or 10 pol ysubstituted by fluorine, (C6-ZiBQrnuakyl 2w
(C6-Cco) --aryl- (C1-C6) -alkyl; 15 20 25 30 35 a 2-, 3-, 5- or 6-pyrazinyl
radi cal or 2-, 3-, 5- or 6-pyrazinyks(Cl-C4)-al kyl radical, where the
(Cl1-C4)-al kyl radical may be unsubstituted or nono- or polysubstituted by
identical or different subis¢niybnts, f hamrbhe zeHAQUP m@,g@,su@tl@g _of I
(C1-C6)-al kyl, ha 0X0 - or 6-pyraziny
radical may be u%ggc%gtaﬁ?ﬂ?éd %%gfg%ca SEFV}Eﬂbg?rtLﬂ%ﬂl byHigént i cal

or' different substPtuermss Baom rhe b@roummtﬁitlemg of h\ysﬁbcg@}

(C1-C6)-al kyl, habe gﬁb 2] am C6 -aI m no, -
(C1- - al kyI amn ,_6 9 r ::g{leed }%g) -al El(%)h%% 3 %”t'}oxyl
( Cl1- CB) - al koxycar BBh?Fltu? Fomg| Kdwg cadbony| ammelstu(xg:l - Gf) - al kyl

which is rmno- orspﬁhyghbstbh&ﬂﬁed by fI qgcr&[r[@]eC{CG £&0) )ag% and (C6- C10)

-aryl- (CI | ; 7-,. or 8-ci nno i ny Yadi cal or
3--, 4-, @l G/ §YEFHH&?‘Vﬁy| B -S%FEP(WhtF‘aéﬁl@m owher e t he
(Cl-C4)- al kyI ra@camCheMy(meCUnSMijrwlaﬁbngl R Ehagypalo_may be
unsubstituted or or M% Stit ted l?PE gl enti caI or di fferent

C6) - al kyl, hal ogen an oxo ard tsh Achalg. byanched

8- ci Aol | nyI radi €al-CGehyabkozp, January 2005 34 unsubstl tuted or mono- to

pent asubsti t ut ed Bynzy Jcal Q;_tgbf fere bstituents fromthe group
‘consi sting of hydr C}%,eln C| C6) Xl Al Fotel OGS (fcrl @4 - '
. al dl (

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

-C¢) —alkylamino, cyano,

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 consisting of

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




hal ogen, nitro, am no, nono- (Cl-C6) -alkylamno, 5 di- (Cl-C6)

-al kyl am no, " hydroxyl, (Cl-C6) -al koxy, benzyloxy, cardmoxyhuary 2005
(C1- C6) - al koxycarbonyl, (C-C6) -al koxycarbonyl amino or (Cl-C6) -alkyl
whi ch is mono- or pol ysubstltut ed by %I uorine, (C6-d o) -aryl and 10
(C6-A o) -aryl- (.C1-C6) -alkyl; % 25 30 35a2- 4-, 6-, 7-, or

8- qui nazol i nyl radixeal( _cnr and 4:he 53T,64,_ 7-5_ 08 ]g_y 1 (Cl- C4)
-al kyl radical, where t radi cal nay be unsu Ituted or

mono- or pol ysubsttuts b alyde erca'im%? bgFFferedt °Fub&9uents from t he
group consi sting &Fishhdtogensd( ClbEb) - didyt icaml ogﬁn anth -4 70) and the
2-, 4-, 5-, 6-, na yI adi cal may be unsubstituted or
nono- to pent asubg}tl})tgg%gg %Hgl dé%tolhgal %r %r?lfl%reﬁfmé:’ﬁfﬁ'gtlf’?uerﬁfs fromthe
group ° consi sti ng b@rﬁ?ﬁlﬁogéﬁ; CQi~adMyl al kyleogdwal ogénro, nidnmrieo,ani no,

nmono- (Cl-C6) -al Jﬁah@m@pcsnLalk im%)a -al gyl q\@ On%ﬁry?é%mo( Cl - Co)

- al koxy, benz- yl ox cal box%.s "~ al koxycar
- al'’koxycar bony| anfROEFEY+ C1- &y a? R?/F‘ Wﬁl’ch bengz i, orcarr@IO;Wllbstl tut ed by

fluorine, (C6-d OICr—wsyl—aade_({EﬁrEbﬁ)rl ar yl(clid.;:} g@)(c,x@,lc%xlbon@ﬁ 3-, 5-,
6-, 7-,' or8qU| |n¥I 3@0; % #\h}“’ 7-,

8- qui noxal i nyl - - al k &l c Bthe (1@ GE?H%T kyIOr radi cal
may Bé unsubsti t@@hﬁ/&)#bmrm&teei pollgysubstﬁlhnmtredleby i denti—cal —or- different

substituents fromthe group consi SthsnNg. 0 hal ¢ gen and oxo
(-0) and the 2-, 3., 5:, 6, 7-, Eé‘% {noxglnyﬁ)i ?lFéagfle%
‘unsubstituted or %n@ﬁ)t% yl;

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 unsubstltuted

Or mono— or polysubstltuted 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) ~alkyiamino .
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,
o, (Cs-Cro) ~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
Cg)-alkyl, halogen and oxo (=0) and the 3-, 4-,

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




20 January 2005 35 pentasubstituted by identical or different substituents
fromthe group consisting of hydrogen, (Cl-C6)-alkyl, falegesrynddgso,
am no, nono- (Cl-C6) -alkylamno, di- (Cl-C6) -alkylam no, 5 hydroxyl,
(A -C6) -alkoxy, benzyloxy, carboxyls, (C-0C6) -alkoxycarbonyl, (Cl-C6)
~ -al koxycar bonyl - amino or (d -C6)-al 13<yl whi ch is. nono- or poI ysubstituted
by fluorine, (C6- ﬁh&hbs&&}thtéﬂd c(xCGmQhQ)L %Ybeﬁgaﬁgbs%)cute li%" 15 20. 25

30 351 a 1-. . thala2|nyl I cal 5-, 6-,
7-, or 8-phthal az%‘%‘?/‘iltl‘f%i ﬁf%reinatdl EXPSs tiiBratehef Y @n- @4)e al kyl

radi cal may be urgn@spl tﬂbﬁdletln’gnOOfor hpelrpgebst | t(@‘iﬁ%)b—hﬂ]&ﬂnf Lc?l or
-a y

different substi ou conS| stl g o _
A I%Tt}% 4£m {EL I5re 8%%”&ﬂ%yl r adi cal

hal ogen and oxo ( 0
may beé unsubst i tﬁ%d(%r"%n@lkwéampem aslubi%:tmt}tﬂ,ed(bymmsde@un@agy or

di fferent subst igasenf Sofyom t consgjsting dr _
(ICI-CG) al kyl, halo ogen %ﬁftro Bgﬁg{,‘%&lp % %pég)k 3% ;g’gﬁlypro di -

(C1-Cg) -al kyI ami hya BS?W’C&FETHEé?maﬂR‘oxy Olbenzyftoxys) ~adikpaxyl ,

(.C1-Co) -al koxycm:m}nyis (ohoCh)or abkDyyeeE PONYE s i, N¢ 1 QL g 1- C6) - al kyl
which is nono- or polysubstituted by fluorine, < % -grry and (C6- C10)
-aryl (Cl1-08) -alkyl; a 2-., 3-, 4-, 5-, 6-, 7-{6¢ CSOhU@ﬁfélylanédl cal or

2., 30 4. 5., e(qs—lzudr—@s}qlriMI—xtk}—émym) - al kyl radical, where the
(C1-C4) al kyI radi cal
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, (Cy~Cg)-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




may be unsubstituted or nono- or poly- substituted by identical or

di fferent substituents fromthe group consisting of (Clo-JGBuaralkyds

hal ogen and oxo (=0) and the 2-, 3-, 4-, 5-, 6-, 7- or 8-quinolyl. radical
may be 20 January 2005 .36 10 15 20 §§ 30 35 unsubstituted or nmono- to
hexasubstituted by identical or different substituents fromthe group

consi sting of hydpegenasubbii€a)eal Ky habegencani t e, qyi Ggﬁpo (C1-Co) -
- oxy, benzyl oxy,

“al kyl am no, | kyl am hydroxyl (G -Co)
- carboxyl, (Cl- <:6)é gg%k%&‘;‘?}cﬂér bo?% C11%6) g’éPRBxyEWéWP&ﬁ‘I n®for
(C1-C8) - aIkyI mhlhhdrggﬁnnoicmrcpbhyﬂqbbl|ha1@@enbynﬁkQ@rl%@nn&CB--CJO)

-aryl and (C6- ClO0honadl yt; 1- L kyl 5-, -, 7- or

8- |so%U|nonI rad?%aly (&? a§§&1231%§ dl }C1 $6k3alkylamln0

i soquiPnol yl - (&-day-éwylr ratﬁlcgls) - ahlspsyt héﬁer(mlcm,) aldaylboﬁ@dl cal may be
unsubstituted or (opaRy gukggyﬁgggghyQUted(g%lE%ﬁgwﬁﬁg%dg i Eerent

substituents fromthe group consisting of apggen and oxo
(=0) and the 1-, ¥MR9- 05 $a1-Cpl-glkgl |§8ﬁ6hhd%ﬁ raeiieal pmy be

unsubstltuted(x pmﬁymub$tn¢mn@@ubs&gtute@ﬂ@bﬁﬁmwtlcal or different

substituents fromthe group consi of hydrogen, (G C6) - al kyl ,
hal ogen, nitro, amino, nono- (Cl- %%iqu kyrert notd dilCs 1@l cB¥vlal kyl ani no,

- hydr le (C1- CB)“haFkbx9lkYbenzyloxy, carboxyl, (C1-C6) al koxycarbonyl,
(C1-C(,) -al koxycarbonylam no or (Cl-Cs6,) -aIkyI whi ch is nono- or

pol ysubsti t ut ed ey fl uorine
-, 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




C6-Cl O -aryl and (C(5-Clo) -aryl- (Cl-C6) -alkyl; a 2-, 6-, 8- or
g-[QH],?p'uri%yl radical or 2-, 6-, 8- or 9-[9H3 -purinyd -gdrfelrGA2oosl kyl
radical, where the (O -C4)-alkyl radical may be unsubstituted or nono- or
pol ysubstituted by identical or diffgrent substituents fromthe group
-consisting of (G -GC6)-alkyl, halogen and oxo (=0) and the 2-, 6-, 8- or 9
- f 9H -puriny. | ugBubantanye2005r5 rﬂ&;éLSl 3Q ﬁﬁ?_QtQSgé%éZ%ég%]afﬁg_ mﬁzdfggen
unsubstituted tri Lituted by..identical substituents 7 ,
(Cl1- C6) - al kyl , n%%%gﬁél&;i@%?r-ﬁlk%@ed?ﬁrh%, S@#&&ﬂ“ﬁ&%geﬁ?"@r thsho- to or
different consis®rfagPof cansietiam nof dihwdrGhent) -(al kyljamings1 hydroxyl,
(G -C6)-al koxy, benzyloxy, carboxyl, (Cl-C6) -alkoxycarbonyl, (Cl-C6)
- al koxycar bonyl - amino or (G -C5) -alkyl which is nono- or polysubstituted
by f|§ori ne, , (Cl--06) -al BALCYems- CRpyroar yAmiawd (@6nGlOY;-@nyl a 2-,1 & ,
7- or 8-- [7H - palkyyamigg] cal céé@lt(@iﬁs;lﬁ-a,rléc ?Cain%gy[é'gﬂyd%%'ﬁ‘y" (Cl-c4)
el radical, e, UGS, Mhaidi e, 0B ™ (cymcn -
alkoxycarbonyl, (Ci1-Cg)-alkoxycarbonylamino or
(Ci1-C¢) -alkyl which is mono- or polysubstituted
10 by fluorine,

(Ce~Cio)-aryl and (Cs—Cﬁ;) —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
ono- 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




unsubstituted or nono- or polysubstituted by identical or different

substituents fromthe group consisting of (G --C6) -al ky gahakegervoand oxo

(=O and. the 2-, 6-, 7- or 8-[7H -purinyl radical may be unsubstituted or

nmono- to trisubstituted by identicakyor different substituents fromthe

“group consisting of hydrogen, (CO-C6) -alkyl, halogen, nitro, am no,

mono- (Cl--C6) -ak&giaalnomagi - HeCl- @bgubad kyihadd N0y hydprgxyl tf) )
Cl-Co) -

" (C1-08) - al koxy, bepzyl, "k 0oy |
( ) - al koxy, bgpzy B%%’jltwgggagoxll%l V\h%rh% 5 OX Car Onléyﬁ}l‘éstltuted by

al koxycar bonyl am no_or
fluorine, (C6-C ofubafituemds ( C6ror0) tlay ylgrdul- Cﬁ);nsﬁkkyhg aoi 2-, 3-,

4-. 5. 6, 7-) | i
8- 9--acr|d?lﬁy@fofeﬁcrdé&%)ka{@g{?ch% ofi, SR (@“l’é%) ol kyI

r adi cgl may be urf&UmRt ('Elutcéél éllkyﬁféﬁlén%r p8tysEib<ki tal ketlbyindent i cal or
di fferent substi th&aﬂfcﬁcﬁl‘ om (tdgecgroalpkg Si 3339185 T - yl , hal ogen
2RPS | 100 = e5hb 3g§ﬁ§'ary 2005 38

and oxo (=0) and (JTE ol é/[ ]% 6
9-acridi nyl radi cHr vad Bk ﬁﬁgﬁﬁg?PPﬁged of l“r%hoalk@xb@@ﬁbmlftut ed by
i dentical or difdmeiment subst{iChuent-sallom tHei @ OURs CORSiSt i r@rof

hydr ogen, (CI-C6@ Al g}]qzlk , Sitrog,amno, mono- (G -Co)
-al kyl.am no 1- "6 ani no, yhydrg>]< PTife1- C6) - al koxy, benzyl oxy,
y

carb le, (C1- CG) al koxycar bonyl-, (QsC&miar%iJ leondy cerrany) ~-argino or (Cl- Co)
-al kyl  which is (mngoz) 1ppl ysubstituted by fluorine, 10 (C6-GC o) -aryl
and (C6-Cl10) -aryl- (C1-C6) -alkyl; 15 20. 25 30

a 2-, 6-, 7- or 8~[7H]-purinyl radical or 2-,

6-, 7i or 8-[7H]-purinyl-(C;-C4)-alkyl radical,

15 where the (C1-C4q) ~alkyl radical may  be
unsubstituted or mono- or polysubstituted by
identical or different substituents from the |
group consisting of (Cyﬂk}—alkyl{ 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 subétituénts from the group

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

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




35a 1-, 2-, 3-, 4-, 5-, 6-, 7-, 8- or 9- phenanthridinyl radical or 1-,
2-, 3-, 4-, 5-, . 6-. 7-, 8- or 9-phenanthridinyl-(Cl-C6)6 atdaylryraghcal ,

- where the (Cl-C6)-al kyl radical may be wunsubstituted or nono- or

pol ysubstituted by identical or diffgrent substituents fromthe group
consi sting of hydrogen, (Cl-C6) -alkyl, halogen and oxo (=0) and the 1--,

2-, 3-, 4-, .5-, B-ac¥idiBlylorr@dpbenantdyi dbdyluJadioaly
or different

" unsubstituted or - ta octasubstituted b i.dentj cal

substituents fromﬁ?ﬁ8 gﬁ:oup CSESIE%FEstFe%CIb@G) afRyFicabl ogen, nitro,
am no, nono- (Cl-@s¥fenpryl anisidhs ditugitls C6) frahkyl atheo, kyduexyl,
(C1-C6) -al koxy, 6&86 ey |l ) y ar bo Cl- 06)

-al koxycar bonyl , 301 %:6@9%19;6‘?;{0)%%%%(99& agn E a %ﬁ[i %‘&PQ lewhich is
mono- “or pol ysubs ?Fﬁ‘f’ed HYLRP 40 M ~ ((Cﬁﬁﬂﬂalkxakq;ﬁlrarm (@G6-@40) -aryl -

(C1-C6) -al kyl; ac@d--alkyldmind- Or § g*gkg,xl r adi ?@l gg@kgjhlef 2-, 3-,
ifono- to~

4-, 5- or 6 pyridti)n | radical %% be unsubstltuted or _
tetrasubstituted %%z ical® ‘Eﬁqﬁerenfcs‘t‘}bét‘ﬁﬂi@ﬁv§affbgwﬂhe group

consi sting of hydt@gen) éﬂcoﬁﬁ):aﬁb&yylambﬂboge@,ﬂ; ni t(@y—c% Q@kyimno-
(C1-C6) -alkyl amvg}pl lﬁo Japuary 20r05 319 5.di - 112 -aI Iam no,
hydr oxyl, (C1-C6) OXY, enz;ﬂ o) %Pﬁb&?car bonyl ,
(Cl1- &6) " al koxycar bonyI am no or (Cl- CG) -aI kyI (G‘MHC@JQ) +ZryiDN0an@r

pol ysubstituted by fluori 1 @1) and (C6-Cl10) -aryl- (Ci1-0C86)
-al kyl; a 2-, 3-, Af ,b%)’- a%r%)r @I’I dpla}{%;y%) al kyl radical, where the .

(C1- 06) al kyI radl cal may be 10 unsubstituted or nono- or polysubstituted
by identical or adi fif-er et-,sulst,i tuents_r,f.romgt he 7. g or 9-

- phenanthridinyl radical or 1-, 2-, 3-, 4-, 5-,
15 6-, 7-, 8- or 9- —phenanthridinyl- (C;-Cs) -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-
{Cl—Cg)—alkylamino, hydroxyl, {C1-Cs} ~alkoxy,
(Ce~Cyo) ~aryl- (C1-C¢) ~alkoxy, '
carboxyl, (C1-C¢) ~alkoxycarbonyl, (C;-Cg)-
_ alkoxycarbonylamino or (C1-C¢) -alkyl which is
30 mono- or polysubstituted by fluorine,
(Ce—Cro) ~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, nmn6~{Cr{k)—alkylamino,




roup consisting of (Cl-C6)-al kyl, halogen and oxo (=0) and the 2-, 3-,

?1-', E or 6- pyrigdi nyl( radi)cal may be unsubstituted or PNRnubey120@0 25 30

© 35 tetrasubstituted by identical or diffﬁrlent sub_stltuent_s fromtgg group

consisting of  hydrogen, (G -C6)-alkyhk, halogen, nitro, am no, nono- :

' (C1-Co) -gl kyl amyno, gdi - (C1-C6) -al §§| amno, hydroxyl, (d-C6) -alkoxy,

. benzyl oxy, carboxwyli- {C{ Qi )CHa e@arcAr bggafox§,§;- Q@l-_é!f,*ggylg&g 'onyl - anno
or (Cl-C6)-alkyl ein%hli§c mno- ot E,gl ysut)(stLCu;tféj by uorineg,” (C6- C10)

-aryl and (C8-CL0) -aryP*¥c1- CBP28FRyl; a a7 Calralfsomrcahanehyl radi cal

or 2-, 3-, 4- or 5CitTramdlkBiGipoalkiyyminadi caby \Abe(rcq_tp)e_a]_(]%l- C6) - al kyl

radi cal may be ungybsii %-Lgt% _ (g@ngél%uggg}guggtl ut e bril entical or

di fferent substituents fromthe grou ¢onsi |H_ Gl ¥cl = O kyl

hal oge% and oxo (=0) and the 2-, 3-, 4- or 5-tHiCgngisiradiydal ardpy be

unsubstituted or (O, ,§ Oakiisubald buted, ;by identical or different
substituents fromthe 1Dgrou% consi st | ng gf hydr ogen, (Cl-C6)-al kyl,

hal ogen, nitro, am no, nono- (Cl-C6) -alkylanmino, di-(d-C(i)-alkylam no,

hydroxyl, (Cl-C6)aalkexy,3- benzyl oxy, earbgxyl riﬁg:i:@@:('aﬁl)&%)ﬂ{ﬁ(r)bmﬂ:h o

- ' - - 20 January 2005
ono- br ol ysubol TEUVBH BYLFT Bof e, v\ (€8, ~446]. - B9F Cahangosbe o) - ary
(C1-@) -alkyl; Swusgbstityted St hinarolylor adicidtsusZtutdd 8§ 10 15
identical or different substituents from the
group consisting of (C;-Cg)-alkyl, halogen and
oxo (=0} and the 2-, 3-, 4-, 5- or 6-pyridinyl
radical may be 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-Cg) —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 .unsu_bstituted or
mono- or polysubstitutéd by identical 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




20 25 30 35 5-thiazolyl-(Cz-C6)-al kyl radical, where the (C1-C6)-alkyl
~radi cal may be unsubstituted or .nono- or polysubstitutedhya-gensosal or
different substituents fromthe group consisting of (O -C6)-alkyl, hal ogen
and oxo (=0) and the 2-, 4-, or 5- thgazolyl radi cal may be unsubstituted
or nono- or disubstituted by i denti ¢ or different substituents fromthe

group consisting @ @Mdrgg% G- %/3 hal oge ni ..amno, nono-
(Gi - 08) - al kyl-am no, HEi . JICG nglg%sfc 8}:88 E’y uct‘fGl)ﬂe'al koxy,
benzyl oxy, carboxyl ., (Cl CG) al koxycar bonyl , ((CJ; Cﬁ))) ﬂaa:iyla,oxmai bonyl am no

or M-CO -al kyl  whi-chy) saf@mgmprcﬁpalaﬁ{g};stl tuted by fluorine, (C6-C 0)
-aryl and (C6C10) -aryl- (Cl1-C6) -alkyl; a 3-, 4-, or 5-isothiazolyl
radical or 3-, 4-, or 5-isothiazolyl-- (d - CG) _al kyl radical, where the
(Ci-C8)-al kyl radkcat, nay, b@rur‘B&LtbS]Iaﬁdl[tﬁU r&kﬂlé@Iloofog_pohysulg,sLll tuted by

identical or differ t he consi stin
(CGi-cC6)-al kyl, ha otgg%] an E)Hl ;88) %rgf]lt her‘%i L ofR %r?sogllﬁeazol yl
radi cal . may be uffEobst r@@ukﬁél oradyprmt - @y dbeuh&tsﬂhﬂﬁanctuttad i dgentical or

di fferent substi tnuggls r_fr&mf,g u OI’ISI stl of _hydr ogen,
(G -Co)-al kyl, O Bss%‘?nﬁ%e% b C%éB aI kyl am no, di-

nitro
(C1-Cs6) -al kyI amcﬁofo Fdtrtoxyl SuPéfl@Fn-tél kox?rombenzt#ia)xy gecaupoxyl ,

Cl-©88) - al kox car t 126 L& nyl 1- (B - al k I
( ) - y dmmﬂs i ) (e OPYEBEPO, yr?amog% rabG a%d (C%_CZO)

whi ch i's nono- yS yfluorlne -aryl
“aryl- (Cl- C8) -aI k3 n%gst'jl'é% 005°%1° Sthlazolyl radlcai/ may
' be unsubstltuted Oor mono- or disubstituted by
identical or different substituents from the
group consisting of hydrogen, (C1-Cg) —alkyl,
15 : halogen, nitro, amino, mono- (C1-Cs) —alkylamino,
di-(C1-Cs)-alkylamino, hydroxyl, ({Ci-Cs)-alkoxy,
benzvloxy, carboxyl, (C1-C¢) ~alkoxycarbonyl,
{C1-Cs) ~alkoxycarbonylamino or (C1-Cs) —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-Cg)-alkyl radical may be unsubstituted
Or mono- or polysubstltuted by identical or

d;.fferent 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;




10 15 20 25 30 35 a 2-, 4-, 5-, 6-, or 7-benzothiazolyl radical or 2-, 4-,
5-, 6-, or 7-benzothiazolyl- (Cl1-C6) - alkyl radical, wheranuhey (£dos - C6)
-al kyl radical nay be unsubstituted or nono- or polysubstituted by
identical or different substituents E;onlthe group consisting of (Cl-C6)
~-al kyl, halogen and oxo (=O) and the 2-, 4-, 5-, 6-, or 7-benzothiazolyl
radi cal may be unsubstituted or nono- to tetrasubstituted by identical or

di fferent substitueg}s fion1the a{%{oup consi sting of hydrogen

(Cl-ce)-al kyl , h3l &gen,*ni tPo; diinoCT ndnbengethdsyodivity | zad e 1

<(1liC ) (%) C6|) k-al kyl ami @e, Mydr CB(-VJ),6(lC&oGG)?—b%h&@iéﬁia_z@@@@d(@fél%lﬁacg ;)oxy:i( |
- - al koxycar : - - oxycar y mnpo ' or (Cl- - al ky

whi ch is nono- onggy%sﬁﬁéﬁ%Fﬁﬁedwﬁﬁr?l&%ﬁ n&ﬂf :%ibyl- 1%Hd (C6- - C10)

-aryl 2 (Cl-CB) -alrkyl; abg-, 2unsabstdétubedi mi dazol yl moadi-cal @ 1-, 2-,

4-, or 5-im dazol §PlyqudbtCehtedltylideadical ,or Whererihe (CL--C6) -al kyl

radi cal may be unsubstituted or nono- or polysubstituted by identical or

di fferent substit3ePEsitiemts hefgrBup tdonsi sy ofonSisChhgal lofl , hal ogen

and oxo (=0 and thedlra2ky14- haQbgen BRZaly! (L&di e

unsubsti tuted orﬁynnoi to trisubsf%%ﬁ%ed by ide%ﬁ?gafﬁ%rgg¥f?efent
substituents frontthe’grolp’ cEisi ST ARRITgerrdiel asyyabky|

hal 0§é€n, nitro, amsuhstimonoed (61 Giynoal kyl amdiishst (&leLP) pyal kyl ani no,

(GG ot konyear BT o o CEEie) BN R tmnetenr
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; |




pol ysubstituted by fluorine, C6 Cl10) -aryl and (C6-C10) -aryl (Cl-C6)

-al kyl; 20 January 2005 42 10 15 20 25 30 35 a 1-, 3-, Ar Ja8haby preEzol yl

radi cal or 1-, 3-,  4- or 5-pyrazolyl- (Cl-C6) “al kyl radical, where the
(C1-C6)-al kyl radical nay be unsubst#%ut ed or nono- or polysubstituted by
identical or different substituents om t he group consi sting of

(Cl-C6)-al kyl, hajogen and gxo ,(=Qo 5-pyrazol yl
radical ~ may be u Agsubstltut ed o? m?ng-%%gtop |sub§%Ctal}‘t e(f 1by :%dentl cal or
di fferent substittienfd froRYFRECLYL 0P conisiadiivilg vhdhyal ogemere

E% (:6023 ) al klylk | nah@geaidog)twj,kﬂn @@dl&am?méﬁlbgg)urﬁédlﬁélﬁ%@% "
- - -al kyl ani,no r enzyl oxy, car oxy
( C1- 08) - al koxyca?%gny?m (g%&]ﬁ’g @W@gg AHiFeLopr (Cl- 06) - al kyl
whi ch>i's nono- ordiptdsrsrriyst i tlﬂ:ﬁ-@&ht‘h}tufelrlt@’l I’IEfrom ( C&KA0) 'g@:b}i L and

(C6-010) -aryl- (ansqegt ))2 or 5 pyr rol radi cal or
1-, 2-, 3-, 4-, or 5- pylrrol y#ﬁ a(((fl o3 éxf’he (Cl-d
“al kyl radical nmef*de anmshhst lltut éd-:or4m)fwo 5epypetgl$y|lbsﬁfaﬁmt:ad by

'(?;imcle )caLll o di} ke Zﬁ?&%ﬁ%ﬁ%@ecﬁ O hfo " eapt%gabéglggtgfg oyrrolyl
radi cal my be u%’éfu%éfpeﬂtii'tcéadl dgrr n‘%h%) e%’%ntt%‘ﬂlp%EHb@@ﬁlt%t Bdomythdenti cal or

di ffePent substidreent s dammdtindr AP GORSISGINY Ofc, -y AL 9o |
(G-00)--alkyl, hahogen, nifro, ampne, nonos (C1:.C6).;alkylamno, di-

(Cl-C6) -al kyl aning. ino, mono-{Ci-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




hydroxyl-, {(Cl-C(i)-al koxy, benzyl oxy, carboxyl, (C1-C6)-al koxycarbonyl,
-~ (Cl1l-6) - al koxycarbonyl - a.mno or (Cl-C6)-al kyl which i3 mie@=ror 2005

- pol ysubstituted by fluorine, (C6-Clo) -aryl and (C6-C30) -aryl (Cl-C6)
-alkyl; a 1-, 3-, or 5-[I.2.4]-triazg§y| radical or 1-, 3-, or
‘5-11.2.4]-triazolyl-(Cl-C6)-al kyl 20 January 2005 43 radical, where the

(a-06) -alkyl raeiaaabamaym@reurtst@Stélué:tsﬁda@f{yHDE}gaiBglp&'a}/{s%bStit“t ed by
i dentidal or differen ubstituents fromthe group consisting of hydr ogen,
(G -08)-al kyl, 5 R3FBHER 5HISOx 0¥ =F°hd CRe Bolvsubsipits:ed by
[1.2.4J-triazol yl idedEddhlmayr beliffadsit t eted cieheABEO- £y, dirgubst i t ut ed
by identical or | re uhstituents framthe group _consisting of (CZ
-C6)-al kyl , hal oggﬁz,’aﬁitEé’?gsfg%ﬁ?no?%no%‘b’greéfmce) St radwd, di -
(Cl-C6&) 15 .20 2BaBogankyinghi pee hy=@bx@nd ( ExeCA)-,al Roxy,obenzyl oxy,
carboxyl, (d-C6)1akkaxyeat ooyl = - koxycar bonyl.am nq or
(C1-Co)-al kyl which is 3(m)no- orilpol(r%i&bgg?itu edB%yuﬂsﬁgFi\t’ﬁg‘,Tt? -C ()
-aryl and (C6- C; of¥ - af9To—( cPTr- cA}subpkjtuted 1by 4ideptical or
5-11.2.31-tri azolglffadégal Olsulbstitdrontd from the up
5-[1.2.31-tri azolé/(lj- Cl-C?GI%-aI %yl radi cal, where the (.d % -al kyl
radical may be UnZtBETTIY edr Movids oRlk¥lysubatpeared bytrodentical or
di ff &fent substi taeims, f r omdrive- gr00p) caDEy Banngo of (A+-G&),-alky!, hal ogen
and oxo (=0 and, {1 dsind- -l4.2,3]-1riazolyl radical may be
unsubstituted or rm]ir%l- olrno'di}?g%%%fﬂu’t eﬁélbf;ts;dﬁﬁg?%%i BFREYF9EF ent
- substituents f r ofiaRegroup col€istd)nglébxycarbonyl, (C1-Cs) -

alkoxycarbonylamino or (C1-Cg)~alkyl which ig

MOTIO or polysubstituted by fluorine,
15 {Cs-Cyip)-aryl and

(Ce—C10) ~aryl- (C1~Cs) —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 _ (Ce—Cio) ~aryl and (Cs-Cig)-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




hydr ogen, (C -C6)-al kyl, halogen, nitro, amno, nono- (G -C6) -alkylam no,
di - (C1-C8) -alkylam no, hydroxyl, (Cl-Cs6)-alkoxy, benzy l;ax%ar¢aFdpxyl ,
"(C1-C6) -al koxycarbonyl, (Cl-C86) -al koxycarbonyl- amino or (Cl-Cg)-alkyl
which is nono- or polysubstituted by,fluorine, (C6-Clo) -aryl and (C6-C o)
-aryl- 35 (Cz-C6) -alkyl; a1- or 5-- [IH-tetrazolyl radical or 1-, or 5-
[l H -tetrazol yl -¢CL- 68) poby ks triadiceal hy Whrnme ithe of C. 1- C6) - al kyl radi cal
may be unsubstitu&ggfoge% January 2005 44 5 nono- or pol ysubstituted by

i dentical or different substit S 51Y9HT he 6 cORRI st P ( CL- CB)
-al kyl, hal ogen andnsxstigg0)ond(dik€sl-alkylb- [Hddodat r azal Yioxdadi cal nmay
be unsubstituted @rhsu it d by dro _(Cl1-C6)-al kyl , . .hal ogen,
nitro,. amno, mﬁ09§( %%HCG ?aﬂkyl .a(%yn(%, %g?] (%%]-:%%%)lyiﬂ Kyidmero,
hydroxyl, (G - Ce)TaYkox§ye betpsHkesbiteedoxydr E@bsCh)tutaldkoxypsar bonyl
(C1-C6) -al koxycanparyded? 1 0O, Q5 104 = yl j.ch i_s.nmono- or

pol ysubsti tut ed blﬁpgl uéri neqmgCGs-)Cloﬁé??%aI_aon%érFCG{ﬁgg%§' - grﬁlﬁlOIS . 20 25
30 35 (Cl-06) -alBSHO~ KCuCepradkydpmingy r az8yt (Fadicdapléylamiop, 5- [ 2H|
-tetrazolyl - (Cl-I3pdreabkyl (@dcgplalmbeye ddie(16k/CH) tagh[g)g,ér,adi cal may

be unsubstituted r_ mnos, or polysubstituted by identical_ or different
substituents fron#%hgggr%ﬁlﬁoxggﬁggg?y g ofE((eIGCﬁ%B?-lléPﬁyF?rﬁa{%éen and oxo
(=0) 1&nd the 2- ocwug 2HIxt etlCazObltalkadi cavhichy he unsithstityied or
substituted by polysubstituted by fluorine,
' (Ce~Cro} -aryl and (Cs-Cyq)-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,
7 (Ca—Cm)—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]~_—1_:riazinyl radical may be unsubstituted °




hydr ogen, (C -C6)--al kyl, halogen, nitro, am no, nono- (Cl-C6)

'-;I kylgam' n((), di -)(Cl- C6) -al kylam no, hydroxyl, (Cl-Co)k ahkexyy, Jwenzyl oxy,
carboxyl, (Cl-C6) -al koxycarbonyl, (Cl-C6) -al koxycar bonyl - am no or
(C1-C6)-al'kyl which is nono- or poll%/ ubstltut ed by fluorine, (C6-Cl10)
-aryl and (C6-C10) -aryl (Cl--0C6) az2-, 4 or 6- [I 3.5]-triazinyl

radical . or 2-, ;b:; Qﬁoz@o [l%§ 5élshbb€?c'tﬂ¥Eaug | tut o llg,xélrmnoraglrcal
“where the (Cl1-C6 radi c may uns -
pol ysubstituted B ’lél %"trr cal SHPSFYREER  subsert uentke f r omtche gr oup

consi sting of hydreogen;tidl-€5) haldeylgen, ha{@lg@@)aggkﬁ;go t=Qbqapd the 2-,

4-, or 6- [1.3.51;siazinyl radical n uted 20 nuary 2005 45
or mono- OE di subst |%Ola}t ed By dent |13%ﬁ1(¥ E@ & ? i%ﬁha‘éﬂﬂtﬁgm tufits fromthe
group® consi sti ng(%f'chydﬁilﬂgflﬁmimp CG)h‘_adikgrkyl hal ogen.cs) Palilkexyam no, nono-

Cl- C6) - al kyl am Cl I am al koxy,
E)enzyl ijy %:/ar bo%élnzq}( C1-C8) - gl%oxyc};r bony éla%%%}(yg%c%’?%’ir bonyl ani no
' or (Cl-C6) - al kit~ CahixH$wy saw nblafpbﬂlgsubgmtutétth—lﬁy)Fhﬁlhyﬂne

(00-Cl0) ~aryl amdhith (G- @3R) -85y iporClof)i naldy oy 19120:27630 35 a 2.

4-, or 5-oxazolyl radical or 2-, 4-, or oxazol I kyl
radl cal, where the (d- C6)-al kyI radi cal may bécﬁllﬁsmbsqlﬂfhte@n@r nono- or

pol y‘s@ubstl tut ed H¥s+dentiacal-dC, dCfferBatl substituents fromthe group
consisting of (Cl- C6) -al kyl, hal ogen and oxo (=0) and the 2-, 4-, or

5-oxazolyl radical may be unsubstituted or
a 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-{Cy-
Cs) —alkylamino, hydroxyl, {C1-Cg) —alko:;y,
benzyloxy, carboxyl, {C1-Cg) —alkoxycafbonyl ,
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 5-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,




nono- or disubstituted by identical or different substituents fromthe
group consisting of hydrogen, (Cl-C6)-alkyl, halogen, sqishh@ar@®Mda@ NONO-
(C1- C6) - al kyl am no, di-(Cl- C6)-al kyl am no, hydroxyl, (Cl-GC6)-al koxy,

benzyl oxy, carboxyl, (Cl-C6)-al koxycgrbonyl, (Cl-C6) -al koxycarbonyl ami no
or (Cl-C6) -alkyl which is nmono- or "pol ysubstituted by fluorine, (C6-0 0)

--aryl and (Ce6- Clﬁéalo@éivil - n it Bhmi ALKY ljor 115IAVJ\§|10xazol yl

radical or 3-, 4- i.S0 | yl - (Cl-C6 aIk radlca]T iere t he

(CL-CB)-al kyl radi %al‘cha‘if’b S SN G Ut B E?Wiondﬂao%)pmywmu tuted by

i dentical or diffeeeaylsxbstituerbsxfiniom t h@lg@guglwasgbd}g(lof

(C1-Co) - al kyl, ha @ ?q axo, ca(rB%)ﬁn and .the 3- -isoxazolyl -
may be uns bstl S YL oG g, sub%lfltut gél ny Fiderti cal or

radi cal
di ffePent substitwehel fromoriee qr onplegenbisitugedf bipydriagenine,

(C1-C6)-al kyl, 20 January 2005 46 5 hal ogen, nit .o, am no, ,Mono-
(C1-Co) - al kyl an1 no, (C1L - - al kyl am no, ﬁy ro%?yl r%'(]:l--a@g) - al koxy,
benzyl oxy, carboxyts” ‘Wla((ﬁm@daﬁl%bﬁﬁlv (C1- CB) _al koxycar bonyl am no
or (Cl-C6) -alkyl Whl ch |s m)no- or polysubstituted by fluorine, (C6-C10)

~-aryl and (C6- ClO&} aryE gl -aI kyI 10 15 a 1-, 2-, 3-, 4-, 5-, 6- or
7-indol yl radical %)r ~4- 275 66 °1€)r77lﬁ1‘ﬁ@lblif%'l ra@@ga@e) - al kyl

radi ¢81 , where thef(IZﬂfCB) aBkyI 4r-ad|Ec-aI sn&yr bﬁ_m@u bgiliteitedyor nmono- or

pol ysubstltuted Ry 1d, Aen r dip,ffere S tue fromthe group
consi'sting of (Cl- Hl 139 hq'fhoeren g%\ﬁ JE tﬁ@ jcala. 3.,
4-, 5-, 6- or 7-iWdolyl tTEadl callnfmlyslbetuted 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,
- (€1-Ce) ~alkylamino, hydroxyl, (C,-Cs)-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.




~unsubstituted or nono- identical or different to hexasubstituted by

~ substituents fromthe group consisting of hydrogen, (G2 COhnakkyl 20020

. hal ogen, nitro, am no, nono- (Cl-C6) -al kylam no, di- (Cl-C6) -alkyl am no,
hydr oxyl, (Cl1-C6) -al koxy, benzyloxy, carboxyl, (Cl-C(;)-al koxycarbonyl

" (C1-C6) -al koxycarbonyl am no or (Cl- é:%) -al kyl  which is nono- or

pol ysubstituted by fluorine, 25 - - (C6-CIO -aryl and (C6-Cl0) -aryl-
(C1-C6) -alkyl . 3. Acridine derivatives according to daim1l or 2,
characterbzed PATiflaneRr dRIIVRZiVRS, XcchrdRnoQ to 3Guand o hay}ﬁet he

Teani ngs. g1 venoabous agdcRd ine! R ESENSBUBNY | NEI. g, ysubst tuted or

substituted by one to five |dent|c er én gr oups,
wher e adj acent BRYHRES afivET FRPYR sR beRil.i rfced Ry sOh @@pzadsithene gr oups.

335 45 Acri di ne Hﬁcﬂra@éhvﬁﬁoﬁtCCQr @'e@ﬂ‘e%%n@@y af oS RiB
characterized in th Q Xél O, n ané‘jthLave txne meani ngs

gi ven above ande%es?ré‘b’?e@eﬁfgr?ge@ ﬂltPrE‘t' h8x§PRe By leacky TRRAFHY1L2005 47 5.
Acri dine deri ¥&Pilves motegeinngtbms amhOh Lheze R eggdi ng cl ai s,
characterized 4, he . meanings given above, R, Rl, R2, R3 each
represent 5.a I?1ydr ogesn%%gaéhé ]r‘%tb‘?%%]é ?S an oxygen atom and X represents
a nitrogen atom P and Q each represent gem nal hydrogen atoms and mis

‘zeroiand &, repi@seNise t Nt N EOEG2- 1 ridine_derivatiyes according
to any of the recedi ng cl al ns, %hara(g{t:%%iz&% |ﬁ&thag %1 %Eﬁ R3 each

represent a h Wefshing o‘i’rJraE“$epFBé‘éﬁFEeﬁhze@xyger@h@ttorﬁ,arRi XRrgepr esents a
ni trogen at omR;P eaahd rQraasted e %ﬁﬂogﬁ&m aedm hygrgg?{leggg{g@ ip and mis

zero and n represents Ehe |ndeg§r ,_and R4 represents
3, 5-di met hoxyphenyi a-°m an refiresents. 4 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,




7. Acridine derivatives according to any of Clains 1 to 6 for use in
therapy. 20 8. Use of the acridine derivatives accordi ngy tQnaRyy Sfosc! ai ms
1to 6 fn the manufacture of a nedicanment for treating tunors in nanmals.
25 9. Process for preparing acridine derivatives according to any of
Clains | to 6, characterized in that an acridine carboxylic acid of the
formula (2) in which R R., R2, R3 have the neanings given above, Z
denot es an oxygen or sul fur atom and8Y 30 represents a | eaving group such
as hal ogen, hydroxyl, (Cl-Cg)-alkoxy, -0-tosyl, -0-nmesyl or imdazolyl,
formula 2 20 January 2005 48 H4 ~Ha HN X p (CHz}m ~Q fornmula 3 is reacted
with an am-ne of the fornula (3) tn4 ich®&4, X P, Q mand n have the
meani ngs gi ven above, and the qé;|r%§T cridfne derivative 10. is forned.
Medi canment, characterized in t it copprises, as active ingredient, at
| east one acridine derivative jaccording to any of Clains | to 6.

P (CHym  ~Q

formula 3

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.




